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10 MEANIUHCKA OHKOJIOT U



BBBEJAEHUE

[ToxxoabT MpH 37I0KAUYECTBEHUTE COJMUAHUA TYMOPH € KOMIUIeKCeH. [Ipuara ce Xupypruydo,
JbUYEBO U JIEKAPCTBEHO JieueHue. MHauBuaAyanHaTa 1ocjieoBaTeIHOCT Ha Te3U HOJIXOAU ce
omnpenensa ot OnkonornyHa komucus (Tymopen Oopa), B cbcTaBa Ha KOSITO BJIM3AT JICKapu C
pa3nuyHu crienuanHocTd. CUCTEMHOTO JIEKAPCTBEHO JICUCHUE € YTBBPIEH IMOJXOM, Hapen ¢
JApYyTrUTEe J1BAa OCHOBHH MeTona (xupyprus, npuenedenue). Okomno 60-70% ot OonHHTE
pa3BUBAT JIOKAIHUW PEUUINBH W/MIM JajJeYHH METacTa3d, HE3aBHCUMO OT JIOKAJTHOTO
paluKaIHO JIeueHHE Ha MbPBUYHUS TyMOpP. KOHKPETHHSAT JIeKapCTBEH PEXUM 3abIDKUTEITHO
ce o0CHXKIa M IpUeMa Ha OHKOJIOTMYHA KOMMCHUS 10 XUMHOTEpalus U ce HPOTOKOJIMpa
CIOpeJ] HOpMAaTUBMTE Ha MEIMIMHCKUSA CTaHAapT Ha CIeLUalHocTTa ,,MenunuHcka
OHKOJIOTHUSA .

PakbT ce mpuema 3a cucTeMHa 0OJIECT, KOATO YATUMATHBHO ITOCTaBsS HEOOXOJUMOCTTA OT
CHUCTEMHO JICKapCTBEHO JeueHue. Ha chBpeMeHHHs eTanm OT pa3BUTHE Ha KIMHUYHATA
OHKOJIOTHS JICKAPCTBEHOTO JIeUueHHE (MEIMIIMHCKAa OHKOJIOTHS) ThpPIU Hail-Obp30 pa3BHUTHE.
BBb3MOXHOCTHTE My HEMPEKBCHATO Ce 00OraTsABaT ¢ HOBU (PapMaKOJIOTHYHU U OUOJIOTUIHH
JeKapcTBa, BOJEUIM 10 NoaoOpsiBaHE Ha TepaneBTUUYHUTE pe3yntatu. C ToBa pacte
OTTOBOPHOCTTA HAa MEIMIIMHCKUATE OHKOJIO3M (XMMHOTEpANeBTH) 32 U300p Ha JICUEHHE C Haii-
BHUCOKa €(EKTUBHOCT U C MO-Mallka TOKCHUYHOCT. JlekapcTBEHOTO jeueHue (10 Tpaaulus
HapUuaHO XMMHOTEpalvs) ce Ha3HayaBa, Mpuiara U MIpOCieqsBa camMO OT MEIUIIUHCKH
OHKOJIO3U (XMMHOTEpAIeBTH), padOTell B CHENHATU3UPAHU CTPYKTYypH (KIWHUKUA WU
OTJIENICHNUs 10 MEAMIIMHCKA OHKOJIOTHS) M TO3HaBall MHOro no0pe ¢apMaKoJIOTHYHHUTE
XapaKTEPUCTUKU HA TPOTUBOTYMOPHHTE JIEKAPCTBA U TEXHUSI TOKCUKOJIOTUYEH TTPO(IL.

.HeKapCTBGHOTO JICYCHUEC HaMupa MPHUIIOKECHUE B PA3JIMYHU CTaIlUN HaA Oonecrra:

(1) agroBaHTHO — ClleNT paIMKaIHO JOKAIHO JICYeHHEe Ha ITbPBUYCH 3JI0KAUYECTBEH TYMOP; BOJIH
710 HapacTBaHe Ha Opos Ha M3JIEKyBaHWUTE OOJHM U /10 YIbJDKaBaHE Ha MPEKUBIEMOCTTa 0e3
nporpecus Ha 0oJecTTa;

(2) HEOaMIOBAaHTHO — MPEIH JIOKATHO PaJNKAIHO JICYCHNE Ha MBPBUUCH 3JI0KAYECTBEH TYMOD;
IT03BOJISIBA U3BBPIIBAHE HA OPraHOCHXPAHSABAILN ONEpPALMU IPY KapIIMHOM Ha I'bpJa, PEKTYM
U JIApUHKC; MPEBPBIIA JJOKAIHO aBaHCHpAJIUTE HEONepaOMIIHU TYMOPHU B ONEPaOMIIHU U J1aBa
BB3MOX- HOCT 3a ITBJIHO U3JIEKyBaHe (KapIMHOM Ha I'bpJa, MUKOYEH MeXYp, IpocTaTa u ap.);

(3) mammatuBHO — TpH MeTacTazupana OOJIECT; MPH TYMOPH, BHCOKOYYBCTBUTEIHH KbM
HUTOCTATUYHO JICUEHUE, BOJU 10 TpailHa peMucHs Ha rojsma vact oT 6oxaute (90% mpu
TpodobnactHa Oonect, 75% mnpu TecTukymapHu TymopH, Hax 20% mpu oBapualieH
KapIIMHOM).

JlekapCcTBeHO JieUeHHE HE ce Mpujara Mpu CUIHO yBpeaeHo obmo cwectosinue (ECOG
nbphopmanc craryc — PS) u HapymieHa (yHKIMS Ha HapeHXUMHH OpraHu (KOCTEH MO3bK,
yepeH apo0, Ou0penu). Bb3 ocHOBa Ha COOCTBEH KJIIMHWYEH OMUT M B MHTEPEC Ha MaIllueHTa,
MEIUIIMHCKUTE OHKOJO3M MOTaT Ja MOJU(HUIMpAT OTACTHH CXEMH WM JO30BH PEXKHMH,
NOCTBIIBAKH WHIMBHIYAIN3UPaHO W OaJaHCHPAaHO B JaJC€HH CHENU(UYHH CUTYaluu.
[TpunoxxeHneTo Ha peauma NPOTUBOTYMOPHM JIEKapcTBa ce 0a3upa Ha KIACHYECKHUTE



MO3HAHUSI HA MEIUIIMHCKUTE OHKOJIO3HM, BBIIPEKH Y€ KPATKUTE XapaKTEPUCTUKU Ha TI0-
CTapuTe JICKAPCTBEHU MPOJYKTH HE BHHATM OTPa3sBaT ITbJIHHUA 00€M Ha TeparieBTUYHATA MM
aKTUBHOCT. [loBeueTo CHBPEMEHHHM MPOTHBOTYMOPHU KOMOWHAIIMU WM MOHOTEPAIlUU CE
npujaaraT Bb3 OCHOBA Ha KJIMHUYHU M3IMTBAHUS, TIOKA3aJId JOCTOBEPHOCT. M3MoI3BaHeToO Ha
HACTOSIIUTE CTAHJAPTH 3a CUCTEMHO JICKapCTBEHO JIeUeHHE € He0OX0MMO, 32 Ja C& OCUTYPH
edeKkTUBHA U yHU(UIIMpaHA Tepanus Ha BCHUKH PaKOBOOOJIHU B bharapus, He3aBUCUMO B KOE
CTELUAIN3UPAHO OHKOJIOTUYHO JIeueOHO 3aBe/ieHUE ce JieKyBaT. HacrosmuTe MeAUIMHCKU
crangaptd ca wusrotBeHn mno Ocma pemaknuss Ha TNM  cramupamniara cucrema.
[IpocneasiBaHETO HA OHKOJIOTUYHO OOJTHH, 3aBBPIIIIN KOMILJICKCHO JICYCHUE, CE U3BBPIIBA OT
CICIUAINCTA B OHKOJIOTMYHHUTE JieueOHM 3aBeneHuss Ha PenyOnmka bwirapus crnopen
JOKamM3anusITa U craaus Ha 0o- sectra. B HacTosmmre CTaHAapTH MPOCICASBAHETO Ha
OCHOBHHTE BHJIOBE 3JIOKAYECTBEHH TyMOPH (OCHOBHA YacCT Ha AMCIIAHCEPHOTO HAOIOCHHE) €
MPeACTaBeHO B TaOJMUYEH BHJ, I[OCOYBAIl BHJ W BpPEME HAa KOHTPOJHH H3CJICIABAHUS.
JIOIBJIHUTEIHO C€ MOCOYBAT OOIIONPUETUTE KPUTEPUH 3a OICHKA Ha JeucOHus edekT mpu
comuaan Tymopu (Response evaluation criteria in solid tumors, RECIST). B crangaptute ce
NPEJCTSBIT QITOPUTMU 3a KOHTPOJ Ha OHKOJOrmyHata Ooiyika. Pa3mensT BKIIOYBa
OHKOJIOTMYHO OOJIHU ChC COJIMIHHM TyMOpH. HacTosmmre cTaHIapTH BKIIOYBAT aITOPUTMH 32
MOBEJICHHE TIPU OCTPH QJICPrUYHU WM HMH(DY3MOHHU pEaKIMU, TPH CKCTpaBasalus Ha
MPOTHBOTYMOPHH JICKApCTBA, BEHO3EH TPOMEMOOJIM3bM, XEMOparndyHa jauMares3a, APYrH
TOKCHYHOCTH U yclokHeHHs. CBETOBHUTE CTaHIAPTH 3a JICUCHHE HA 3JI0KAaYeCTBEHH TYMOPH
Ce aKTyaJH3UpPaT MEPHOANYHO CIICT MEKIYHAPOJIHU PAHJIOMH3UPAHH KIUHWUYHHU U3ITATBAHMSI
U crenuanusupadd  Gopymu. PasmukuTe B OTAEIHHUTE CTPaHM Cca B 3aBHCHMOCT OT
HKOHOMHYECKOTO MM ChCTOSIHHE U OF0KETa Ha 3JPaBHOOCUTYPHUTEITHUTE CUCTEMH.

benexku:

JIEKapCTBEHH MPOAYKTH W/WIM PEXKHUMH, TOCOYEHH 3a OIpejesieHa MHAWKALMS U MapKUpaHH
cbe 3HaK [*], ca omoOpenu ot EBpomelickata areHius 1o Jjekapcrsata (EMA) u
W3nbaautennara arenius no jekapersara (MAJI), Bkiarouenu ca B [1o- 3UTHBHUS JIeKapCTBEH
ciucek (IIJIC) ma HanmonanHus cbhBEeT MO IIGHM M peUMOypcHpaHe Ha JIEKapCTBEHU
npoayktu (HCLIPJIIT) ¢ mpexacrosimio BKIOYBAHE B CHHCHKA C JIEKAPCTBEHHUTE MPOAYKTH,
kouto Hammonanmuara 3apaBHoocuryputenna kaca (H30K) 3amnamia; nekapcTBeHH MTPOTYKTH
/WM PEeKWMH, TIOCOYEHHU 3a OMpejesieHa WHIWKAIUS W MapKHpaHu ChC 3HaAK [**], ca
onoopern ot EMA u UAJI ¢ npencrosimo BkmouBane B [1JIC ma HCLPJIIT;, nexapcTBenu
MPOJYKTH W/WJIH PEKUMU, TOCOYCHH 3a ONpe/Ie/iCHa WHIUKAIINS U MApKUPAHH ChC 3HAK [***],
He ca ogoopenu ot EMA u UAJI Ho ca Bxmouenu B KXII Ha mpoaykra.

3a0e1exKa:
JleueHneTo ¢ HepaspemieHH 3a ymoTpeda JEeKapCTBEHHW TMPOAYKTH C€ H3BBPIIBA MPHU

ycIoBUsiTa U 10 pef, onpenenenu ¢ Hapenba Ne 10 ot 17 HoemBpu 2011 r. 3a ycrnoBusta u
pemna 3a JiedeHWe C HepaspemieHu 3a ymnoTrpeba B Pemybnuka bwirapus nekapcTBeHU
MPOJIYKTH, KAKTO U 3a YCIIOBUSTA M pefia 3a BKIIOYBAHE, MPOMEHHU, U3KIIFOUBAHE U JIOCTaBKa
Ha JICKApCTBEHU MPOAYKTH OT CIHCHKAa MO 4. 266a, an. 2 or 3akOoHa 3a JICKAPCTBEHUTE
MPOAYKTU B XyMaHHarta meauiuHa (00H. JIB 6p.95 ot 2.12. 2011r., non. JIB 6p.24 ot 12.03.
2013r.) Ha MUHHCTHPA HA 3/IpaBEOIIa3BaHETO.



INPOBEXJIAHE HA U3YEPIIATEJIHO 'EHOMHO INPO®PUJINPAHE HA BOJIHU
CbC 3JIOKAYECTBEHH COJIMJTHU TYMOPH

1. U3BbpiBaHe Ha mpenaHAIUTAYHA 00pa0dOTKa HA OWONOrHYeH MaTtepuall (TyMOpHA ThKaH), C
n3zonupane Ha JJHK u mpoBexnane Ha ciieBaiio mokoJieHue TeHOMHO CEKBEHUPAHE C XUOPUIHO
yllaBsiHe, C Bb3MOXKHOCT 3a €IHOBPEMEHHO OTKPHBAHE HA YETHPUTE TUIA KIMHUYHO 3HAYUMU
FeHOMHHU aJTepalyy, U B JOMBIHEHHE HAa MHUKpocaTenuTHa HectabuiaHocT (MSI) u Tymopen
myTarmoneH Toap (TMB):
1.1. 6a3oBu 3amectBanus (myramuu), Harp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myranuu;
1.2. BMbkBanus u genenuu, Harnp. EGFR ex3on 19 neneruu, EGFR ex3on 20 uncepiuu;
1.3. mpomenu B Opost Ha KomnusTa, Hanp. HER2 ammmdukanms;
1.4. rennn npenapexaanus, Hanp. ALK, ROS1, NTRK npenapexxnanus;
1.5. craTyc Ha MuKpocaTenuTHa HectabuinHocT (MSI);
1.6. onienka Ha TymMOpeH myTanroneH Tosap (TMB).
2. 3pbpiBaHe Ha pelaHaTuTHYHA 00paboTKa Ha OMolorudyeH MaTepual (nepudepHa KpbB), ¢
u3onupaHe Ha wnupkynupama TtymopHa JIHK, mpu mnanueHTH ¢ JUICBalla/HEeJOCTaThbuHA
TYMOpHa ThKaH WM TPH HEBB3MOXHOCT 3a MpOBEXKAaHe Ha Oworcus. [IpoBekmane Ha
CJIe/IBAaIll0 TIOKOJICHHE TE€HOMHO CEKBEHHUPAHE C XHOpPUIHO yJaBsiHE, C BB3MOXKHOCT 3a
€THOBPEMECHHO OTKPHBAHE HA YCTHPUTE THUMA KIMHWUYHO 3HAYMMH TCHOMHH QJITepalid, U B
JOMBbJIHEHNUE Ha MUKpocaTenuTHa HecTabuimHocT (MSI):
2.1. 6a3zo0Bu 3amectBanus (mytanuu), Hanmp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myraruu;
2.2. BMbKBaHus u aenenuu, Hanp. EGFR ex3on 19 nenenuu, EGFR ex3on 20 uncepuuu;
2.3. mpomeHH B Opost Ha komnusTa, Hanp. HER2 ammmduxanms;
2.4. rennu npeHapexaanus, Hamp. Hanp. ALK, ROS1 npenapexnanus;
2.5. cratyc Ha MUKpocareiauTHa HectabunHoct (MSI).
3. JoxymeHTHpaHE H TMPEIOCTaBSIHE HaA PE3YJITATUTE OT MPOBEICHOTO W3CIEABAaHE Ha
MAIUeHTa/METUIIMHCKAS CICIHAMCT B IMOJKpENa Ha B3EMAaHETO Ha PEIICHHS 3a JICUCHUE —
MpelocTaBsiHe Ha WHQpOpMAIUs 3a TeHOMHHUS Npo(UI Ha TAIMEeHT, KaKTO U 3a CBBbP3aHHUTE
TapreTHU Teparuy U UMyHOTEPAIIUH.
[IpoBexxgaHeTo Ha U3YEPIATETHOTO TEHOMHO MPO(UIUpPaHe € BaKHA CTHIIKA HAMpPE., Thil KaTo
JaBa JOCTHI 10 HHQPOpMAIIHS 32 TEHOMHHUS TPOoGUT Ha TAIlMeHTa Ha TOCTaBYUIIUTE HA 3PAaBHU
TPYXKU B €IWH JOKIAJ, TI03BOJIsIBA M30SATBAaHETO HA AyONMupaiy OWOTICHH M yIecHsBa Obp3us
JOCTBII JIO HHOBATUBHU MEJIUIIMHCKH TEXHOJIOTHH.
[TaruenTUTe TOMy4YaT TO-OBP3 W HABPEMEHEH JOCTHII JI0 WHOBATHBHH TEXHOJOTHH, KOHUTO
OCHTYpPSIBAT MO-e()CKTUBHA JMArHOCTHKA W JICYCHHE Ha XUBOTO3ACTpaIlaBalll I HEOOpPaTHUMO
WHBAJIUIM3UPAIIN 320075 BaHUsI, 32 KOWTO HAMa OJ0OpEHO JICUYCHHE, WM KOWTO TMpejjiarar
3HAYUTEIHU IPETUMCTBA Pe]] ChIIECTBYBAIUTE OJJOOPEHH aNTepHATUBH.



1. 'bPBUYHU MO3BYHU TYMOPHU

3/10Ka4eCTBEeHUTE IIMATHU TyMopu ca npudiauzutento 70% OT BCUYKU MBPBUYHU MO3BYHH
TYMOpHU TpU Bb3pacTHU. CBBp3aHU ca C BUCOKA 3a00JEMOCT M BHCOKAa CMBPTHOCT, KaTo
CpelHaTa MPEeXUBSIEMOCT MpU MalMeHTUTe ¢ rnobiactom e 12-15 mecena, a mpu Te3u ¢
aHAIUIACTUYHM TJIMAIHA TyMOpH - 2-5 roaund. ['muobmacromure ca npubausurentno 60-70%
OT BCHYKM  3JIOKQUeCTBEHHM TIJIHOMHU. AcTpouutomute mnpezacrasisBar  10-15%,
aHAIUIACTUYHUTE OJIMTOJCHAPOIIMOMU U onuroactporuutomu - 10%, aHamiacTUYHUTE
€NeHIMMOMH U TaHTJIIMOMH — ocTaHaiuTe. CpenHaTa Bb3pacT Ha MOCTaBSHE HA JUMArHo3ara
npu rimoOnactromute € 64 TOAWMHM, a TPU AHAIJIACTUYHUTE TIHMOMH — 45 TOIWHH.
3a005eMOCTTa TIPU MBKETE YMEPEHO IPEBHINABa Ta3W IMpPH JKEHCKUs moil. JleueHwero e
KOMILIEKCHO, BOJIEINA € POJISITAa Ha ONIEPATHBHOTO M JIbUCIICYCHHUE.

XumuoTepanus ce npwiara npu mmomu oT crened Il (aHammacTHYHM acTPOIMTOMH U
onurogeHaporniomMu) u creneH IV (mmobimactomu) no CBeToBHa 3/ApaBHA OpraHU3alUs
(WHO). IIpu acrpouutomu Il crenen, kouro ca IDH-HeraruBHu, JUIICBAT JTOKA3aTEICTBA 3a
0J13a OT aJIF0BaHTHA XuMuoTepanus. [Ipu Huckoctenennu rimomu crerneH 11 IDH-no3utneHn
aCTPOIIMTOMH W OJMTOJCHAPOTITHOMH, KOUTO ca 1o aebunuis 1p/19q- mo3utuBHH) UMa
JI0Ka3aTeJICTBa 3a 10132 OT XUMHOTEPAITHsL.

AI[IOBaHTHa XUMHOTECPpAIINA

Cpuerano xumuonrsyeneuenue ¢ Temozolomide — 75 mg/m2 P.O. 6 ceamuiu. Cnen mounBka
oT 4 ceqMUIM JICYEHUETO Tpo- AbikaBa ¢ Temozolomide — 150 mg/m2 auesno P.O., nuu 1-
5, 3a BPBU Kypc, a mocieasaummre ot 2-pu 1o 12-u kype — 200 mg/m2 npe3 28 nHu, T.e.
mpoBexaar ce oo 12 kypca. ToBa e cTaHIapT B JICUEHUETO HA MAIUEHTH C TIIMOOIACTOM 0
70 1. BB3pacT, KakTo U Te3u Haj 70 T., KOUTO HIMAT MPOTUBOIMOKA3AHUS.

Temozolomide cnen camoctosrenHo nbpuenedenue —150-200 mg/m2 aueno P.O., aam 1-5,
mpe3 28 nHu (6 Kypca).

PCV (6 xypca npeau uim cjien ibueaedenue) (mpu tymopu ¢ 1p/19q- koxesenus)

Procarbazine — 2 x 100 mg/m2 P.O., nen 2-11
Lomustine — 100 mg/m2 P.O., aen 1 Vincristine — 1.5 mg/m2 L.V, nen 1
[ToBTOpenue npes 42 gHu.

AHamactTu4yeH actpountToM U Oummroacrpounrom: Cres orepaTUBHO OTCTPaHSBAHE,
CTaH,Z[apT"bT € ChUCTaHa H’b‘le-XI/IMI/IOTepaHI/IH o 60 Gy, IIOCJICABAHO OT aAKOBAHTHA XI/IMI/IOTepaHI/IH
¢ Temozolamide.

Oummroaenapor.auom (crenel III mo C30) - [IpenopruBa ce u komObunausata PVC:



XUMHUOTEpaIIUs IpU PEIUIHB

Temozolomide — 150-200 mg/m2 auesuo P.O., aau 1-5, 1o nporpecus. [Ipu peruaus Ha
0oJecTTa U HEMPOBEXKIaHA TIPeIu ToBa Tepanus ¢ Temozolomide, camo cies peorneparius.

PCV (Bux T1. 13).

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

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

[ToBTOpenue npe3 14 guu.

2. METACTATUYHU MO3BbYHHU TYMOPH

HpI/I BB3MOKHOCT C€ IMPOBCKAA OICPATUBHO OTCTPAHABAHC Ha TyMOpa, IIOCICABAHO OT
JIBYCIICUCHUC

XuMmuoTtepanus ce 00ChXkaa MpH HEPe3eKTaOUITHM MHOKECTBEHU METacTa3y OT KaplMHOM Ha
rbpa, Oaa Jpob, MenaHoM W JAp. 3aJBDKUTETHO YCIOBHE € J00po OO0IIO CBhCTOSHUE
(mppdopmanc craryc, PS).

CucreMHa Tepamus CIope1 BUa Ha IbPBUYHUS TYMOD.

JlomrbiHUTEHA oy (HE € CTaHaapT):

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

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

3. KAPIHIMHOMM HA T'JIABA U IIUA

[11OCKOKJIETBUHHUAT KapUMHOM Ha TJjlaBaTa M IIMATA € XETepOreHHO 3aloiisiBaHe,
XapaKTepu3upamo ce C KOMIUIEKCHM KJIMHUYHM W NaToJorudHu mnposiBu. [lpencraBnsBa
npuban3uTenHo 90% oT BCHUKHM BUAOBE pak Ha IiiaBaTa U IIHATA.

Mpukete 6osenyBar no-uecto. ChOTHOLIEHHETO MbXKe:)KeHHU Bapupa ot 2:1 1o 4:1 B
pa3IMYHU PETUOHM HA CBETA.

JleueHneTo Ha 310KaUYEeCTBCHUTE TYMOPHU Ha I'IaBaTa U HIUATa € KOMIIJICKCHO — OIICPAaTUBHO,
JIBYCIICYCHUC, IUTOCTATUYHA U TapTCTHA TCPaIlu.



Ha3sopapuHreaJHu KapuuHOMH

HeoamroBaHTHA XUMHOTEpANIUs

B craguii Il u IVA, B ce npoBexaa cbueTaHO XMMHUOIbUEIICUCHUE:

Cisplatin + Fluorouracil:

Cisplatin — 50 mg/m2 L.V., nen 1

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

Momnorepanus ¢ Cisplatin wmu Fluorouracil
Cisplatin — 40 mg/m2 L.V., nen 1 (Ha Bcsika ceIMUIIA OT JIBYEIICYEHUETO).

Fluorouracil — 500 mg/m2 L1.V., nuau 1-5 (1-Ba 1 4-Ta ceaqmuIa Ha JIbUEIICYEHUETO).

CamMocTosgTe/IHATa _HEO0aaI0BaHTHA (I/IHHVKI_II/IOHHa) XUMHOTCPpAIIMIg BKJIOYBA CJICAHHTC
PECIKNMU

Cisplatin + Fluorouracil + Docetaxel (npu miockokaeThbueH KapiuHOM )

Cisplatin — 75-100 mg/m2 1.V, nen 1

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

[ToBTOpeHnue npe3 28 AHMU.

Cisplatin + Fluorouracil

Cisplatin — 75-100 mg/m2 L.V, nen 1
Fluorouracil — 500-750 mg/m2 1.V. 2-4acoBa undy3us, aau 1-5
IToBTOpeHue npe3 28 nuu

Paclitaxel + Cisplatin + Fluorouracil

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

Cisplatin — 75 -100 mg/m2 i.v. 1 nen

Fluorouracil — 1000 mg/m2/nH i.v. 2-4yacoBa undysus 1- 4 nen [Tosropenue mpe3 3-4 (3
npu uHaykironHa XT, 4 pu Hepe3eKTaOmIIHO 3a0osBane) cenmuiiy. [Ipeamnounra ce npu
HEMOHOCHMOCT KbM Docetaxel u xeaHue 3a BKIIOYBAHE HA TAKCAHH.

A)IIOBaHTHa XUMHOTECpaIunAa

[Tpunara ce: (i) ciaen paaukaiHO ONEPATUBHO JiedeHue U (i) cien mpoBeaeHo JepUHUTHBHO
mpueneueHue npu 6oxau B ctaguii 1.

Cisplatin + Fluorouracil




Cisplatin — 100 mg/m2 1.V., nen 1
Fluorouracil — 500-1000 mg/m2 LV. npoasmkutenta uudysus, e 1-4
[ToBTOpEeHue npe3 28 aHuU.

Paclitaxel + Cisplatin

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

Ifosfamide/Mesna + Paclitaxel + Cisplatin

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

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

Cisplatin — 60 mg/m2 L.V., nen 1

(Carboplatin AUC 4-6 1.V. 30-MunyTHa HH)Y3MST)

[ToBTOopenue npe3 21-28 nHu.

PenumauBupana uiId MeTacTaTUYHA 0osect

XumuoTepanus ce npoBexaa npu 0omHU ¢ 100po obmo cberostaue (PS), kato Bojemu ca
IiaTuHa-6a3upanu pexumu. Jpyru akTuBHM JiekapcTBa ca: paclitaxel, docetaxel, ifosfamide,
epirubicin, metothrexate, bleomycin, KOUTO ce mpuaraT caMOCTOSITETHO HJIM B KOMOMHAIHUS.

ILnockokaeTHLYHM KapuuHOMHU Ha IjiaBa U U

JleueHueTo ce mpoBexJaa OT MYyATHAMCUUILIMHApeH exkun. [lanueHTwHT TpsiOBa na Obae ¢
KOpPUTHpaH HYTPUTUBEH CTaTyC, NOJAbpXKaH 110 BpeEMe Ha LsUI0TO jeueHue. [Ipenu neyenue
ce WM3BbpUIBAa JeHTanHa pexaOwimurtanms. [lpu  opodapuHreasHu KapuuHOMH €
IpernopbUNTENIHO u3ciaenBane Ha pl6/HPV-cratyc.

HeoaaroBanTHa XUMHOTEDAITUS

[Ipunara ce npu JIOKaJTHO aBaHCUPAJTT KaPIIMHOM Ha JIAPUHKC, XUTOPapHHKC U OpO(HOPUHKC C
[[e]l OpraHochbXpaHsBaia ornepamus. MeToasT HE € cTaHAapT U TpsiOBa Jga ce choOpasu ¢
AHATOMUYHOTO DPA3IOJIOKEHUE Ha TymMopa, 00moTo chcTossHue (PS) Ha mammenta m ma ce
MOIX0K/Ia MHIUBUTYaTHO.

TPF

Docetaxel — 75 mg/m2 1.V, nen 1

Cisplatin — 75 mg/m2 L.V., nen 1

Fluorouracil — 750 mg/m2 1.V. 2-4acoBa undysus, aau 1-5
IToBTOpeHue npe3 28 aHMU.




Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 1.V, nen 1
Fluorouracil — 1000 mg/m2 , npoasokuTenHa nHpy3us,
nau 1-4; IToBropenue npe3 28 qHU.

Paclitaxel + Cisplatin + Fluorouracil

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

Cisplatin — 75-100 mg/m2 L.V, nen 1

Fluorouracil — 500-750 mg/m2 1.V. 2-4acoBa undy3us, aau 1-5
[ToBTOpenue npe3 21-28 nuu.

AI[IOBaHTHa XUMHOTECPpAIINA

[Tpunara ce: (i) ciex paguKalHO ONEPATUBHO JICYEHHUE WM HEBB3MOXKHOCT 3a ITOCIIEABAIIO
mpueneueHue u (ii) cien nmpoBeAcHO JeUHUTHBHO NbuecueHue npu Oosau B cramuit II1
N3nonssar ce pexxumu oT T. LA.

CpUeTaHO XUMHOJIBUYEIICUCHHUE

[Mpuara ce kKaTo Ne(HUHUTHBHO WK CIICIONEPATHBHO JCUCHUE MPH JIOKATHO aBaHCHPal
kapuuHOM (T3-4 NO-1 wnu T Besko N2-3) u 106po 06110 cberostaue (PS).

Cisplatin — 75-100 mg/m2 1.V., auu 1, 22 u 43 (110-100bp JIOKOPETHOHATICH KOHTPOJI CIIPSIMO
CEIMHYHO MPHIIOKEHUE).

Cisplatin — 30-40 mg/m2 L.V., nen 1, npe3 7 auu, 5-7 cenmunu (kymynatusHa go3a — 200
mg/m2).

Cetuximab — 400 mg/m2 1.V., eana ceaMuiia mpead cTapTa Ha JIbYEICUCHUETO, MOCIEIBAHO
or 250 mg/m2 LV. cenmuuno (6-7 ceamuum). Meron Ha u3bop npu HPV-nozutuBHH
TUTOCKOKJIETHYHH OpO(hapuHTECATHA TYMOPH.

Cisplatin + Fluorouracil

Cisplatin — 50 mg/m2 LV., nen 1
Fluorouracil — 500 mg/m2 1.V., nau 1-5 (1-Ba 1 4-Ta cenqmuIa Ha JIbUEIICYEHUETO).

l JJMHHUA XUMHOTCPAIIU IIPpH peaMaAMBUpalIa NI METacTaTu4YHa bonect

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

aam 1-4 (3a mo3a 1000 mg/m2)
IloBTOpeHue npe3 28 aHuU.

Metothrexate — 40 mg/m2 .M., BeIHBK CEAMUYHO JI0 IPOTPECHS.

Bleomycin — 30 mg o6ma g03a .M., 2 IbTH CEAMUYHO 3a 8 MMOCICI0BATEIHH CEAMUIIH.

Epirubicin + Bleomycin + Cyclophosphamide (pu mumdoenurennom)

Epirubicin —50 mg/m2 L.V, nen 1

Bleomycin — 30 mg o6mia go3a I.V., nau 1, 8 u 15
Cyclophosphamide — 600 mg/m2 I.V., aau 1 u 8
[ToBTOpenue npe3 21 auu.

Cetuximab + Cisplatin + Fluorouracil

Cisplatin — 100 mg/m2 1.V, nen 1

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

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

[Mognbpxkama tepanus cien npuioxena XT

Cetuximab 250 mg/m2 1.V. ceqMu4HO 10 Tporpecus

Cisplatin + Docetaxel

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

Cisplatin + Gemcitabine

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

Fluorouracil + Vincristine

Fluorouracil — 500 mg/m2 I.V., gau 1-5
Vincristine — 2mg TOT L.V., nen 1
[ToBTOpenue npes 28 gHU.

Docetaxel

Docetaxel 100 mg/m2 i.v. 1 1eH 70 TOKCHYHOCT WJIA MTPOTPECHUS
IToBTOpenue npe3 3-4 cenmuuy.
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Cetuximab 400 mg/m2 i.v. Hacuimama jao3a, nocieasana or 250 mg/m2 i.v. ceqMHYHO,
cpuerano ¢ Carboplatin mim Cisplatin, korato ce oyakBa YyBCTBHTEIHOCT KbM IUIATHHOBH
npernaparu.

Pembrolizumab, xato mMoHoTepanus wid B KOMOMHALMS C XHMHOTEpAIMs C IUIATHHA U 5-
dyopoyparmn (5-FU), e mokasan 3a JjieuyeHHE OT IbpBa JUHHS HA METaCTaTHYCH MU
HeornepaOuiieH PelUAUBUpPAIl CKBAMO3HOKICThYECH KApIMHOM Ha TIJlaBaTta M IIMATA TPH
BB3pACTHU, YUUTO TyMopu ekcripecupat PD-L1 ¢ CPS > 1.

ﬂ JIUHHUA CUCTCMHA TCpaAIIni

Nivolumab — 240 mg I.V., ipe3 14 auu (3a JicueHne Ha PEKYPSHTEH WJIM METaCTaTUYCH
CKBaMO3HOKJICTHYEH KapIIMHOM Ha IJIaBaTa | IIUATA NPU B3PACTHU C MIPOTPECHS IO BpEMeE
Ha WU CJe]l TUIATHHA-ChIbpPIKAIlla TEPAIns).

Pembrolizumab — 200 mg I.V. na Bceku 3 ceamuru mim 400 mg 1.V. Ha Bceku 6 ceamuiu(3a
JICYEHHE HA PEKYPEHTEH WIIM METACTaTHYEH CKBAMO3HOKJIETHUCH KAapIIHHOM Ha IJlaBaTa u
IIKATA [IPU BB3PACTHH C MPOTPECHS 110 BpEMe Ha WITH CJIe]] IaTHHA-ChIbpIKalla Teparms),
yuuTo TymMopu ekcnpecupar PDL ¢ TPS >50%.

4. KAPLIUHOM HA LILIUTOBUJHA KJE3A

KapuuHombT Ha muToBHIHATA *Jie3a npeactaBisiBa 91% oT BCHUKM €HIOKPUHHU TYMODPH U
1% OT BCUYKM OHKOJIOTUYHHU 3a0o0ssiBaHKe NP Bb3pacTHU. Cpellia ce mo-4ecTo IpH KEHUTE U
OTHOILICHUETO JKeHU:MBbke ¢ 4:1. Haii-uecTo cpeman e nanunapHusaT kapiuaom (60%-75%).
C mno-manka dyecrora ca (OIMKYIAPHUAT, MEAYIAPHUAT M aHAIJIACTUYEH KapIUHOM.
JleueHHETO € KOMIUIEKCHO — ONepaTHBHA MHTEPBEHIUS, PaJOHoATepantsl, THPOSUHKUHAZHU
MHXUOUTOPU, XUMHOTEpAIHs.

[Ipunenno neyenue:

3a pe3UCTEeHTHH Ha JIEYEHHE C PaJuoio] Ce CUMTAT CIEAHHUTE NAIMeHTH ¢ AuQepeHuupaH
nanunapeH, (onukynapen wim Hurthle-xnerbueH kapuuHOM, JIOKAaJHO aBaHCUpPAT WIH
METacTaTUYEH

[TarmenTn, He Moka3anu akTUBHOCT Ha 1311 BkIIFOUBaHE MpHU NHMATHOCTUYHO CKAHUPAHE WU
nporpecupanu 10 14 mecena cien tepanus ¢ paguo-iion (RAI).

[Manentn, nomyunmnau obma no3a npu RAI >600 mCi u u3sBUIM HOBa Jie3us ciel
nocneanara go3a 1311 npeau 14 mecen ot npuema i.

[MaruenTn ¢ goOpo BkimrouBane Ha 1311 mpu AMArHOCTHYEH CKEH, KOUTO Ca TONYYWIIH
tepaneBTuyHa fg03a RAI nang 100 mCi, Ho mporpecupar npeau 14-s mecerr.

[pu, pedpakrepeH Ha paMOAKTHBEH HOI, C€ M3MOI3BAT CICTHUTE U300PH:
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Sorafenib — 2 x 400 mg P.O. qHeBHO, 10 IpOrpecHst WM HEPUEMIINBA TOKCUIHOCT.

HpI/I HepeSGKTa6I/IHeH JIOKaJIHO aBaHCHUpal HJINW METAaCTaTU4YCH MCEAYJIapCH KapUOWMHOM CE
H3110J13BaT CJICAHUTC I/I360pI/IZ

Vandetanib — 300 mg P.O. qaeBHO, 10 IPOrpecHs WK HEMPUEMIINBA TOKCHYHOCT.

Crnen mperieHKa MOXE Jla Ce HalpaBU OIMT 33 IUTOTOKCHYHO JICYCHHE C KOMOWHAIIWH,
ceabpkany Paclitaxel, Cisplatin, Epirubicin, Doxorubicin

Doxorubicin MmoHoOTepanus

Doxorubicin 75 mg/m2 i.v. neH lmpe3 3 ceaAMUIH, MAaKCUMYM 3 IIUKBIIa HITH
Doxorubicin 15 mg/m2 ceamuuno Jlo 8-16 mukbia

Doxorubicin / Cisplatin

Doxorubicin 60 mg/m?2 i.v. gen 1 Cisplatin 40 mg/m2 i.v. nen 1

Ha Bceku 3-4 ceqmuin, 10 TOKCHYHOCT WIIK IIPOTPECHs

Paclitaxel monoTepanus

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

Ha Bceku 3-4 cenMuiu 10 TOKCUYHOCT WJIM NTPOTPECUS WU
Paclitaxel 225 mg/m2 i.v. B nenl

Ha Bceku 3 ceqmuiu 10 TOKCUYHOCT WJIM MTPOTpecus

5. KAPHUMHOM HA I'bPJIA

CHCTEMHOTO JIEKapCTBEHO JICUEHNE BKIIFOUBA XMMHUOTEPAINUS U/ WU €HJAOKPUHHA Tepanus npu
00JIHU ¢ XOpMOH-penenTop-no3uTuBHU Tymopu (ER+ w/unm PgR+) n nmpunenno (tapretHo)
JieyeHHe NpU UHIUIUPAHH OOJHM C YTOUHEHU Omomapkepu. JlekapCTBEHOTO JeYeHHE ce
npujara KaTo aJl0BaHTHO MPH PaJMKaIHO ONEpUPAHU OOJIHU C paHEH KaplUHOM. AJTIOBaHTHA
Tepanusl ce TMpoBeXaa cropen KpuTepuutre Ha mnocienHus St. Gallen koncencyc.
HeoantoBanTHa XuMHOTEpanus ce npusara:

® [IpeaM OIEPATHBHO JIEUEHHUE HA TYMOPU C LI€J HaMaJiBaHE Ha pa3MEpUTE UM U
Ch3jaBaHE Ha yCIJIOBHS 332 OPraHOChXpaHsBallla- ONepalys;

® IIpH JIOKATHO aBaHcupainu Tymopu (craguii IIIA) ¢ men cBOEBpeMEHHO JIeUeHHE Ha
MHKPOMETACTa3u U Cbh3/laBaHE HAa TEXHU- YECKU YCJIOBHUS 3a IO-JECHO OIEpaTHUBHO
JICUEHHUE;
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e 1pu HeomepaOWIHM JIOKaNHO aBaHcupanu Tymopu (ctamuu IIIB, C), Bki. npum
nH(pIAMATOPESH KapIIMHOM, C [Ie]1 HaMaJsIBAaHEe Ha pa3MEpHUTE U Ch3JaBaHE HA YCIIOBUS
3a paJuKallHa oneparus Wik AeUHUTUBHO JTb- yeiaedeHrne. CHCTEMHOTO JICKAPCTBEHO
JIeYCHUE € TJIABE€H TEepameBTUYEH METOJ NpH MeTacTaTHyHa OOJIeCT, BOIU JO
KIMHUYHU pemucuu B 60-75%, 3HAUMTETHO HaMassiBa CUMIITOMHUTE, CBBP3aHU C
OoJecTTa, ¥ MoJ00psBa KAYECTBOTO Ha JKHBOT.

e [lpwu ,,TpoiiHO-HETaTUBEH paK Ha I'bPJa MOXE J1a OBbJe 00CHKICHO MPHIOKCHUETO HA
KapOOIUTATHH C TAaKCaHH.

HeoaaroBanTHA CUCTEMHA TepaIus

3amouBa 3aJBKUTENHO ciell MOpP(GOJIIOTUYHO BepuUIMpaHe HAa TyMoOpa, M3CJie/IBaHe Ha
peuentopes cratyc (ER, PgR u HER2)u mbinHo kmuHU4YHO ctagupane. M3mon3Bar ce peskuMu
KaTO MPH aJ0BaHTHA XUMHUOTEPAIIHS.

CEF

Fluorouracil — 500 mg/m2 LV., nen 1

Epirubicin — 90 mg/m2 L.V., nen 1

Cyclophosphamide — 500 mg/m2 L.V., gen 1

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

[Tpu npoTHBONOKA3aHUS WK PE3UCTECHTHOCT KbM aHTPAIIUKIMHNA — MOHOTEpAIHS C TAKCAHU
(4-6 xypca).

EC-T

Epirubicin — 75 mg/m2 L.V., nen 1

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

[ToBTOpenue npe3 21 auu; npoBexaaT ce 4 Kypca, MocieBaHu OT
Docetaxel — 75 mg/m2 1.V., aen 1, npe3 21 nuu, 4 Kypca, uin
Paclitaxel — 80 mg/m2 L.V., cenmuuno, 12 ceamuIiy.

T-EC (na3nauaBa ce rnpu XxopMoH-perentop-nosutuseH, HER2-neratusen kapunHom)

Paclitaxel — 175 mg/m2 L.V, nen 1
IToBTOpenue npe3 21 auu, 4 Kypca;

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

Paclitaxel + Carboplatin (nmpu TpoiiHo HeraTUBeH KApPIHHOM)

Paclitaxel — 80 mg/m2 L.V. ceamuuno, 12 ceamuiiu
Carboplatin AUC 4-6 1.V, nen 1
IToBTOpenue npe3 21 auu.

14



[Ipy XOpMOH-pENENTOP-NO3UTUBHU TYMOPH C TPOTUBOIOKA3aHUS 33 XUMHOTEpAIus Ce
npoBek1a Tepanus ¢ Tamoxifen wim apomarazHu HHXUOUTOPHU — 4-6 Mecera.

[Tpu HER2-no3utuBHU TymMOpH:

Trastuzumab (mo6aBeH KbM mpoBexaaHata xumuorepanus) — 8 mg/kg 1.V. HaroBapsamia
no3a, mocneaana ot 6 mg/ kg L.V. pe3 21 guu, wim ¢ukcupana go3za or 600 mg S.C. mpe3
21 nHU; KOMOWHAINKATA HE CE MTpUJIara ¢ aHTPAIMKINHU, OCBCH B KIMHUYHH H3ITUTBAHUS;
KombOunarws:

Pertuzumab + Trastuzumab + Docetaxel

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

Trastuzumab — 8 mg/kg HaroBapBaiia j03a, nmocieasana ot 6 mg/kg, nen 1 win Gpuxkcupana
no3a ot 600 mg S.C. npe3 21 quu

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

[ToBTOopenue npe3 21 aHu

Xupyprusra ce mocje/iBa oT aJfoBaHTHA TEPaIus — BUK TOUKa ii.

TepaHeBTI/I‘{HI/IHT OTTOBOp CC€ OLCHABA CJICHA YCTUPU KypcCa. HpI/I Inporpecusa Ha II'bPBHUYHO
OHepa6I/IHeH TyMOp (B X0Ja Ha HCOoaAOBAaHTHaA XI/IMI/IOTCpaHI/IH) CC IpCEMHHAaBa KbM
OIICPATUBHO JICYHCHUEC, IPHU CTANUOHHUPAHC HA IM[IBPBUYHUA TYMOp CC IMNPEMHHABA KbM
OIICPATUBHO JICYCHHUEC CJIC HCOAJIOBAHTHA XUMUOTEpAIIUA OT 4-6 Kypca.

IIpu crapguii IIIC ce mnpunara omepaTMBHO JI€UYEHUE caMO IPU IbJIHA PEMHUCHS Ha
CylpakjiaBUKyJlapHU JUM(HU BB3IM. B mpoTuBeH ciywail ce mpoBexaa Ae(pUHUTHBHO
I'bYEIICYEHUE.

AJI0BaHTHA CUCTEMHA TEpaITus

JleueHueTo ce MpenopbyBa, aKO Ce OUYaKBa OTHOCUTEIHO HAMAJICHUE Ha ONPEIETICHUs PUCK OT
pEeLMIUB U CMBPT MpPU NMPUEMIMBO HUBO Ha HEKEJIAaHU JIEKApCTBEHM peakiuu. M300pbT Ha
METOJ 3a CHCTEMHO JIEKapCTBEHO JI€YeHHE (XMMHUOTEpanus W/WIM EHAOKPHHHA Tepamus,
W/WIM TIPUIIETHO JICYCHHE) C€ OCHOBaBa Ha HAJIMYHME HA PEIUIla MPOTHOCTHYHHU (HaKTOPH:
roJieMrHHa Ha IBPBHYEH TYMOp, aHT@XHpaHEe Ha aKCHIIAPHH JIMM(QHHU BB3JIH, XUCTOJIOTHYCH
BUJ, crerneH Ha qudepenuuanus (G), cratyc Ha ectporeHHH (ER), mporecteponosu (PgR) u
HER2-peuentopu, npomudeparuBer Ki-67-unnekc (mox wiu Hax 15-20%), BB3pact, o0mo
cecrosiuue (PS) u mpunpyxaBamu Oonectu (Ta6m. 1). Tymopu, KOMTO HE eKCIpecHpar
ER/PgR, ce nmpuemar 3a eHJOKpPUHHO HEUYBCTBUTEIIHH; MPHU TIX CPEACTBO Ha M300p € caMo
xumuoTepanusa. Karo pgombiHeHHWE KbM XHMHO- M CHJIOKpUHHA Tepamus npu
cBpbxekcnpecus Ha HER2 ce no6aBs antoBanTHO stedenue ¢ Trastusumab.

Crnopen pucka 3a mporpecusi Ha 0oJiecTTa MAlMEeHTUTE C ONepadHIeH KapIlMHOM CE Pa3JIesiT
Ha Tpu Kareropuu (Tabm. 1).

Cropen OHMONOrMYHMTE TOATUIIOBE HA KapuMHOMa (JyMHUHaleH A, JIyMHHaJIeH B,
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HEJIYyMHHAJICH, 0a3aJIOMJICH W JIp.) CUCTEMHATa aJlOBaHTHA Tepamusi ce Je(UHUpa B IIECT
kareropuu (Taom. 2).

Tabnuna 1. OneHka Ha pUCK MPU KapIMHOM Ha I'bpJa.

Hucsk puck

HeratuBHu TUM(HNA BB3JIM U BCHUKU OT CJICAHUTE MPU3HALIN:
Tymop <2 cm
Gl

Jlunca Ha pa3npocTpaHeHa NEPUTYMOPHA ChJI0BA UHBA3Usl (TYMOPHHU

eM00IH)
Jlunca Ha cBpbxekcnpecust Ha HER2

Hannuue na ER n/unu PgR excnpecus
Bw3pact > 35 rogunu

Cpenen puck

HeratuBHu 1MMQHU BB3/IM U IOHE €UH OT CICAHUTE NPU3HALIN:
Tymop > 2 cm
G2-3
Hanuuue Ha paznpocTpaHeHa epUTYMOpHA Ch10Ba UHBa3Us (TYMOPHU
eM00JIn)
Hanuuue na cBpbxekcnpecust Ha HER2
JIunca na ER w/unu PgR excnpecus
Bp3pact < 35 ronunu

Bucox puck

1-3 no3utuBHU TUMHH BB3H ¢ unca Ha ER n/unu PgR excnipecus, win
C HaJMuMe Ha cBpbXeKkcpecus Ha HER2
> 4 NO3UTHUBHU JTUM(PHH BB3IH

Tabnuua 2. bruonornynu noaTUNoOBe: 1epUHULNS U Teparnusl.

MoaTunose Kannukonarosoruyna | Tepanus Benexkn 3a
nepuHUIHSA TepanusTa
JlymunanieH A ER+ w/mmm  PgR+, | Camo enpokpunHa | Hsakou H3UCKBAT
HER2-ne- TaTUBEH, | Tepanus LIATOCTATUIIN
Hucwk Ki-67 (<15-20%) (BHCOK HOJTAJICH
cTatyc WM Jp.
KPUTEPHH 32 PHUCK)
Jlymunaien B | ER+ wwm PgR+, | EHnokpuaHa + | BkirouBane U BUJ
(HER2-neratuseH) HER2 wera- THBEH, | MUTOCTATUYHA Ha I[IATOCTATUIIN
Bucok Ki-67 Tepanus CIIOpE]l HUBO Ha
XOpMOHAJTHA
EKCIIPECHsI U PUCK
Jlymunanen B| ER+ wwum  PgR+, | Hutocratmuna  + | Jluncear JTAaHHH,
(HER2-nio3uTHBEH) BcakakbB Ki-67, HER2- | antu- HER2  + | monkpensimm  oTka3
MO3UTUBEH CHIOKpUHHA OT IUTOCTATUIN
Tepanws
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HER2 no3utuBeH | HER2-mo3utuBeH, [utocratnuna  + | [Ipy MHOTrO HUCBK
(HeITyMUHAJIEH) nurica Ha ER u PgR aHTH- HER2 | puck  (pTla wu
Tepanws HEraTUBEH HOJAJICH

CTaTyC) MOXE Ja ce
npocneassa 6e3
CUCTEMHA TepaIus

bazanounen, tpoitHo | Jlunca Ha ER u PgR, [utocraTnyna

HETaTUBCH HER2-neratuBen Tepanus

(mykTanen)

Coenuaiau Ennokpunna MenynapHusar

XUCTOJIOTHYHU Teparnws Y aJICHOUIHO-

MIOATUTIOBE [MuToctatnyna KUCTUYHUSAT

A. Teparnus Kapuuaom morat 6e3

XOpMOHOYYBCTBHTE- UTOCTATUIN,  aKO

neH (kpubpudopmeH, ca C HeratuBeH

TyOynapeH u HOJIaJICH CTaTycC

MYLIMHO3€EH)

b.

XOPMOHOHEYYBCTBU-

TeleH (amoKpUHEH,

MeaysapeH,

aJICHOUI-KUCTUYEH U

METaIJIaCTUYEH )

EnnokpuHHa aoBaHTHA TEpaus

Tymopu ¢ > 1% excnpecuss Ha ER unn PgR u TakuBa ¢ HecurypeH XOpMOHaJeH CTaTyc ce

npueMar 3a CHAOKPHMHHO YYBCTBUTCIHW W MOJICKAT HAa CHAOKPHHHA TCpaIvd B obemMa Ha

KOMIIJICKCHO JICUCHUC.

HpI/I MNpEMCHOIIay3aJIHNU MAIUCHTH CTAHAAPTHOTO HNECTIOJUIIHO JICUCHUEC BKIIIOYBA:

Tamoxifen — 20 mg nueBno P.O. (camocTositenHo win B komOunarms ¢ LHRH-aronwucr).

ITpu Bucok puck 3a peuuauB Tamoxifen ce mpuiara gecet TOAMHA

Exemestane — 25 mg P.O. gaeBno, komObmanpan ¢ LHRH-aronuct (mpu BUCOK pHCK 3a

PEIUINB).

[Ipu nyxranen kapuuHoM in situ (DCIS) ce Ha3HauaBa 3aIBIKUTEIHO METTOIUIIEH

Tamoxifen u ce komOuHUpa ¢ Ipueneyerne — 42.5-50.4 Gy.

ITpu DCIS y noctmenomnay3annu ce npennounta Anastrozole — 1 mg P.O. nueBHo.

Osapuannata abmnamus ce noctura upe3 LHRH-aronuct nnu xupypruano. LHRH-aronuctst

TpsOBa Ja ce mpuiara ot 2 0 5 TOAWHU, BBIIPEKH Y€ ONTUMAIHATA MY MPOABIDKUTEIHOCT HE

€ KaTeropu4Ho yrouHeHa. [Ipu nmpemeHomnays3aiHu NalMeHTH He ce Mpujiara KOMOMHUpaHe Ha

LHRH-aronuct u apoMara3eH HHXUOUTOP, KAKTO U CAMOCTOSATENIEH apoMaTa3eH HHXUOUTOP.
Tamoxifen He TpsOBa 1a ce mpuiara eTHOBPEMEHHO C XMUMHOTEpamnus, J0KaTo Hai-100poTo
cpueranne Ha LHRH-aronucr (emgHOBpeMEHHO WM TIOCIEIBANIO0 XHMHOTEpAIus) €
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HCYTOYHCHO.

[Tpu mocTMeHoMay3aTHA MAIMEHTH 33 TEPBU U300p Ce MPEANOYNTa APOMATa3eH HHXUOUTOD B
MPOABHKECHUE HA TIET TOJAWHM. 3a TAalUeHTH, JIeKyBaHW 2-3 roauau ¢ Tamoxifen 20 mr/mn
I.0. Ce TpernopbyuBa, NpeBKIOYBaHEe KbM Exemestane 25 mr/ mun — mo 5 r. OcobeHO ¢
MO3UTUBEH HojajeH craryc. OnTumalHata MPOABDKUTENHOCT A0 10 r Ha Je4eHuero c
Tamoxifen u npu nocnenosarenna tepanust AU- Tamoxifen mim Tamoxifen-AU

Tepanus ¢ budbocdonaTu

[TanmenTH, NTEeKyBalIy ce ¢ apoMaTa3Hu HHXHUOUTOpH, TpAOBa Ja Mody4yaBaT CyIUIEeMEHTalUs C
ButamuH D u xamuii. [IpenoppuBa ce uscnensane 3a koctHa mrbTHOCT — DEXA (dual X-ray
abcopuuomMeTpus) W TPU  OCTEONOpO3a C€ IMpernopbuBa CBOEBPEMEHHO JICYCHHE.
budochonarure mnpemmasBaT ckenera OT KOCTHAa 3ary0a TpH TMAIMEHTH C STPOTCHHA
MpEeXICBPEMEHHA MEHOIay3a U MPU MOCTMEHOIIAy3aJHU MMAlIMeHTH Ha JICYCHHE ¢ apOMaTa3HU
WHXUOUTOPH.

BuonornyHa Tepanyvs npu KOCTHA 3aryoa

[TanueHTH ¢ paHeH KapLUMHOM Ha I'bpJla, MPOBEXKIAIIM a[IOBAaHTHA €HIOKPUHHA Tepalus, ce
CUMTAT 33 TOCTMEHONAY3JIHW M C TIOBUIIEH PUCK OT KOCTHU (pakTypHu, 0coOeHO
TPETUpAHUTE C apoMara3Hu WHXuUOWTOpW. Crenm celeKkuus W TPeleHKa OT JICKyBallus
MEIULMHCKH OHKOJIOT T€3M Cllyyau MOJAJEeKaT Ha JIedeHHe 3a 3aryda Ha KOCTHa maca C
Denosumab — 60 mg S.C. npe3 6 Mecela, KakTo KEHH ¢ OCTMEHOIIay3alHa 0CTeonopo3a oe3
KapIMHOM Ha rbpha. OlieHKa Ha KOCTHaTa IUTBTHOCT ce mposexaa ¢ DEXA (dual X-ray
abcoproMeTpusi) Mpeau 3alo4yBaHe Ha €HJAOKPHHHA Tepamnus U ce MpocieisBa B X0jAa Ha
nedenuero. [Ipu n3bop Ha neyenne ¢ Denosumab ce B3emar mnpeaBuj KaKTO KOCTHaTa
MUHEpajdHa TUTBTHOCT (CTOMHOCTH Ha T-score), Taka M PUCKOBUTE (PAKTOpPH OT CTpaHa Ha
nanueHTa. I[lpu ompexnensHe Ha MHAMKAIMHUTE 3a OMOJIOTMYHA TEpanus OT MEIULHUHCKH
OHKOJIOT JICYEHHETO Ha MOJyIeXkallara OCTEeONopo3a Ce IMPOBEXJa OT E€HAOKPUHOJOr WU
pEBMATOJIOT.

AJr0BaHTHA XMMHOTEPAIIHS

HpI/I CpCACH PUCK C HETAaTUBCH HOJAJICH CTATYC:

EC

Epirubicin — 90 mg/m2 L.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., aen 1
IToBTropenue mpe3 21 quu (6 Kypca).

FEC90

Fluorouracil — 500 mg/m2 1.V, nen 1
Epirubicin — 90 mg/m2 L.V., nen 1
Cyclophosphamide — 500 mg/m2 1.V., aen 1
[ToBTopenue npe3 21 gam (6 Kypca).
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Docetaxel + Cyclophosphamide

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

CMF

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

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

Epirubicin, nocneasan or CMF:

Epirubicin 100 mg/m2 i.v. D.1
[ToBraps ce Ha 3 cenmuny - 4 Kypca, ocie/1BaH OT:

Cyclophosphamid 750 mg/m2i.v. D.1
Methotrexate 50 mg/m2 i.v. D.1

5-FU 600 mg/m2i.v. D.1

[ToBTraps ce Ha 3 cenmuuu - 4 Kypca

AC

Doxorubicin 60 mg/m2i.v. D.1

Cyclophosphamide 600 mg/m2i.v. D.1

IloBTaps ce Ha 3 cenmuuu - 4 Kypca

[Ipu Bucok puck u cepbxekcnpecus Ha HER2, He3aBrcuMO OT HOJlaleH cTaTyc:

EC-T

Epirubicin — 90 mg/m2 L.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., nen 1
IToBropenue npe3 21 quu (3-4 Kypca), mociaeBaHU OT:

Paclitaxel — 175 mg/m2 1.V. npe3 3 ceamunum (3 mwin 4 kypca) wmi 80mg/m2 cenmuyso (12
MOCJIeIOBATEITHU CEAMU- 1T1), WITH
Docetaxel —100 mg/m2 npe3 21 auu (3 wm 4 Kypca).

TEC

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

AC/EC, nocnensan ot Paclitaxel - dose-dense Tepanus (JedeHue cbe ""crucrsiBane’ Ha
JI03UTE):
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Doxorubicin 60 mg/m2/
Farmorubicin 90 mg/m2i.v. D.1

Cyclophosphamide 600 mg/m2i.v. D.1
IToBTaps ce Ha 2 ceqmunu ¢ G-CSF - 4 kypca; mpu HEIOHOCUMOCT - Ha 3 CeIMMIIH,
clle]] TOBa

Paclitaxel monorepanus — 12 undysuun

Paclitaxel 80 - 100 mg/m?2 i.v. ceqmmu4Ho (eaHOYaCOBa HH(PY3HsA) C MOATOTOBKA

Dexamethasone: 12+12+8 mg i.m. / i.v.+ H1 Giokep + Aneprosan /AHTUATEP3UH U.M.

[Ipu mpoTHMBOMOKa3aHUs 3a TMpPWJIAraHe Ha aHTPANMKIMHUA Ce MpOBEeXAar 6 Kypca
MoHotepanus ¢ Docetaxel — 100 mg/m2 npe3 21 qau.

[Tpu manmmenTH cve cBpbxekcnpecust Ha HER2 ce mposexna neyenune ¢ Trastuzumab.

He ce mpunara npu tymopu no-manku ot 0.5 cm M HEraTuBeH HOJAJIEH CTAaTyC, C BHCOKO
MOJIOKUTETHU XOPMOHAIHH PELeNTOPH (BUCOK OTTOBOP), C (hpaKilvs Ha U3TIIACKBAHE HA JIsIBA
kamepa (LVEF) nmox 50% u cbc 3Hauuma chpaeyHochioBa koMopOuaHoct. Ilpunarane Ha
Trastuzumab 3aeqHO ¢ €eHIOKPUHHA a[F0OBaHTHA Teparnus 0e3 XMMHUOTepaIus He € MOJAKPETEHO
C JI0Ka3aTeJCTBa OT KIMHUYHU U3MUTBAHUS.

Antn HER2- neuenueto 3amodBa 3aeTHO ¢ XUMHUOTEPAITHS C TAKCAHU:

Momnotepanus ¢ Trastuzumab B HatoBapBsaiia 103a 8 mg/kg, mocneaana ot 6 mg/kg wiu
Trastuzumab — ¢ukcupana no3a or 600 mg S.C., npe3 21 quu ce npuiara 3a 12 mecera ot
HA4ajoTo My ;

Kom6unarmst Docetaxel + Pertuzumab + Trastuzumab mpu manueHTH ¢ BUCOK PUCK OT PEIUIUB
(Brk Tabm. 1)
Pertuzumab — 840 mg 1. V. natoBapsaiia no03a, nociensas ot 420 mg 1.V., nen 1 Trastuzumab

— 8 mg/kg naroBapgara /103a, nocieaana ot 6 mg/kg, nen 1 wiu Trastuzumab — ¢pukcupana
no3a ot 600 mg S.C., npe3 21 gau; IloBTopenue mpe3 21 nHU, e1HA TOAWHA.

Carboplatin + Docetaxel + Trastuzumab

Carboplatin AUC 4-6 1.V., nen 1 Docetaxel — 75 mg/m2 1.V, nen 1
Trastuzumab — 8 mg/kg HaroBapBaia j03a, nocieasana ot 6 mg/kg, nen 1
[ToBTopenue npe3 21 auu, mox nporekmus Ha G-CSF.

[Tpu HER2-1103UTHBHY MallUEHTH C pe3uayaliHa MHBa3UBHA OOJIECT B I'bpP/a WM B aKCHIIA
ClIe/l HeOa[IOBaHTHA CHCTEMHA Tepanus, BKI. 1 aHTH-HER2-Tepanus:
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| trastuzumab emtansine (T-DM1) 3.6 mg/kg npes 21 nuu 14 nukbia

[Tpu GonHu 6€3 eeKT OT HeoaJIOBaHTHA XUMUOTEPAIUS C AHTPALIUKIHMHHU:

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

[Ipu GonHM C TPOWHOHETaTUBEH KApIMHOM JIMIICBA CTAHJAPTEH PEKUM HA aJIOBAHTHO
JeyeHHe. KaTo HsAMa yOeIUTENIHU IaHHU OT J00aBSHETO Ha IUIATUHOBU KOOPAMHAIMOHHH
KOMILJIEKCH.

CucremHa TCpanusi IIpu peuuauBupala ujiin MCTacTaTudHa Oosect

[Ipy xopMOH-penienTop MO3UTUBHU TYMOpH, JIMIICA HAa BHUCLEpPAJIHU METAcTasH,
HEMOCPEJCTBEHO 3acTpalllaBallld >KMBOTa (BUCLEpalHa KpH3a), IOCT-MEHONAy3alHU OOJIHH,
IIpeMeHoIIay3aIHi O0JIHM CaMO ¢ KOCTHHM METacTa3y U NPexXUBsIeMOCT 0e3 mporpecus Hajl JBe
TOAMHU CJIeJl OIepalus JEYSeHHETO 3alloyBa C EHJOKPUHHA Tepamnus, CaMOCTOSTEIHA MU
KOMOMHHUpaHa C TapreTeH areHT. OCBeH aKko He ce HaluoJaBa WM MMa CbMHEHHE WM
JI0Ka3aHa €HJIOKPUHHA PE3UCTEHTHOCT.

[Ipennountanara mepBa auHus ET 3a mocTMeHomay3anHu >KEHUM 3aBUCHM OT THUIIA U
HpO)I’I)J'DKI/ITeJ'IHOCTTa Ha aJr0BaHTHATaA ET, a KaKTO U OT BpeMeTO, HU3MHUHAJIO OT Kpafl Ha
amroBadtHara ET.

HpI/I JMIica Ha e(l)eKT OT IIOHC€ MOBC JIMHUMW CHAOKpPWHHA TEpalusa Win IpUu 6’bp30
nporpecupanio 38.60.]'I${B8.He, JICYCHUCTO IMMPOABbIIKaBa C UTOCTATUYHA TCpaIlnsl.

M360pbT ce ocHOBaBa Ha olleHKa Ha rpyma ot ¢akropu (Tab:. 3).

Ta6J'II/ILIa 3. (I)aKTOpI/I 3a OLICHKA Ha MCTACTATUYCH KAPIIUHOM Ha I'bpJa.

®akTopH, CBbP3aHu ¢ 0oJiecTTa DaKTOpH, CBbP3aHH € NALUEHTA
[Ipexusiemoct 6e3 nporpecus (I1BIT) [IpeanounTanus Ha MaKeHTa
[IpeaumiHo ge4eHne U OTTOBOPHU OT HETO buonornyna Be3pact
buonoruunu ¢akropu (ER, PgR, HER2) MeHonay3aneH craryc
Bbpoii u msicTo Ha MeTacTazu Komopbuanoct u PS
Hyxna oT 0Bp3 KOHTPOJI Ha | ConMaHOMKOHOMUYECKHU U IICUXOJOTUYHU
00JIeCTTa/CUMIITOMHUTE bakTopu
JlocThIIHO JIeYeHune B CTpaHaTa




l JJMHHUA CHAOKPHUHHA TCpaIluia

Tamoxifen — 20 mg P.O. nHeBHO — mpu mpe- ¥ MOCTMEHONAy3alHH OOJHH, HETPOBEKIAIH
aroBaHTHA XopMoHoTepamus ¢ Tamoxifen; npu npuemanu Tamoxifen, ako penuaANBET € clie]
npexuBsieMoct 0e3 Oosect Haj 12 Mecena, JISYUSHUETO MOXKe J1a MPoAbKH ¢ Tamoxifen.

ApomaTa3zeH HHXHUOUTOpP (HECTEPOUACH WM CTEPOHUJCH) — MPHU MOCTMEHOIAay3adH!u OOJIHU C
peL[I/II[I/IB Ha 6OJ'IGCTTa CJIed aArOBaHTHA CH,Z[OKpI/IHHa Tepal’II/Ifl NJIIn HpI/I HpOTI/IBOHOKaSaHI/IH 3a
Tamoxifen.

Fulvestrant — 500 mg .M. nipe3 28 mHU — npu MOCTMEHOMAY3aIHN OOIHKM O€3 Mpe/IIecTBala
CHJIOKPUHHA Tepanus WIM C PeIUIUBHA OOJIECTTA CJell al0BaHTHA CHIOKPUHHA TEparus C
AHTHUECTPOTeH (CEIICKTUBEH €CTPOTEH-PEIENITOPEH MOAYJIATOP MM apOMaTa3eH UHXUOUTOD).

Ribociclib (600 mg P.O. aueBHo, 21 nuu, 7 mau maysa) + Fulvestrant (500 mg .M. mpe3 28
JTHW) KaTO HayaJHa XOpMOHaIHO Oa3upana tepanus. [Ipu xeHu B mpe- WM MEPUMEHOIay3a,
XOpMOHAaJIHaTa Teparus TpsoBa 1a ce komouaupa ¢ LHRH - aronucr.

Palbociclib (125 mg P.O. nueBno, 21 nuu, 7 qau nay3a) + Fulvestrant (500 mg .M. mpe3 28
aau) — npu npe-** (ma ¢ona ma LHRH-aronmcr) m mocTtmMeHonay3aidHH ManUeHTH Oe3
Ipe/IIecTBalia CHCTEMHA Tepanus 3a aBaHCHpalia 60JIecT.

Abemaciclib (300 mg P.O. nueBHo, Ha 28 auu) + Fulvestrant (500 mg I.M. nipe3 28 quu) Kato
HayaJHa XOPMOHANHO Oa3upaHa Tepanus. [Ipu JKEHH B Tpe- WIM IEPUMEHOMAy3a,
XOpMOHaJIHaTa Tepanus TpsioBa a ce komOunupa ¢ LHRH - aronucr.

Oapuanna a6naums (LHRH-aroHucT wim Xxupyprudsa) Iiroc €HAOKPHHHA TEpamusl KaTo
IIPY IOCTMEHONIAY3aJIHU XKEHHU:

® [IpU NpeMeHonay3aIHu O0JIHU;

® IIpH IPEMEHOINAay3aJHH, HEMOJIy4aBallu aJfoBanTeH Tamoxifen,

® [Ipu NpekpaTsiBaHe Ha Tepanus ¢ Tamoxifen 3a moBeue oT 12 mMecena ce mpeanoynTa
MoHoTepanus ¢ Tamoxifen.

Everolimus (10 mg P.O. nueBno) + Exemestane (25 mg P.O. nHeBHO) — mpH
MOCTMEHOMNAY3aJJHU TAlMEHTH cJell aJlOBaHTHO JIEYEHHWE C HECTEPOUIHM apoMaTa3HH
nHxuburopu mim Tamoxifen.

Palbociclib (125 mg P.O. aueBHo, 21 auu, 7 qHM may3a) + apomara3eH MHXMOUTOp — IpHU
npe/niepu- (Ha pona Ha LHRH-aronucT) u moctMeHonay3aiHu MaueHTH 6€3 mpeiecTpalia
CHCTeMHa Tepamus 3a aBaHCcHpaia 00JIecT.

Ribociclib (600 mg P.O. nueBHo, 21 naM, 7 nHU may3a) + apomMaTa3eH UHXUOUTOP — IIpH Tpe-/Tiepu-
(na pona Ha LHRH-aroHucT) 1 mocT™MeHonay3aiHu MallMeHTH KaTo HayalHa XOPMOHAITHO Oa3upaHa

TCpanmus.
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Abemaciclib (300 mg P.O. aueBHo, Ha 28 guu) + AW karo HavyaaHa XOPMOHAIHO Oa3upaHa
Tepanus. [Ipu KeHH B Tpe- WIM MEPUMEHOIay3a, XOPMOHAJIHaTa Tepamus TpsOBa na ce
kombunupa ¢ LHRH - aronucr.

u JJMHHUA CHAOKPpHWUHHA TCpalui

Caen I nunus ¢ Tamoxifen ce mpeBkitouBa Ha apomaraszeH HHxuouTop uiu Fulvestrant.
Cren | nuHMs ¢ HECTEPOUIHHM apoOMaTa3HU MHXHOUTOPH ce MpeBKiItoYBa Ha Exemestane mim
Tamoxifen.

Cnen nporpecus Ha |Ba nuHUS eHI0OKpUHHA Tepanus ¢ AU, onmuure ca:

Palbociclib (125 mg P.O. nueBno, 21 nuu, 7 quu naysa) + Fulvestrant (500 mg .M. npe3 28
nau) — npu npe- (Ha ¢ona Ha LHRH-aronucr) u mocTmMeHomnay3alHU MalUeHTH Oe3
MpEe/IIeCcTBaIla CUCTEMHA TepaInus 3a aBaHcHpasia 00JIeCT.

Ribociclib (600 mg P.O. aueBHo, 21 nuu, 7 nuu maysa) + Fulvestrant (500 mg .M. mpe3 28
JTHU) KaTO HayallHa XOpMOHAJIHO Oa3zupaHa Tepanus. [Ipu xeHu B mpe- Wi nepuMeHonaysa,
XOpMOHaJIHaTa Tepanus TpsioBa j1a ce komOunupa ¢ LHRH - aronucr.

Abemaciclib (300 mg P.O. nueBHo, Ha 28 nuu) + Fulvestrant (500 mg .M. npe3 28 auu) karo
HayajlHa XOpPMOHaJdHO Oa3upana tepanus. l[lpu eHM B mpe- WIM NEpUMEHONay3a,
XOpMOHaIHaTa Tepanus TpsiOBa aa ce komObunupa ¢ LHRH - aronucr.

Cren nporpecus Ha |-Ba nmuHUS eHIOKpUHHA Tepanus ¢ Fulvestrant, omuure ca:

Palbociclib (125 mg P.O. aueBHo, 21 auu, 7 qHM may3a) + apoMaTa3eH MHXUOMTOpP — IpHU
npe/nepu- (Ha pona Ha LHRH-aronucrt) u noctMeHonay3aiHy MaiueHTy 0e3 mpeiiecTana
CHCTeMHa Tepamus 3a aBaHCHpaia 00JIecT.

Ribociclib (600 mg P.O. nueBHo, 21 nHu, 7 AHK nmay3a) + apomara3eH HHXHOUTOP — MPH Mpe-/Tiepu-
(Ha ¢pona Ha LHRH-aroHuct) u nocTMeHomnay3alHH MalMeHTH KaTo HavyalHa XOPMOHAIHO Oa3upaHa

TCpaliys.

Abemaciclib (300 mg P.O. aueBHo, Ha 28 guu) + AW kaTo HavajgHa XOPMOHAIHO Oa3upaHa
Tepanusi. [Ipy JKeHH B TIpe- WM MEPHUMEHOINAy3a, XOpPMOHAJHATa Tepamus TpsOBa 1a ce
koMOuHupa ¢ LHRH - aronucr.

[Ipu mocTMeHoMNay3amHU MAUEHTH ciel | TUHUS ¢ HeCTEPOUJIHHU apoMaTa3HUu WHXHOUTOPHU
win cnen | nTUHUS XUMUOTEpIUs C TOCNEIBaIl apoMaTa3eH MHXUOWTOp W TPOTpPEcHs ce
npeBkirouBa Ha Everolimus (10 mg P.O. naeBHo) + Exemestane (25 mg P.O. nueBHO).

Crnen | nwHMA ¢ apoMaTa3HM WHXHOWTOPHM MOXKE Ja CE€ H3MOJ3BaT T'eCTarcHH
(Medroxyprogesterone Acetate, Megestrol acetate).
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IIpu nporpecust Ha Gonecrra cinen Il nMHUSA €eHOOKPUHHA Tepamnus ce MpuilaraT aHIpPOTreHU
WIA JPYrd OT M3MOJI3BAaHUTE JEKApCTBEHM HMPOAYKTH, O€3 Ja mMma CTaHAapT OT KJIMHUYHU
n3nuTBaHud. [Ipu ycraHOBsSIBAHE Ha XOPMOHAIHA PE3UCTEHTHOCT c€ 00CHKIAT Bb3MOKHOCTH
3a XMMHOTEpanus WIM y4acTHE€ B KIMHMYHO M3NHUTBaHE. EIHOBPEMEHHO IpwiaraHe Ha
XUMHO- U €HJOKpHUHHA Tepalus He ce mnpenopbuBa. [Ipyn KONMO3UTUBHU MALUEHTH (XOPMOH-
peuentop no3utuBHU U HER2-cBpbXxekcmpecusi) KbM  €HIOKPUHHATa  Tepamnusara
(mecpappikama CDK4/6 unxuburop) moxe aa ce 1od6asu antu-HER2 neuenue:

e Trastuzumab (2 mg/kg I.V. cenmudHo, cnex eHOKpaTHA HATOBapBaIia g03a ot 4
mg/kg) + Anastrozole (1 mg P.O. qHeBHO) — TpU OCTMEHOIIAY3aJIHU TAIUEHTH;

e Lapatinib (1500 mg P.O. naeBno) + Letrozol (2.5 mg P.O. naeBHO) — ipH
MOCTMEHOTIAY3aTHH MAI[UCHTH.

I nunus xumuorepanus npu HER2-HeratuBHM DalMeHTH, HENOIYy4aBaJld aJlOBAHTHU
AHTPALMKIINHU

EC

Epirubicin — 90 mg/m2 L.V., nen 1 Cyclophosphamide — 600 mg/m2 1.V., neH 1
[ToBTOpenue npe3 21 auu.

CEF90

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

CEF120

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

[ToBTOpenue npe3 21 auu, mox mpotekuus Ha G-CSF.

Liposomal Doxorubicin + Cyclophosphamide

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

ED

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

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

Docetaxel + Cyclophosphamide

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

NAV + FU + FA

Vinorelbine — 25 mg/m2 L.V, nau 1 u 8
Fluorouracil — 450 mg/m2 1.V, qau 1-5
Leucovorin — 50 mg/m2 L.V., nuu 1-5
[ToBTOpenue npe3 21 guu.

CMF

Cyclophosphamide — 100 mg/m2 P.O. nuesno, auu 1-14
Metothrexate — 40 mg/m2 L.V., nen 1

Fluorouracil — 500 mg/m2 1.V, nen 1

[ToBTopenue npe3 28 aum (6 Kypca).

CMF

Cyclophosphamide — 600 mg/m2 1.V., nen 1 Metothrexatee — 40 mg/m2 I.V., nen 1
Fluorouracil — 600 mg/m2 LV., nen 1
[ToBTopenue npe3 21 guu (6 Kypca).

[ IMHUS XMMUOTEPANHUS NIPK MAIMEHTH, TOJTydaBany ajrosanTau anrpanmkimauCisplatin + Docetaxel

Cisplatin — 60 mg/m2 1L.V., nen 1 Docetaxel — 75 mg/m2 1L.V., nen 1
IToBTOpenue npe3 21 auu.

Cisplatin + Fluorouracil

Cisplatin — 20 mg/m2 L.V., nau 1-3
Fluorouracil — 450 mg/m2 I.V., gau 1-3
IToBTOpEeHue npe3 28 aHMU.

Paclitaxel + Carboplatin

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

Paclitaxel + Cisplatin
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Paclitaxel — 175 mg/m2 L.V, nen 1
Cisplatin — 60 mg/m2 LV., nen 1
[ToBTOpenue npe3 21 auu.

Docetaxel + Cyclophosphamide

Docetaxel — 75 mg/m2 L.V., nen 1
Cyclophosphamide — 600 mg/m2 1.V., aen 1
[ToBTOpenue npe3 21 auu, mox nporekuus Ha G-CSF.

Paclitaxel + Gemcitabine

Paclitaxel — 175 mg/m2 L.V, nen 1
Gemcitabine — 1250 mg/m2 L.V., qau 1 u 8
[ToBTOpenue npe3 21 guu.

Docetaxel + Capecitabine

Docetaxel — 75 mg/m2 L.V., nen 1
Capecitabine — 2000-2500 mg/m2 P.O. nueBHo, auu 1-14

[ToBTOpenue npe3 21 auu.

NAV + FU + FA + CDDP

Vinorelbine — 25 mg/m2 L.V, nau 1 u 8
Fluorouracil — 450 mg/m2 1.V, nau 1-3 (5)
Leucovorin — 50 mg/m2 1.V., nuu 1-3 (5)
Cisplatin — 20 mg/m2 LV., nuu 1-3 (5)
IToBTOpEeHue npe3 28 aHu.

Vinorelbine + Capecitabine

Vinorelbine — 20 mg/m2 L.V., nau 1 u 8
Capecitabine — 1600 mg/m2 P.O. nueBHo, auu 1-14
[ToBTropenue npes 21 guu.

Paclitaxel + Bevacizumab

Paclitaxel — 90 mg/m2 I.V., nau 1, 8 u 15
Bevacizumab — 10 mg/kg I.V. nipe3 2 cenmunu (15 mg/kg 1.V. nipe3 21 aun)
IToBTOpEeHue npe3 28 aHMU.

Vinblastin + Mitomycin C

Vinblastin — 10 mg TOT LV., aeu 1 u 8 Mitomycin C — 8 mg/m2, aen 1
IToBTOpenue npe3 21 auu.

Vincristine + Fluorouracil + FA
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Vincristine —2 mg TOT L.V, nen 1

Fluorouracil — 450 mg/m2 1.V. npoabikurenna uady3us, aau 1-3
Leucovorin — 50 mg/m2 L.V., nuu 1-3

[ToBTOpenue npe3 28 aHwu.

MoHotepanus

Docetaxel — 100 mg/m2 1.V., nen 1
[ToBTOpenue npe3 21 gHu.

Paclitaxel — 80 mg/m2 I.V. ceamuuno.

XI/IMI/IOTepaHI/IH IIpHU PE3UCTCHTHOCT HA AaHTPALUKIIMHU XU TaKCAHU

Capecitabine + Bevacizumab

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

+ Bevacizumab — 15 mg/kg I.V., nen 1

[ToBTOpenue npe3 21 auu (cxemara He ce mpujiara Ipy Beue JIEKYBaHU C aHTPALUKIUHU U
TaKCaHM Ipe3 nocieanute 12 mecena).

Eribulin mesylate — 1.23 mg/m2 L.V, nex 1 u 8
IToBTOpenue npe3 21 guu.

Vinorelbine — 30 mg/m2 1.V., nuu 1, 8, 15 (moBTOpeHue npe3 4 ceaAMUIH) Hiu JHu 1 1 8
(moBTOpeHue npe3 21 1HM).

Vinorelbine + Gemcitabine

Vinorelbine — 25 mg/m2 I.V., nau 1 u 15
Gemcitabine — 1000 mg/m2 L.V, qau 1 u 15
[ToBTrOopenue npes 21 guu.

Vinblastin + Mitomycin C

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

Vincristine + Ifosfamide/Mesna + Cisplatin

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

Mesna — 400 mg/m2 1.V. B wacose 0, 4 u § cien Hauanoro Ha ifosfamide Cisplatin — 25
mg/m2 L.V., nau 1-3

[ToBTOpenue npe3 21 guu.
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Capecitabine + Ixabepilone

Capecitabine — 2000 mg/m2 P.O. aueBHo, qau 1-14
Ixabepilone — 40 mg/kg 1.V., nen 1
[ToBTOpenue npe3 21 gHu.

MeTpoHOMHA XUMHOTEpAIHs

Cyclophosphamide — 50 mg o6rma mo3a P.O. 1HEBHO — CaMOCTOSATEIIHO WM IpU H30paHH
0O0JIHM B KOMOMHAIIUS C

Metothrexate — 5 mg P.O., nau 1 u 2 OT BCsKa CeAMHUIIA, 10 HEMPUEMIIMBA TOKCUYHOCT HJIH
nporpecusi. Morart ga ce M3MOJI3BaT BCUYKH JIPYTH PEKUMH, KOMUTO HE ca MpWjaraHu Ipu
CHOTBETCH IAIUEHT.

Cyclophosphamide + Metothrexate

Cyclophosphamide — 50 mg P.O. qHeBHO
Metothrexate — 2.5 mg P.O. queBHo, auu 1 u 4
[ToBTOpenue npe3 21 auu.

Cyclophosphamide — 2 x 50 mg P.O. nuesno, auu 1-14, moBTopenue mnpe3 21 qHwH.
Capecitabine — 2 x 828 mg/m2 P.O. nueBHo, auu 1-14, noBropenue npe3 21 nHu.

Xumuorepanust opu cBpbexekcnpecust Ha HER2

[Ipunara ce mepBa auHus npu HER2-monoxutenHu, MeracTasupaid WM JIOKAJIHO
peuuaMBUpaIy TAalMEeHTH, HEe TMojydaBanu mpenmecrtsama aHTu-HER2 Tepanmsa 3a
MeTacrasupaiia 0oJecT.

Docetaxel + Trastuzumab + Pertuzumab

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

Trastuzumab — 8 mg/kg, 6 mg/kg I.V., nen 1 (10 mporpecusi)

Pertuzumab — 840 mg (maToBapBaiiia g03a), 420 mg (mospsKaina jgo3a o nporpecus) L.V,
ned 1

IToBTOpenue npe3 21 auu.

Paclitaxel + Trastuzumab

Paclitaxel — 175 mg/m2 L.V, nen 1
Trastuzumab — 2 mg/kg 1.V. ceamuuHo, ciex eIHOKpaTHA HaTOBapBaina j103a ot 4 mg/kg
IToBTOpenue npe3 21 auu (6-8 xypca).

Paclitaxel + Trastuzumab s.c.
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Paclitaxel — 80 mg/m2 L.V., ceaqmuuHo
Trastuzumab, S.C. BB pukcupana go3a ot 600 mg
[ToBTOpenue npe3 21 auu (6-8 Kypca).

Docetaxel + Trastuzumab

Docetaxel — 75 mg/kg I.V., nen 1
Trastuzumab — 2 mg/kg 1.V. ceamuuHo, cie eIHOKpaTHA HaTOBapBaina g103a ot 4 mg/kg
[ToBropenue npe3 21 quu (6-8 Kypca).

Vinorelbine + Trastuzumab

Vinorelbine — 30 mg/m2 L.V, nuu 1, 8 u 15 v qam 1 u 8
Trastuzumab — 2 mg/kg 1.V. cenmuuHo, cie/ eAHOKpaTHA HaToBapBaia 103a ot 4 mg/kg
[ToBTOopenue npe3 21-28 nHu.

Capecitabine + Trastuzumab

Capecitabine — 2500 mg/m2 P.O. nueBHo, auu 1-14
Trastuzumab — 2 mg/kg 1.V. cenmuuHo, cie/ eAHOKpaTHA HaTOBapBaiia g03a ot 4 mg/kg
[ToBTOpenue npe3 21 guu.

[Ipu nanmentu ¢ HER2+, HR+ cratyc:

Lapatinib (1500 mg P.O. n1HeBHO) MTt0C apoMaTa3eH HHXUOUTOP, WK
Trastuzumab mtoc apoMaTtazeH UHXUOUTOP, UITH
Trastuzumab + pertuzumab + apomaTazeH UHXUOUTOP

Bropa nunaus — npu mporpecus B Xo/1a Ha JICUEHUETO C trastuzumab — ChIbpIKaIy PEKUMHU:

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

Lapatinib + Capecitabine

Lapatinib — 1250 mg P.O. nqueBHo, nuu 1-21 Capecitabine — 2000 mg/m2 P.O. nueBHO, nHu 1-
14
IToBTOpenue npe3 21 auu.

Lapatinib + Letrozole (mpu mocrmeHonay3ajaiHu NaleHTH)

Lapatinib — 1500 mg P.O. aueBHO
Letrozole — 2.5 mg P.O. queBHO
[IpoabmkaBa 10 mporpecusi.

Trastuzumab + Lapatinib (+ apomaTa3zen nuHXuo6uTOp)
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Lapatinib — 1000 mg P.O. gaHeBHO
Trastuzumab — naroBapsaiia no3a 4 mg/kg 1.V., nocnenBana ot 2 mg/kg ceamuyHo.
[TpoabinkaBa 10 POrpeECHs.

Koraro He ce npujiara Trastuzumab, CC HM3II0JI3BAT BCUYKHU PCIKUMHU 3a MCTACTATUYIHA oonect
6e3 CMF.

IIpu meracrarmuna HER2-mosutuBHa Oosiect Trastuzumab Moxke nga ce mpuwiara ¥ B
TpuceaMudeH wMKbA. [lpm mporpecus Ha Qona Ha Trastuzumab ce npomeHs camo
CBITBTCTBANIATA XHUMHUOTepanus. [Ipyw BCHYKM TEPANEBTUYHU PEXKUMH, ChIBPIKAIIN
Trastuzumab, Toit Mmoxe na ce mpuiara kakto V. (npe3 21 auu wnm ceaqmuyHo), Taka u S.C.
BBbB (hukcupana n03a ot 600 mg npe3 21 qHu.

XumuoTepanus pu TPONHOHETATUBEH KapLUHOM

[Ipu peumaus cien aaOBaHTHA AHTPAIMKIMH-Oa3WpaHa XUMHUOTEpaNus KaTo CTaHIapTHO
JeYeHUe ce Tmpwiara TakcaH-Oaswpana | nuuusa xumumotepanus. [lpum mporpecus cien
AHTPAIMKIIMHYU W/WIIA TAaKCaHU CE MIPEIOPbYBa;

Eribulin mesylate — 1.23 mg/m2 L.V, nen 1 u 8, ipe3 21 auu;

Cisplatin + Gemcitabine;

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

Carboplatin — AUC5 L.V. + Docetaxel — 100 mg/m2 L.V., npe3 21 auu, mox nporekius Ha G-
CSF. bu Moro 1a a ce 00ChIu MPUIOKEHUE HA: BUHKA anakaiou iy, Irinotecane, Mitomycin
C, Ixabepilone**

Cnen amtoBaHTHA Tepanus 0e3 aHTPALMKIMHUA MOTaT Jla c€ MPUIIOKAT BCUUKH PEXUMH, BKIL
IIaTUHA-0a3upaHu, Thil KaTo JIMIICBA CTAHIAPTHU MPEMOPBKH.

[Mpu manmenTn ¢ repmunatuBarn BRCA1/2 myranuu, kouto umatr HR orpumarenen / HER?2
OTpHIIATEIIEH JIOKAJIHO aBAaHCHPAJ WIIM METACTaTUYeH PaK Ha I'bpJaTa, JIEKyBaHH IIPeId TOBA C
AHTPALMKIMHU U TaKCaH.

Momnotepanus ¢ Olaparib tabl. - 2 x 300 mg P.O. nueBHO, 10 nporpecusi.

XumuoTtepanus npu uHGIaAMaTOpeH KapluHOM (KaplIMHOMAaTO3€H MaCTHUT)

Jleuenuero 3amoy4Ba ¢ XMMUOTEpANus 1Mo pexuMu, BKItodeHu B T. [II. [Tpu nbiaHa kmuHu4Ha
pemMucHs ce IpoBexaa NePUHUTHUBHO JTbUEICUCHUE, a TPU OTIEIHU CIIydal — ONEPaTUBHO
JIEYEHUE C MOCNeABaIlo JbueneueHue. [lpu xopMoH-penenTop-no3uTUBHU TYMOPH MOXeE Ja
ce mpwiara €HJOKpuHHA Tepanus. [lpum npemMeHomay3alHU >KEHH C XOPMOH-PELENTOp
MO3UTHUBEH CTATyC Ce MpHJiara oBapuaiHa cynpecus (JIekapcTBeHa MU XUPYPTUYHA).
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Kapuunom Ha rbpia npu Mbixe

JleueHueTo € aHAIOTUYHO Ha KapIIMHOM Ha I'bpJia MPHU KCHH.
[Ipu engoKprHHA Teparus ¢ apoMaTa3Hu HHXUOUTOPH ce npenopbuBa qodassHeTo Ha LHRH-
aroHMCT.

6. MAJIMTHEH TUMOM U TUMYCEH KAPIIMHOM

TUMOMBT M TUMOKapLUMHOMBT Ca CIHUTEIHU TYMOPH, IIPOU3JIE3IU OT TYMOPHHU KJIIETKH OT
CIUTEIIHUTE KOMIIOHEHTHM Ha TuMyca. [laroreHesara Ha enuTENHUTE TYMOPH Ha THUMYyca
octaBa Heu3BecTHa. ChoOIIaBaHU ca Cllyyal Ha IOsiBaTa UM ClIe[ JIbYelieueHUe Ha IpbAHaTa
obnact, cieq MMYHOCYIPECHMBHA TEpamus 10 MOBOJ OpPraHHA TPAaHCIUIAHTalMA. | eHeTHuHH
puckoBu ¢akTopu, kato MuoxxectBena Ennokpurna Heornaszus tun 1 (MEN1), cpiio umat
OTHOILIEHNE KbM Pa3BUTUETO HA TUMOM U TUMOKAPLMHOM.

XuMuoTepanus ce mpusara npu Hepe3eKTaOMIHA WM MeTacTaTU4Ha O0JIecT, a IpU TUMYCEH
KapIUHOM — CIIeZI0NIepaTuBHO, 001110 4-6 Kypca.

Cyclophosphamide + Epirubicin + Cisplatin

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

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

Etoposide + Ifosfamide + Cisplatin

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

Etoposide + Cisplatin

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

IToBTOpenue npe3 21 guu.

Carboplatin + Paclitaxel

Carboplatin AUC6 1.V, nen 1
Paclitaxel — 225 mg/m2, nen 1, nox nporekius va G-CSF
[ToBTOpenue npe3 21 guu.

VIP
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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 po3ara Ha Ifosfamide i.v. bolus ua 0,4,8 gac B nen 1-3
Cisplatin 30 mg/m2/d i.v. B nea 1- 3

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

[IpoBexnar ce npe3 21 nuu 10 3 MUKBIIA, TOCIEIBAHU OT JIOKAITHO JICUCHHUE

PAC

Cisplatin 50 mg/m2 i.v. B nen 1 Doxorubicin 50 mg/m2 i.v. bolus B nen 1
Cyclophosphamide 500mg/m?2 i.v. bolus B nen 1

[ToBTropenue npe3 21 quu, 2-4 MUKBIIA, TOCIEABAHU OT JIbYETEPAIUS MU OTICPATHBHO
JICUCHHE.

/. KAPIUHOM HA BAJI I1POb

PakbpT Ha Oenure ApoOoBe € BoJella NPUYMHA 32 CMBPT OT 3JI0KAYECTBEHH 3a00JIABaHUS B
cBeToBeH Maiad. CBeTOBHATA 3/ipaBHA OpraHU3alMs € W3YUCIWIa, Yye B ObJelle CMBbPTHOCTTA
OT pak Ha OenuTe ApoOOBE 1€ MPOABIKABA J1a Ce MOKAaYBa, IJIABHO B PE3yJITaT HA yBEJIUYaBaHE
Ha TIOTIOHONYIIEHETO. AJICHOKAPIUHOMBT € Hal-4ecTUSAT XHUCTojoruueH BapuaHT (38.5%),
cienBaH OT IUIOCKOKJIEThUHMS KapiuHoMm (20.0%) u empoxnerbuHus kapuuHoMm (2.9%).
JleueHHeTO € KOMIUIEKCHO — OIIEPAaTHBHO, JbUETEpanus, IUTOCTATHYTa, TapreTHa W
umyHotepanud. [Ipu apeOHOKIeTbUHUS O0enoApoOEH KapLMHOM BOJELIa poisi UMaT Jb4ye- U
XUMuoTepanuara. Hamocnenbk MMyHOTepamusaTa ChIIO HaBIW3a B JICYCHHETO Ha TO3HU
MOpGOJIOTHUEH BapHaHT Ha O0enoapoOeH KapIMHOM, HO caMO B pPAMKHUTE Ha KIUHUYHH
POYYBAHUS.

HenpeOHokyIeTb4eH KAPUMHOM

7.1.1. HeoamroBanTHa xumuorepanus (3-4 xypca)

O6¢cwxna ce npu craaumii [ITA (N2).

Cisplatin + Vinorelbine

Cisplatin — 50 mg/m2 LV., nou 1 u 8
Vinorelbine — 25 mg/m2 I.V., nau 1, 8, 15
IToBTOpeHue npe3 28 nHU.

Carboplatin + Paclitaxel

Carboplatin AUC4-6 1.V., nen 1 Paclitaxel — 200 mg/m2 1.V., nen 1 IToBropenue mpe3 21
JTHH.
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7.1.2. ApmroBanTHa xuMuorepanus (4 Kypca)

O6cwxna ce npu craaumii IB (¢ Tymop > 4 cm), I u [ITAN2

Cisplatin + Vinorelbine

Cisplatin — 50 mg/m2 LV., nau 1 u 8 (wm 75 mg/m2 L.V., nen 1)
Vinorelbine — 25 mg/m2 LV., quu 1, 8 u 15

IToBTOpeHue npe3 28 aHU.

Cisplatin + Paclitaxel

Cisplatin — 75 mg/m2 L.V. nen 1 Paclitaxel — 175 mg/m2 1.V. nen 1 [ToBropenue mpe3 21
JIHU.

7.1.3. IleppBa JUHUI TapreTHa Tepalus

IIpunara ce B cragmii IIIB u IV npu BCHMYKM NAnMEHTH C JOKYMEHTHpPAHU AaKTUBUPAILH
MyTanuu, HenekyBanu npeau ToBa ¢ EGFR- unu ALK/ROS1-unxubutopu.

Jleuenne ¢ EGFR-Tupo3MHKHHA3HU MHXUOUTOPH; Ha3HAYaBa ce€ MPU TyMOPU C aKTHUBUPAIIU
EGFR-myranmuun — ex30H 19- npenenus W/ ek30H 21-myranws, HISHTUDUIIUPAHA OT
XHUCTOJOTMYHA U LIUTOJIOTMYHA OMOICHMU WIM OT KpbBHA/ Ija3MeHa mpoba (TeyHa Ouoricus,
caMo IPU HEBB3MOXKHOCT 32 ThKaHHA).

Osimertinib — 80 mg P.O. aueBHo, 10 nporpecus (He3aBucumo ot T790M-myTartust)

Afatinib — 40 mg P.O. aHeBHO, 10 porpecHsl.

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

Erlotinib + Bevacizumab

Erlotinib — 150 mg P.O. aueBno, aam 1-21
Bevacizumab — 15 mg/kg I.V., nen 1
[ToBTOpenue npe3 21 aHU, 10 POTrpecHs.

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

Jleuenue ¢ ALK/ROS1 unxubutop /cies Banuupan Tect/

Crizotinib — 2 x 250 mg P.O. qHeBHO, 10 IPOTPECHs.

Alectinib - 2 x 600 mg p.o. JHEBHO 10 MPOrPECHst Ha 3a00JIIBAHETO WIIH HETTPHEMIIHBA
TOKCHYHOCT He ce u3noisBa npu ROS1 npenapexxaane

Brigatinib - 90 mg tabmetku P.O. BeaHbK AHEBHO Mpe3 MbpBUTE 7 aHHU, ciaex ToBa 180 mg

33



BCIHBXK THCBHO.

Brigatinib e moka3an kaTo MOHOTepanus 3a JCYCHUE Ha Bb3PACTHH MAIMEHTH C MOJ0XKUTEIICH 32
ALK, aBancupan HIIKPB/I, nenekyBanu npeau ToBa ¢ ALK uHXHOUTOD.

7.1.4. IlppBa IMHUI MMYHOTEDAIIU

[Tpunara ce nipu cranumii [1IB u I'V.

Pembrolizumab — 200 mg 1.V, nen 1 (rbpBa JTUHKS HA METACTaTHUYCH HEIPEOHOKICTHYCH

kapuuHoM Ha 6emust 1po6 (NSCLC) mpu BB3pacTHH, YMUTO TyMOpH ekcripecupaT PD-L1 ¢
> 50% mpormnopiuroHalieH CKop Ha Tymopa (tumour proportion score, TPS), 6e3 EGFR unu

ALK nonoxutennu Tymopau mytauuu). [loropenne npes 21 auu.llpoabixkasa 1o
MIPOrpeCcHs WM HEMTPUEMIIUBA TOKCHYHOCT

Pembrolizumab + Cisplatin (Carboplatin) + Pemetrexed (MeTacTaTu4eH HeCKBaMO3€H
NSCLC npu BB3pacTHu, yuuto Tymopu HAMAaT EGFR nim ALK noJsoxurenann
MYTalMH.)

Cisplatin — 75 mg/m2 L.V. (Carboplatin AUCS5),1en 1

Pemetrexed — 500 mg/m2 L.V., nen 1

Pembrolizumab — 200 mg 1.V., neH 1

[ToBTopenue npe3 21 auu Ilpoabaxasa 10 mporpecust Uiy HENpUEMIIMBA TOKCUYHOCT

Pembrolizumab B komOunamusi ¢ Carboplatin u Paclitaxel naum B komOuHauus c
Carboplatin u nab-Paclitaxel (nanoparticle aloumin-bound paclitaxel) npu BB3pacTHu ¢
MetactatudeH ckBamozeH NSCLC.

Pembrolizumab 200 mg IV [len 1

Carboplatin AUC 6 mg/ml/min

Paclitaxel 200 mg/m2 na Jlenl

[ToBTOpenue npe3 21 auu 3a  4kypca,
WIH

Nab-nmaknurakcen 100mg/m2 na men 1, 8 u 15 mpe3 21 gaum 3a 4 kypcea .
[TocneaBanu oT moaabpikaiio jeueHue ¢ Pembrolizumab 200 mg IV Ha Bceku 3 ceamuiiu.
[TpoabikaBa 10 MPOTPECHS HITH HEIPUEMIIMBA TOKCHIHOCT.

Atezolizumab + Bevacizumab+Paclitaxel+Carboplatin

€ NOKa3aH 3a NMbPBa JIMHUS Ha JieYeHHe HA Bb3PACTHUH MANMEHTH C MeTACTa3HPaJ
HEeCKBaMO3eH HepeOHOK/JIeThbuYeH pak Ha Oeaus Apod (HAPB/I), kouto 10 cera He ca OMIH
iekyBanu U umat PD-L1 excnpecusi mexay 1% u 49%, niu 4epHoApoOHU MeTacTasu.
IIpu nmammentn ¢ EGFR mytupan nmim ALK-nosutuBen H/APB/l, B xomOumnamms c
0eBanu3ymMad, NaKJINTAKCe] U KAPOOIJIATHH € MOKA3aH caMo cJieJl HeyclexX HAa MOAXOAS I
TAPre€éTHU TEPAIuU

NunykauonHa ¢asza
Atezolizumab - 1 200 mg, 1.V.
Bevacizumab — 15 mg/kg I.V.
Paclitaxel — 200 mg/m2 1.V.
Carboplatin AUCS6 I.V.
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[ToBTOpenue npe3 21 quu (4 xkypca)

Hoaabp:xama (paza - HHIYKIHOHHOTO JIeYeHHUe ce MOocIeBa 0T MOIHPIKALIO JedeHue
0e3 XuMHOTepanus:

Atezolizumab — 1200 mg LV. + Bevacizumab 15mg/kg IV mnpumaranu upes
MHTpaBEeHO3HA NH(Y3us npe3 21 nHu.

[IpenoppuBa ce malMEeHTUTE Ja ce JeKyBar ¢ Atezolizumab 1o 3ary0a Ha KIMHUYHA 1032

WJIM HEKOHTPOJIUpYyeMa TOKCHYHOCT.

Atezolizumab B komMOuHamusi ¢ nab-makjadTaKce] M KapOOIJIATHH ¢ I0Ka3aH 3a IIbPBA
NMIMHKUS Ha JICYEHWE HA BB3PACTHH MAUMEHTH C meTtacrasupan HeckBamoszeH HJ/IPBJI, xowuto
HsiMaT EGFR mytupan nnu ALK-nonoxxurenen HJAPB/I.

[lo Bpeme Ha WHAYKIMOHHATa (¢a3a mpermoppuuTeNHata go3a Atezolizumab e 1200 mg,
NPUIIOXKEH Ype3 MHTPaBEHO3Ha HH(Y3Hs, MOCIIEABaHa OT nab-MaKJIuTaKkceI U KapOOoIIaTHH Mpe3
TPH CEAMHIIM B MPOJBIDKEHHE HA YETHPH WM IIECT IHMKbIAa. BbB BCekn 21-IHEBEH UKD
Atezolizumab, nab-makmurakcen u kapOorutatuH ce mnpuiarar B gaeH 1. OcBeH ToBa, nab-
MakJuTaKcen ce npuara B JHu 8 u 15.

Momabp:kama ¢aza - HAYKIUOHHOTO JIeYeHHE Ce MOCJIeABa OT MO TbPIKAII0 JieueHne oe3
XHMHOTEpPANusi:

Atezolizumab — 1200 mg I.V. + Bevacizumab 15mg/kg .V npunaranu upe3
MHTpaBEeHO3HA MH(Y3us npe3 21 nHu.
[IpenopbuBa ce nmanueHTUTe J1a ce JeKyBaT ¢ Atezolizumab 110 3ary0a Ha KJIMHUYHA 0132

WM HEKOHTPOJIUPYEMA TOKCHYHOCT.

7.1.5. IIbpBa muuug xumuorepanus (4-6 kypca)

ITpunara ce npu cranuit I1IB u IV. [Ipunaranero it npu Heonepabuien craauii 1IIA namara
Clle/l TepaneBTHYEH OTTOBOP ChC CHUXKEHUE HA CTaus 00CHXKIaHE HA ONEPAaTUBHO JICUEHNUE.

Cisplatin (Carboplatin) + Gemcitabine £Bevacizumab

Cisplatin — 75-80 mg/m2 1.V. (Carboplatin AUCS), nen 1
Gemcitabine — 1200-1250 mg/m2 I.V., nau 1 u 8
+ Bevacizumab — 7.5 mg/kg LV., nen 1(no6aBsi ce MpUHEIIOCKOKIETbUEH MOATHUII U
IpOoABIDKaBa KaTo MOAIbpIKaIa TEPANUs TOTPOTPecHsl)
IToBTOpenue npe3 21 nHw.

Carboplatin + Paclitaxel = Bevacizumab

Carboplatin AUC6 L.V., gen 1
Paclitaxel — 175 mg/m2 1.V, nen 1
+ Bevacizumab — 15 mg/kg I.V., nen 1
(moGaBst ce mpH HETUTOCKOKJIETHYEH TIOTHIT ¥ POIBIDKaBa KaToO MOIbPIKaIla Teparust 10
nporpecus)
IToropenue npe3 21 auu, nox npotekiust Ha G-CSF.

Cisplatin + Vinorelbine
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Cisplatin — 75 mg/m2 LV., nen 1

[ToBTOpenue npe3 21 guu.

Vinorelbine — 25 mg/m2 L.V, nau 1 u 8

Cisplatin (Carboplatin) + Pemetrexed (1pu Hem10CKOKJIeTbY€H MOJXTHIT)

Pemetrexed — 500 mg/m2 LV., nen 1
[ToBTOpenue npe3 21 aHu.

Cisplatin — 75 mg/m2 1.V. (Carboplatin AUCS), nen 1

MIC

Mitomycin C — 6 mg/m2 L.V., nen 1
Cisplatin — 50 mg/m2 L.V., nen 1
MOJKe Ja ce MoauduImIpa KaTo

LV, nen 1
[ToBTOpenue npe3 21 aHwM.

Ifosfamide — 3000 mg/m2 1.V. 3-uacoBa undy3us, aex |
Mesna — 600 mg/m2 L.V., nen 1, B yacoBe 0, 4 u 8 ot undy3usra Ha ifosfamide (cxemara

Mitomycin C ce 3amenu ¢ Vincristine — 2 mg TOT LV., nen 1, niu Vinblastine — 10 mg TOT

Paclitaxel + Gemcitabine

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

Paclitaxel + Vinorelbine

Paclitaxel — 80 mg/m2 L.V., qau 1, 8 u 15
Vinorelbine — 22.5 mg/m2 L.V, auu 1, 8 u 15
IToBTOpeHue npe3 28 nHU.

[Ipu BB3pacTHU nanueHTy U npu 6oxau ¢ PS 2 (o

ECOGQG) ce mpoBexaa MOHOXUMHUOTEPAITHS.

Vinorelbine — 25-30 mg/m2 1.V, nau 1, 8 u 15
IToBTOpenue npe3 28 nHMU.

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

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

7.1.6. TMopgaeppxalna CUCTEMHA TEPANUs

EdexTuBHOCTTa Ha MoOAAbpIKallaTa Tepamus HE € KaTerOpUYHO JO0Ka3aHa M HEe € CTaHIapT.

OOcwxaa ce Mpu OTYMTAHE Ha JIUICA Ha Mporpecus ciej Hail-manko 4 xypca ot | nuHus u ce
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IIpoabJIKaBa 40 IIPOrpeCus.

[IpeBximouBane Ha Erlotinib — 150 mg P.O. aneBno (nmpu Tymopu c axktuBupamu EGFR-

MYTallUn).

[IpoxpmkaBane win npekimouBaHe Ha Pemetrexed — 500 mg/m2 L.V., nen 1, mpe3 21 nuu

(TIpH HETUTOCKOKJIETHYEH ITOJITHII).
3amouBane Ha He3abaBeH Docetaxel — 75 mg/m2 1.V., nen 1, npe3 21 nuu.

[IpoxwsmwkaBane Ha Bevacizumab (Bux 1. V1, 2).

[IpoppmxaBane Ha Bevacizumab c¢ po6aesue Ha Erlotinib— 150 mg P.O. nueBHo (mpu

CEJICKTUpaHU OOJIHN).

7.1.7. CpueraHo JIbUYE-XUMHUOJICUCHUE

[Mpunara ce npu craamii [IIA (T1-2 N2 u T3 N2) u [1IB (T4 NO-1 u T1-3 N3).

Momnorepanus ¢ Cisplatin

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

Cisplatin + Etoposide

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

Cisplatin + Vinblastine (u1u Vincristine)

Cisplatin — 100 mg/m2 L.V., nau 1 u 29
Vinblastine — 5 mg/m2 1.V. ceamuuno, 5 nopeauu ceaqmunu uwin Vincristine 2 mg TOT LV.
CEIMHYHO, 5 MMOPETHH CEIMUIIH.

Cisplatin + Vinorelbine

Cisplatin — 80 mg/m2 L.V., nen 1
Vinorelbine — 15 mg/m2 L.V, nau 1 u 8
IToBTOpenue npe3 21 nHw.

Paclitaxel + Carboplatin

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

7.1.8. Koucommanpamra xumuorepanus ¢ Paclitaxel + Carboplatin (2 kypca)

Paclitaxel — 200 mg/m2 1.V, nen 1
Carboplatin — AUC6 1.V., aen 1
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[ToBTopenue npe3 21 aum, mox nmportekuus Ha G-CSF.

7.1.9. KoHcoauaupaliia UMYHOTEPAIIHS

[Tpunara ce npu craguii I11 HeonepaObuIHM NAMEHTH, YUETO 3a00JIBaHE HE € MIPOTPECUPATIO CIIE]

JBYCXUMHUOTEPAIINA Ha 0a3aTa Ha IJaTHHA.

Momnortepanus ¢ durvalumab

Durvalumab - 10 mg/kg I.V. nen 1 (npu nauuentu ¢ PD-L1 ekcnpecus B > 1% oT TymopHHTE
kiaerku). IToBropenue mpe3 14 muum wim 1500 mg i.v. Ha 4 ceamunu. IIpomwsmkaBa 10
MIPOTPECHs WIH HEMPUEMIINBA TOKCHYHOCT ¢ MAaKCUMAITHA MTPOIBJDKUTEITHOCT 110 12 Mecena.

Durvalumab-1500 mg I.V. neu 1 (npu nanuentu ¢ PD-L1 excnpecus B > 1% ot TymOopHHTE
kietkn). I[loBropenne mnpe3 28 pmuu. I[lpogpmkaBa 110 TporpecHss WIM HENMPHUEMIIHBA

TOKCHUYHOCT C MaKCHUMaJIHA ITPOABJIDKUTCIIHOCT OO 12 Mecena.

7.1.10. Bropa nuHHs CUCTEMHA Tepaltus

Pembrolizumab — 200 mg 1.V. na Bceku 3 ceamuiu wiu 400 mg 1.V. Ha Bceku 6 ceamui,
JneH 1 (Ipu IUIOCKOKJIEThYEH M HEIUIOCKOKJIEThYEH IMOATUI) MPH BB3PACTHU C JIOKATHO
aBaHcupain win Meractatuued NSCLC, unnto Tymopu ekcnipecupar PD-L1 ¢ > 1% TPS, u Ha
KOMTO € MPUJIOXKEHA MOHE e/lHa MIPeIX0AHa XuMHoTepaneBTHuHa cxema.. [lanmentu ¢ EGFR
wim ALK monoXuTerHi TYMOPHH MyTaIliy TPsiOBa CHIO Ja ca MOTYUHIIN TapreTHa Tepanus,
npenu neueHue ¢ Pembrolizumab.

[TpoxwmkaBa 10 MpOrpecHst WiIM HEMPUEMIINBA TOKCHYIHOCT.

Atezolizumab — 840 mg I.V., nen 1, npe3 14 aum win 1200 mg 1.V, aen 1, npe3 21 auu
umu 1680 mg 1.V., nen 1, npe3 28 auu cien nmpenmectsama xumuorepanus. [lamuerTu ¢
EGFR aktuBupanm myraunu wid ALK-Mo3UTHBHY TyMOPHU MyTalluy TpsiOBa ChILIO Ja ca
MOJTyYHMJIM TapreTHa Tepanus npeau aa nosydat Atezolizumab. IToBTropenue npes 2,3 niu
4 cenMuy, 10 3aryda Ha KJIMHUYHA 110J13a WM HEKOHTPOJIUpYeMa TOKCHYHOCT.

Docetaxel + Ramucirumab (npu mjiockok/jeTb4eH U HEMJIOCKOKJIEThY€eH MOJITHIT)

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

Docetaxel — 75 mg/m2 I.V., nenl
IToBTOpenue npe3 21 aHu.

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

Pemetrexed (nipu HerutockokiieTbueH noarun) — 500 mg/m2 L.V., nen
1 IloBTOpeHnue npe3 21 auu.

Erlotinib — 150 mg P.O. nuesno, 1o nporpecus (mpu EGFR WT tymopu, HeTpeTupanu ¢
TUPO3WH-KHHA3HU HHXUOUTOPH ).
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Afatinib — 40 mg P.O. mHeBHO, 10 nporpecusi (py IJIOCKOKIETHYEH MOJITHII, IIPOrPECUpa
clie]l IIaTHHA-0a3upaHa XUMUOTEePAaIIusl).

Gefitinib — 250 mg P.O. ngmeBno, no mnporpecust (mpu EGFR-mytupanu Tymopw,
HETPETUPAHH C TUPO3MH-KUHA3HU HHXUOUTOPH).

IIpu nporpecuss Ha EGFR-myTupanu Tymopu, TpeTUpaHM Ha I'bpBa JIMHUSA C TUPO3UH-KUHA3HU

uHxuburopu, ce npuiara Il nunus ¢ nnatuHa-0a3upaHa XuMUOTEpas

Crizotinib — 2 x 250 mg P.O. gueBHo, 10 nporpecus (npu tymopu ¢ ALK/ ROSI -
HpeHAPEKIaHe, POTPECUPAIIH CIIE/] MTPEANISCTBAINA IIATHHA-0a3upaHa TeParus).

Alectinib — 2 x 600 mg P.O. nHeBHO, KaTO MOHOTEpAIHS 32 JCUYCHNUE HAa Bh3PACTHHU MALUCHTH C
nonoxkureneH 3a ALK, aBancupan HJIKPB/I, nekyBanu npeau ToBa ¢ Kpu3oTHHHUO. JleueHueTo
c Alectinib TpssbBa ma mnpoabKM g0 Tporpecus Ha 3a00JSIBAHETO WM  HEIPHEMIIMBA]
TOKCHYHOCT.

He ce npunara npu ROS1 npenapexnane.

Osimertinib — 80 mg P.O. nueBHO (ipu Tymopu ¢ BropuuHa T790M-MyTaiius )10 mporpecusi.

Brigatinib - ¢ 90 mg BenHBK THEBHO Tpe3 MbpBUTE 7 AHU, ciiej ToBa 180 mg BEAHBK THEBHO ©
MOKa3aH KaTO MOHOTEpamnus 3a JICYCHWE Ha BB3PACTHU IALMEHTH C moioxureneH 3a ALK,

aBancupan HJIKPB/I, nexyBanu npeau ToBa ¢ KpU30TUHUO.

DocN (npu HeMJIOCKOKJIeThYeH MOATHIN)

Docetaxel — 75 mg/m2 I.V. 1 nen

Nintedanib — 2 x 200 mg P.O. quu 2-21 (mpoabpmkaBa KaTo MOAbpIKAIA Tepanus 10
nporpecus)

IToBTOpenue npe3 21 nuu

Nivolumab — 240 mg 1.V., npe3 14 auu (MpH MIOCKOKJIEThYEH W HETUIOCKOKICTHYEH O THIT
cliest IpeaxoaHa Xxumuorepanwst). [IpoabkaBa 10 MPOrpecus Wik HEMPUEMITHBA TOKCHIHOCT.

7.1.11. Tpera IMHUS CUCTEMHA TEPAMS COOPE IPEALISCTBAIILO JEYSHUE

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

Erlotinib — 150 mg P.O. nHeBHO, 10 mporpecus (cines mpeamecTBaa XAMAOTEPATIHS).

Gefitinib — 250 mg P.O. nueBHo, 10 mporpecust (pu Tymopu ¢ aktuBupaiu EGFR-
MyTaIum).
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Osimertinib - 80 mg P.O. nueBHo, 10 mporpecus (pu Tymopu ¢ Bropuuna T790M myrarus).

Pembrolizumab — 200 mg 1.V. Ha Bceku 3 cenmuiu wim 400 mg 1.V. Ha Bceku 6 ceaMHIy,
neH 1 (mpy  IUIOCKOKJIETHYEH U HEIUIOCKOKJIETHYEH IOATHUII) MPU BB3PACTHU C JIOKATHO
aBancupan win MeractarnueH NSCLC, ynuto Tymopu excnpecupar PD-L1 ¢ > 1% TPS, u Ha
KOUTO € MPUJIOXKEHA TIOHE eHa MPeaxoHa XuMroTepaneBTuyHa cxema.. [lamentu ¢ EGFR
i ALK monoxuteaHu TYMOpHU MyTalluu TpsiOBa ChINO Aa ca MOJIYYUIIH TapreTHa Teparnus,
npenu nedeHue ¢ Pembrolizumab. [poxbimkasa 10 mporpecus Wk HEMPUEMITHBA TOKCHYHOCT

Atezolizumab — 840 mg L.V., nen 1, npe3 14 aum wiu 1200 mg LV., gen 1, npe3 21 guu
Jmm 1680 mg 1LV, nen 1, npe3 28 auu ciien npeamiecTBama xumuorepanus. [laruentu ¢
EGFR aktuBupamny myranuu win ALK-03uTUBHU TYMOPHU MyTallMK TPsIOBa CHIIO J1a ca
MOJIYYHITH TapreTHa Tepanus npeau aa nomydar Atezolizumab. I[ToBropenue npes 2,3 uim
4 cemMUIIM B 3aBUCUMOCT OT M30paHus pPeXHM , 10 3aryda Ha KIMHMYHA T0JI3a WIIU
HEKOHTPOJIUpYyEeMa TOKCUYHOCT.
Nivolumab — 240 mg L.V., nen 1, npe3 14 qHu. KaTo MOHOTEpAINHus 3a JICYCHHUE HA BH3PACTHH
MAIUEHTH C JIOKAJTHO aBaHCHPAJ WIH METacTa3upal HeIPeOHOKIEThUYCH pak Ha OemuTe IpodoBe
(HPB/I) cien npenmecTpaiia XAuMAOTEPAITHSL.
[Taruentn ¢ EGFR aktuBupamum myranmu min ALK-MO3WTUBHU TyMOpHM MyTallMM TpsiOBa)

CBIIO J1a ca TMOJyYUJId TapretHa Tepamnus npeau aa nomxydar Nivolumab. IToBropenue mpes 2
CeJIMMIIY, 10 3ary0a Ha KJIIMHUYHA [10J13a UJIM HEKOHTPOJIUpyeMa TOKCUYHOCT.

7.2. JIpeOHOKJETHYEH KAPIUHOM

7.2.1. IlbpBa nuHusg xumuorepanus (4 Kypca; Ipu OTToBOp — 110 6 Kypca)

7.2.1.1. Orpaunuen craguii (LD)

ITpoBexxa ce XuMuoTepanus U paHHo (cieq Kype 1-3) TopakanaHo JbuesiedeHue.

Cisplatin (Carboplatin) + Etoposide

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

Cisplatin + Etoposide

Cisplatin — 25 mg/m2 LV., nuu 1-3
Etoposide — 100 mg/m2 I.V., qau 1-3
IToBTOpenue npe3 21 nHw.

7.2.1.2. Pasopocrpaned craguii(ED)

Cisplatin (Carboplatin) + Etoposide
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Cisplatin — 75 mg/m2 (Carboplatin AUC6) 1.V., nen 1
Etoposide — 100 mg/m2 1.V., aau 1-3
IToBTOpenue npe3 21 auu.

IP

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

Irinotecan + Carboplatin

Irinotecan 175 mg/m2 i.v. B neH 1
Carboplatin - AUC=4i.v. B aen 1
[ToBTaps ce npe3 3 cenmuin (4xypca)

CEV

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

Epirubicin — 50 mg/m2 L.V., nen 1

Vincristine — 1.4 mg/m2 (maxkc. o6mia g03a 2 mg) L.V., nex 1
[ToBTOopenue npe3 21 gHu.

(\)-ICE

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

Ifosfamide 5000 mg/m2 i.v. (24 yacoBa undy3us) B aeH 1 ¢ Uromitexan ypornpoTeKius
Etoposide 120 mg/m?2 i.v. B aen 1+2 u 240 mg/m2 nepopainHo, B AeH 3 uiau 180 mg/m2 i.v. B
neH 1+2

Vincristine  0.5-1.0 mg i.v. B aen 15 win 14 TloTaps ce npes 3-4 ceamunm (6kypca)

VIP

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

Ifosfamide 1200 mg/m?2 i.v. B a1uu 1-4 ¢ Uromitexan yponpoTeKuus
Cisplatin 20 mg/m?2 i.v. B aau 1-4

IToBTaps ce npe3 3 cenmunu (4 Kypca)

Cisplatin (Carboplatin) + Etoposide + Atezolizumab.

Cisplatin — 75 mg/m2 (Carboplatin AUC6) 1.V., nen 1

Etoposide — 100 mg/m2 1.V., nuu 1-3

Atezolizumab — 1200 mg 1. V.

[To Bpeme Ha MHAYKHHMOHHATa (pa3a mpenopbuMTenHaTa ao3a Atezolizumab e 1200 mg
NPWIOKEH 4Ype3 MHTpPaBEHO3Ha HMH(Y3Hs, IOCIeaBaH OT KapOOoIJIaTUH M Cclie]] TOoBa
€TONO3M /I, IPUJIOKEHHU Ype3 UHTpaBeHO3HA MHQY3us B eH 1. ETono3un ce npunara chino u
B JIHU 2 ¥ 3 4pe3 UHTpaBeHO3Ha MH(Y3us. Ta3u cxema Ha JICUCHHE e Mpujiara Ha BCEKH TPU
CEIMMIIM B NIPOIBJKEHUE HAa YETUPH LIUKBJIA.

Crnen nHaykMoHHaTa ¢a3za cieiBa noaabp:xama asa 6e3 xumMuorepanus,
npu kosito 1200 mg Atezolizumab ce npuiara upe3 HHTpaBEHO3HA UH(Y3US TIPE3 TPU CEIMUIIH.
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[IpenopbuBa ce manueHTUTE J1a ce JeKyBaT ¢ Atezolizumab 10 mporpecust Ha 3a00JIIBaHETO
WM HEKOHTPOJIUpPYEeMa TOKCUYHOCT.

[ToBTOpenue npe3 21 guu.

7.2.2. Bropa IMHUA XUMHOTEPALNS

[Ipu mporpecus 1o 3 mecena cien kpast Ha | muHus

CEV (ako I 1unus e EP)

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

Epirubicin — 50 mg/m2 L.V., nen 1

Vincristine — 1.4 mg/m2 (maxkc. o6mia n03a 2 mg) I.V., new 1
[ToBTOpenue npe3 21 aHwM.

Ifosfamide/Mesna + Vincristine

Ifosfamide — 3000 mg/m2 B 24-yacoBa uH}y3us, acH 1

Mesna — 400 mg/m2 1.V, B yacose 0, 4 u 8 cien Hayanoro Ha ifosfamide Vincristine — 1.4
mg/m2 (makc. obmia n1o3a 2 mg) .V, nen 1

[ToBTOpenue npe3 21 aHwM.

IIpu nporpecus ot 3 1o 6 Mecena cinen kpas Ha | nuHMA

Momnotepanus ¢ Topotecan — 1.5 mg/m2 1.V., naul-5
IToBTOpenue npe3 21 auu.

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

IIpu nporpecus caen noseve ot 6 mecena ot kpas Ha | nmunwmst. [Ipuiara ce pesxum ot [ nmuHus.

8. MAJIMTHEH IIVIEBPAJIEH ME3OTEJINOM

ManurHeHusST Me30TeNTUOM € PsAKo 3abomsiBane. Cpella ce 5 IbTH MO-4€CTO Y MBXKE, KOETO €
CBBP3aHO C TIPUIOKEHHETO Ha a30ecT B CTPOUTEICTBOTO, BOCHHATa MPOMUIILUICHOCT,
pasnIuuHU MPOM3BOJIcTBA. JleueHneTro € KoMIuiekcHOo. Hamocnmeabpk ChBpeMEHHH JiedeOHH
II0AX0au, KaTo TapreTHa Teparmﬂ nu I/IMYHOTepaHI/ISI, CC nU3ImUTBaT HpI/IMaJ'II/IFHeH ME30TCIINOM
B PaMKHUTE Ha KJIMHUYHH IPOYYBAHUS.

HpI/I HAJIMYUC HAa CUMIITOMATUYCH IIJICBPAJICH U3JIMB CC NPCIIOPBHUIBA TAJIK-IUICBPOAC3a IIPEAn
XUMHOTEpAIIns.

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

Cyclophosphamide + Epirubicin + Cisplatin

Cyclophosphamide — 500 mg/m2 1.V., aen 1 Epirubicin — 50 mg/m2 L.V., nen 1
Cisplatin — 80 mg/m2 LV., nen 1
IToBTOpenue npe3 21 aHu.

Pemetrexed + Gemcitabine

Pemetrexed 500 mg/m2 i.v. (10 MmunyTHa HH}Y3HUs) B 1eH 8
Gemcitabine 1250 mg/m2 i.v. (30 munytHa uapy3us) B 1au 1 1 8

Karo MmoHOTEpanust MoraT na ObJIaT MPUIIATaHU TUIATHHOBYU aHaIo3u, Doxorubicin U HsIKoOU
antumerabonutu (Metothrexate, Pemetrexed).

Karo Il muauns morar ga 6baat npuiaranu Vinorelbine nimn Gemcitabine.

Cyclophosphamide + Epirubicin + Cisplatin

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

9. KAPIIMHOM HA XPAHOITPOBOJ

PakbT Ha XpaHONIPOBO/IA 3a€Ma JIEBETO MSICTO IO YECTOTAa CPel OHKOJIOTHYHUTE 3a00IABaHus,
KaTo €IHOBPEMEHHO C TOBa € IIecTa Haii-uecTa NMpUYMHA 33 CMBPT OT HEOIUIa3usl B CBETA.
Cpennata o01mia S-ToauIHa MpeXUBIEeMOCT Bapupa Mexay 15-25%, B EBpona moctura easa
12%. 3a pa3nuka OT MHOTO JPYTHW 3JI0KAUeCTBEHU 3a00JIIBaHUS, CBETOBHATa 4YeCTOTa IO
3a00J51€eMOCT W CMBPTHOCT OT Ta3u OojiecT TOCTeNeHHO HapacTBa. Haif-uecture
XHMCTOJIOTUYHU BAapUaHTH Ca IUIOCKOKJIETHYEH U aJICHOKAPLIMHOM, KOUTO OOILIO ChCTaBISBAT
61130 90 % OT BCHUKH Cllyyal Ha KaplIMHOM Ha e3odara.

JledeHHETO € KOMIUJIEKCHO — OTIEPATHBHO, JIbUYEJICUCHUE, THUEXUMHOTEpanus, KOMOWHUpaHa
XUMHOTEpAIus, TPH MOKA3aHUs — TAPT€THA Tepartusl.

HeoaHIOBaHTaHO XHUMHUOJIBYCIICUCHUC

[punara ce npu ceiekTUpaHu OOJHU C KOHTPOJI HAa XeMoIoes3ara, BKI. U ¢ mojkpena ot G-
CSF. Heobxonumo ycioBue e 106po o6mro crcrostaue (PS).
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Cisplatin + Fluorouracil + 1p4esieuenue

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

HucniaaTun+S @ayopoypauua +JIsyeneuenue

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

5 ®@nyopoyparmi 1000 mr/m2 u.B.(mpoasmkurenna nag.) 1-4 nen [losraps ce na 1,5,9, u 13
cenMuIia

JIvuerepanus 50,4 Gy B 28 dpakuun

UM
Hucnnatun+SPiayopoypanui + JInueneyenue

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

5 @nyopoypauun 1000 mr/m2 u.B.(poabipkuTenta uHd.)1-4 nen
1 u 5 ceaqmuna (paguoTepanusTa 3amnodsa Ha 1. 29)

JIvuerepanus 50,4 Gy B 28 ¢pakuuu Hazg 5.5 ceamuiu

nimn

Mucmnatua+SPiayopoypauuia + JIruesieuenue

Hucnnatun 80 mr/M2 u.B. 1 neH
5 ®ayopoypaunn 1000 mr/mM2 u.B.(npoabipkurenta uug.) 1-4 nen
Jla ce moBTapsi BCEKU TPU CEAMUIM (2 IUKBIIA).

BTOpI/I HUKDBII CTHOBPEMCHHO C:

JIvuerepanus 35 Gy B 15 ¢pakuun Hax 3 ceMUIM, 3alI0YBAIIY Ha.
neH 22
3a BTOpHS LIMKBI — 4 ceamuIia, go3ata Ha 5 @myopoypatui ce Hamansgsa Ha 800 mr/m2

nim

IMakaurakcentlucmiarun+JIsueneuenue

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

C nogkpena or GCSF

JIvuerepanus 45 Gy BbB ¢pakmun ot 1,5 Gy 1-5,8-12,15-19 neH nBa mbTu THEBHO

nim

IHaknurakcen+Kapoomiarun+ibyenedyenne
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[Makmurakcen 50 mr/m2 u.B.(14. und.) 1,8,15,22,29 nen Kap6omnatua AUC=2 u.B.(14. urd.)
1,8,15,22,29 nen

EnnoBpemenno c:JIpuerepanus 41,4 Gy BB ppakuuu ot 1,8 Gy

3amouBa OT 1J1eH 1o 5 ppakiuu ceAMUIHO

HeomroBaHTHA XMMHOTEPAITHS (4 KVDCEI)

[Tpunara ce mpu craamii cTINI1, cT2N1, cT3NO/N1 wim ¢cT4NO/NI1.

Cisplatin + Fluorouracil

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

AI[IOBaHTHa XUMHOTECPpAIINA

[Ipunara ce mpu XUCTOJOTHS 32 aiecHOKapiuHOM U pN+. [Ipu miockokiIeTbueH KapiuHOM
HsMa Joka3aH edekT. JleueHnero ce 00CHXk1a IPU CENEKTUPAHU OOTHH.

Cisplatin + Paclitaxel

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

Carboplatin + Paclitaxel

Carboplatin AUCA4, nen 1

Paclitaxel — 175 mg/m2 L.V, nen 1
[ToBTOpenue npe3 21 auu (4 Kypca).

Cisplatin + Irinotecan

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

XI/IMI/IOTepaHI/ISI IIpu METAaCTaTHUYHA Ooiect

[Tpunara nmpu cenextupanu narueHTa ¢ PS 0-1 u 6e3 koMopOUIHOCT.

Cisplatin + Fluorouracil
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Cisplatin 75 mg/m2 L.V, nen 1
Fluorouracil — 500-1000 mg/m2 L.V. ¢ undy3uonen pexum, auu 1-4
[ToBTOpEeHue npe3 28 aHuU.

Cisplatin + Irinotecan

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

Irinotecan + Fluorouracil

Irinotecan - 180 mg/m2 1.V, nen 1
Leucovorin — 125 mg/m2 1.V., nen 1
Fluorouracil — 400 mg/m2 L.V. 6oxnyc, aen 1
[ToBTOopenue npe3 14 nuu

Enupyounun+{ucnnatun+Sdnyopoypaumi (ECF)

Enupyounun 50 mr/m2 L.V. (6onyc) 1 nen Hucrnatun 60mr/m2/n LV, (Gonyc) 1 nen
5-@myopoypaumn 200mr/m2/n LV. (mpogbmxk. uad.) 1-21 nen

[ToBTtaps ce Ha 3 ceamuIn

1] muHug XuMHUOTEpanus

Docetaxel — 75 mg/m2 1.V. gen 1, noBropenue npe3 21 muu (no 6 kypca). [Ipunara ce npu
XUCTOJIOTHS 3a aJCHOKAapLMHOM M Iporpecus cien > 6 mecema ciel XUMUOTepamnus ¢
IUTaTUHA/PITyOPONTUPUMUIMHOBU PEKUMHU.

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

10. KAPOHUHOM HA CTOMAX

PakbT Ha cTomaxa e Ha IIeCTO MSCTO MO 4ecToTa nmpu Mbxkere (5.5%) U Ha 0CcMO MACTO IpH
xenute (4.1%). Toit mpeacrasmsiBa 4.8 % OT BCHUYKHU 3JIOKAYECTBEHM 3a00JIIBaHUS MPHU JIBaTa
nosia. 3acara mo-4ecTo MbXke B MO-HaIlpeIHana Bb3pacT u ¢ pamunHa odopemenenoct. CpenHata
BB3paCT Ha JUMArHOCTUIIMpaHe € 65-69 rogumau. Mbxere 3a0oisBar 2 MBTU MO- YECTO OT
xKeHute. Pa3nmuuus chlIecTBYBaT cropel pacara U reorpaCKOTO pasmoyiokeHue. Taka
HampuMep Haii-BUCOKa € dectoTara B M3touna Asus, HOxxna Amepuka u M3touna Epoma u
Hail-uucka B CAILl u 3anagna EBpomna. JIeueHHEeTo € KOMIUIEKCHO — OMEPaTUBHO, IUTOCTATUYHA
Y TapreTHa Tepanus B 3aBUCUMOCT OT OMOJIOTHATa HAa TYMOPA, JIbYelIeYeHUE MTPH MOKa3aHUs.

10.1. [lepuonepaTBHA XUMHOTEPANIUS

[Tpunara ce mpu ¢/pT2 N+ u c/pT3-4 NBcsko. BxiaouBa HeoantoBaHTaHAa XUMHOTEpANus C
mnatuHa B Quryoponupumuand ( 3-4 Kypca), mociaeaBaHa oT XupypruyHo jgederue u Cisplatin-
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O0asupana aaroBaHTHa xumuorepanus (3-4 kypca). [lopagu TOBa, 4e MPHIOKEHUETO Ha
Kaneuutabun He M3MCKBA HAIM4YUE HA LEHTPAJCH BEHO3EH KaTeThp M € ChC CHIOCTAaBUMAa
epukacHoct crpsmo 5-OY 3a neueHue Ha aBaHcupano 3a0oinsBane, Kameuutrabun —
ChIIbPIKAIIH PEKUMH CBIIIO MOTAT J1a ObJaT MPEATIOKEHN IEPUOTICPATUBHO

ECF

Epirubicine — 50 mg/m2 LV., nen 1

Cisplatin — 60 mg/m2 L.V., nen 1

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

DCF

Docetaxel — 75 mg/m2 1.V., nen 1

Cisplatin — 75 mg/m2 LV., nen 1

Fluorouracil — 750 mg/m2 1.V. 24-yacosa undysus, qau 1-5
[ToBTOpenue npe3 21 auu (4 kypca).

XelOx

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

KomOunupano XumuonpueneueHue

5-FU + folinic acid +irpyeiieuenue

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

Jla ce mpoBexka mpeaud UUKBI 1 ¥ cliel] MUK 2 KOMOMHHpPAHO XUMHUONIbUeNeueHne. Mexmy
IHUKIUTE UMa 1 Mecery naysa.

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

5-FU + folinic acid + cisplatin + 1pueneuenu
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. nen 1, 15,29

[IpoBexna ce ceqMUYHO 3a 6 ceAMUIIU, TTOCIEABAHO OT 2-ceaMuuHa naysa. [IepBust kypc XT
ce MpoBeXAa MpPEead XUMHOIBYEICUCHHETO, BTOPUAT KypC 3amoyBa 2 CEIMHIM Cle]
JIbYEIICUCHHUETO.

45 Gy ¢paxk. x 1.8 Gy 5 gHM ceAMUYHO X 5

5-FU 225 mg/m?2 i.v. (24h inf) nHeBHO npe3 BCUUKU JHU HA IbUEIICUCHUE.
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Cisplatin + capecitabine + rpuencuenue

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

HOCJ’IG,I[B&HO OT JIBYCIICUCHHUEC

45 Gy ¢paxkm. x 1.8 Gy/ 5 nau cegAMUYHO X 5

Capecitabine 825 mg/m2(b.i.d) p.o JTHEBHO Mpe3 BCUUKHU JHU HA JTbYEIICYCHHE

ITocaenBano ot

Cisplatin 60 mg/ m2 i.v. nen 1
Capecitabine 1000 mg/m?2 (b.i.d) p.o. nen 1-14
[ToBTaps ce Ha Bcexku 3 ceamuim (2 Kypca).

10.2. XumuoTepanusi NpH JOKAJIHO aBAHCHPAaJa U/ WM MeTaCcTaTH4YHA 0oJiecT

[Ipu metactatruna OOJECT XUMHUOTEpANUsS C€ Mpuiara npu O00JHU B J0OpO 0OIIO CHCTOSTHUE
(PS). Ilpu ameHokapuMHOM Ha CTOMaxa W ractpoe3odaruvaiHarta Bpb3Ka € MPErnopbUUTETHO
n3cnensane 3a HER2-excnipecust (dpe3 in situ cpedbpHa xubpunuzarus, SISH).

ECF

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

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

ELF

Etoposide — 100 mg/m2 I.V., qau 1-3
Leucovorin — 30 mg/m2 L.V., nau 1-3
Fluorouracil — 500 mg/m2 L.V., nau 1-3
[ToBTOpeHue npe3 28 nHM.

Etoposide + Epirubicine + Fluorouracil

Etoposide — 100 mg/m2 L.V., qau 1-3
Epirubicin — 50 mg/m2 I.V., nen 1
Fluorouracil — 500 mg/m2 1.V., nuu 1-3
[ToTOpenue npe3 21 aHwM.

Capecitabine + Cisplatin
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Capecitabine — 2000 mg/m2 P.O. aueBHo, nau 1-14
Cisplatin — 60 mg/m2 LV., nen 1
IToBTOpenue npe3 21 axu.

Bbenexka: Axo kbM pexuma ce mpubasu Epirubicin, mpenopbuBana n1o3a Ha Capecitabine e
1250 mg/m2 P.O. nHeBHO.

Oxaliplatin + Epirubicin + Fluorouracil

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

EOX

Epirubicin — 50 mg/m2 L.V., nen 1

Oxaliplatin — 85 mg/m2 1.V, nen 1

Capecitabine — 1250 mg/m2 P.O. nqueBHo, auu 1-21 (mpu cenektupanu 00U nau 1-14)
[ToBTOpenue npe3 21 aHwM.

ECX

Epirubicin — 50 mg/m2 L.V., nen 1

Cisplatin — 60 mg/m2 L.V., nen 1

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

EOF

Epirubicin — 50 mg/m2 L.V., nen 1

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

DCF

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

Tegafur/gimeracil/oteracil + Cisplatin

Cisplatin — 75 mg/m2, nen 1
Tegafur/gimeracil/oteracil — 2 x 25 mg/m2 P.O. aueBHo (nim cpearo 80 mg AHEBHO), AHU |-
21

[ToBTopenwue npe3 21 aam (06110 A0 6 Kypca).

FCT (npu cBpbxexcnpecuss Ha HER2)
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Fluorouracil — 800 mg/m2 1.V., nuu 1-5 win

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

Cisplatin — 80 mg/m2 L.V., nen 1

Trastuzumab — 8 mg/kg (rbpBH 1HKBI), ciied ToBa — 6 mg/kg 1.V., nen 1
[ToBTOpenue npe3 21 auu (10 Iporpecus Win HeNpUueMInBa TOKCUYHOCT).

10.3. BTopa H mocjieaABallu JIMHUN XUMHOTEpanus (l'[pl/l XHUCTOJI0I'uA 3a a)leHOKapIII/IHOM)

Ramucirumab + Paclitaxel

Ramucirumab — 8 mg/kg I.V., nmau 1, 15
Paclitaxel — 80 mg/m2 L.V., nuu 1, 8 u 15
[ToBTOpeHue npe3 28 AHU.

Irinotecan + Cisplatin

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

FOLFIRI

Irinotecan — 180 mg/m2 1.V. 30-munyTtHa uHdy3usi, aeH 1
Leucovorin — 400 mg/m2 I.V. 2-4yacoBa undys3us, aeH 1
Fluorouracil — 400 mg/m2 1.V. 6oxyc, aen 1

Fluorouracil — 2400 mg/m2 1.V. 46-4yacoBa un(y3us

IToBTOpenue npe3 14 nHu.

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

[Ipn mporpecuss ciex 6 W moOBede  Mecema  ciel  XHMHOTEpanmus
IUIaTUHA/(ITyOPONTUPUMHUINHOBUPEKUMH.

C

Paclitaxel — 80 mg/m2 L.V., qam 1, 8 u 15
IToBTOpenue npe3 28 nHU.

Irinotecan — 150 mg/m2 I.V., nau 1 u 15
IToBTOpeHue npe3 28 nHU.

ILF/ IF

Irinotecan 80 mg/ m2 i.v.(30-90 mun und. nex 1

Folinic acid 500 mg/m2 i.v. (1-2 4 und) men 1

5-Fu 2000 mg/m2/d i.v. (22-24 4 und.) new 1

UK BABT C€ MOBTAPSA HA BCEKU 6 CEAMUIIU, NTOCIEABAH OT 1-2 ceAMUYHA MOYMBKA.
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Ramucirumab — 8 mg/kg I.V., nen 1 IToBTopenue npe3 14 nHu, 10 IpOrpecus.

Cnen mporpecus Ha IaTHHA + QIyOPONTUPUMHUINHU U IpU  MAIUCHTH, IPU KOUTO
komOuHarms ¢ Paclitaxel He ermoaxomsiia.

Paclitaxel + Cisplatin

Paclitaxel — 100 mg/m2 L.V., nau 1 u 8
Cisplatin — 30 mg/m2 LV., nau 1 u 8
[ToBTOpenue npe3 21 aHu.

Mitomycin C + Fluorouracil

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

Trifluridine/tipiracil** — 2 x 35 mg/m2 (#e moseue ot 80 mg Ha n03a) P.O. nHeBHO, qHU 1-5 1
8-12 nen

/Tlpu ManMeHTH,KOUTO ca OWJIM Ha TTOHE 2 TUHUU XUMHUOTEpaIvs 3a HampeIHaao 3a00sBane/
[ToBTOpeHnue npe3 28 AHMU.

11. ATIEHOKAPIIMHOM HAITAHKPEAC

l. HeoanroBaHTHA XMMHUOTEpAIIUS

HpI/IJ'IaFa CC IIpU CCIICKTUPAHU IMAIUCHTU C I'PaHUYHO pe3eKTa6HneH CTaJui C LIEJ CHUKEHHE
Ha CTagus U Bb3MOXXKHOCT 3a RO'pC3CKLII/IH.

Gemcitabine — 1000 mg/m2 LV., qau 1, 8 u 15
IToBTOpenue npe3 28 gau (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 nen 1 u 15
[ToBTrOpenue npe3 28 gHU

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

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

Calcium folinate 400 mg/m2 i.v. 2-yacoBa uHdy3us B aeH 1 u 15
5 FU 400 mg/m2 i.v. bolus B aen 1ul5

5 FU 2400 mg/m2 i.v. 46- yacoBa un¢y3us B e 1 u 15
[ToBTOpenue npe3 29 nuu 10 6 NUKbBIA

Ilox 3ammrara Ha GCSF.

II. AgroBanTHa XMMHOTEPAIUS

[Ipunara ce cnenonepaTUBHO MPH ManueHTu B craauit pl u plIA, kouTo He ca nmpoBexIaIN
HEO0Aa/[FOBAaHTHA TEPAIHUs.

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

1I1. Tepanus nipu Hepe3ekTaOWIHA U MeTacTaTuYHa 00J1ecT

Xumuorepanud npu cragui [1B u 111

Gemcitabine — 1000 mg/m2 1.V. cenmuyno (7 Kypca), oc/ieiBaH OT 7-THEBHA OYNBKA; CIIE/T
toBa — 1000 mg/m2 I.V., nuu 1, 8 u 15 (moBTopenue npe3 28 quu).

Mayo Clinic (6-8 kypca)

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

Cpuerano xumuoapueneyenue npu craaui 1B u 111

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

Cisplatin + Fluorouracil

Cisplatin — 20 mg/m2 1L.V., nuu 1-5, 1-Ba u 5-ta ceamuia
Fluorouracil — 300 mg/m2 1.V., nuu 1-5, 6 cenmurim.

XuMuoTrepanust opy Metactatugia 6oxect (craauii [V)

FOLFIRINOX




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

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

5-Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa nndy3us 3aasokuTenda moakpena ¢ G-CSF
[ToBTOpenue npe3 14 quu .

Gemcitabine + Erlotinib

Gemcitabine — 1000 mg/m2 L.V. ceamuuno (7 Kypca), mociie[iBaH OT €Ha CEAMUIIA MOYNBKa;
cnen toBa — 1000 mg/m2 L.V, nau 1, 8 u 15

Erlotinib — 100 mg P.O. aueBHo, nau 1-28 (mpoabinkaBa 10 IPOTPECHs)

[ToBTOpenue npe3 28 gHwU.

Gemcitabine — 1000 mg/m2 LV. cenmuuno (7 xypca), TMOCIeABaH OT €IHA CEAMHMIIA
nouuBka; cinef ToBa — 1000 mg/m2 L.V., nuu 1, 8 u 15
[ToBTOpeHnue npe3 28 aHHU.

GEMOX = Erlotinib

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

+ Erlotinib — 100 mg P.O. nueBHo, nuu 1-21 (mpoakimkasa 10 Mporpecus)
IToBTOpenue npe3 21 guu.

FOLFIRI

Irinotecan — 180 mg/m2 1.V. 30-munyTtHa uH}Yy3us, AeH 1
Leucovorin — 400 mg/m2 I.V. 2-uacoBa undys3usi, aeH 1
Fluorouracil — 400 mg/m2 1.V. 6onyc, aen 1

Fluorouracil — 2400 mg/m2 1.V. 46-yacoBa undy3ust
[ToBTOpenue npe3 14 guu.

Mayo Clinic (6-8 kypca) (Bmwx 1. I11LA.).

Nab-Paclitaxel + Gemcitabine
(mpenoppuBa ce mnpu Bucoka SPARC-excnpecus, kopenupamia ¢ pPE3UCTEHTHOCT KbM
Gemcitabine)

Nab-paclitaxel- 125 mg/m2 1.V, auu 1, 8 ul5
Gemcitabine — 1000 mg/m2 LV., nau 1, 8 u 15
[ToBTOpenue npes 28 aHU.

Gemcitabine + Capecitabine

Gemcitabine — 1000 mg/m2 L.V., mau 1, 8 u 15 Capecitabine — 1500 mg/m2 P.O. nHeBHO, 1HU
1-14 IToBTopenue npe3 28 auu (6 Kypca).
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I TuHug XUMHOTEpanns

Fluorouracil + Oxaliplatin

Oxaliplatin — 50 mg/m2 1.V, nen 1

Leucovorin — 400 mg/m2 1.V. 6oxyc, aen 1

Fluorouracil — 500 mg/m2 1.V. exnouacoBa undy3usi, neH 1
[ToBTopenue npe3 7 quu (12 xkypca).

Liposomal Irinotecan + Fluorouracil

Liposomal Irinotecan — 70 mg/m2 1.V, nen 1 Leucovorin — 400 mg/m2 1.V. 6oinyc, nex 1
Fluorouracil — 2400 mg/m2 1.V. B 46-uacoBa undysus, aeH 1
[ToBTOpenue npe3 21 auu.

12. XETATOHEJYJIAPEH KAPIIMUHOM

XenarouenyaapHUAT paKk € Hal-d4ecTHIT MBbPBUYEH TyMOp Ha yepHuUs apo6. Mma Obp3a
€BOJIIOIMS U Jioma nporHo3a. Haii-Bucoka e yectotara My B Adpuka u HOroumszrouna Aswus.
Yecrotara My Bapupa B 3aBUCHMOCT OT pa3lpOCTPAHEHUETO Ha XxemaTuTHUTe BuUpycu B u C.
Mpukete 6osenyBar 3-8 MbTH MO-YECTO.

Hauanna cuctemHa TCpanunsi

[Ipunara ce npu HeomepabwiHa wiM MeracTatuuHa Oonect B craauit C mo BCLC-
kinacupukauuga uian knac A u B mo Child-Pugh. IlpunoxeHnero Ha KOHBEHIIMOHAIHA
XUMUOTEpanus € OrpaHWYeHO IMOPagd BUCOKAa PE3UCTEHTHOCT, HapylleHa YepHOApoOHa
(GyHKIMS ¥ IPUIPYKABALIY XPOHUYHHU YEPHOIPOOHU O0IEeCTH (XEeMaTHT W/WIN IIUPO3a).

Taprerna tepanus

Sorafenib — 800 mg P.O. aHeBHO, 10 nporpecus.
Lenvatinib - 24mg P.O. nueBHO, 10 iporpecust

Atezolizumab 1200mg - Bevacizumab 15mg/kg

Ha fieH 1 ipe3 21 quu

3a JICUCHUC Ha BB3PACTHHU MAUCHTU C aBaHCHUpAJI HIIN Hepe3eKTa61/meH XcnaroueiryjrapeH
kapruHoM (X1K), kouto He ca mojayyaBaiu MpealecTBalla CUCTEMHA Teparnusl.
Atezolizumab ce undysupa npenu bevacizumab

Cisplatin + Fluorouracil + Epirubicin

Cisplatin — 80 mg/m2 L.V., nen 1
Fluorouracil — 600 mg/m2 I.V., gau 1 u 8 Epirubicin — 40 mg/m2 L.V., aau 2 u 3 [ToBropenue
npe3 21 nHu.




Cisplatin + Fluorouracil + Vincristine

Cisplatin — 90 mg/m2 LV., nen 1
Fluorouracil — 600 mg/m2 1.V. 6oinyc, aen 2 Vincristine -mg/m2 L.V., nen 2
[ToBTOpenue npe3 21 gHu.

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

Cnen HeoanloBaHTHA Tepamnus, JOBelIa [0 ONEpPadMIHOCT Ha MbPBUYHUS TYMOp,
ClIeIoTIepaTUBHO ce Tmpuiarar ome 4 Kypca XUMHOTEpanus [0 ChUUS PEXKUM.
WHTpaapTepranHa XuMHOTEpanus He ce MPenopbyBa.

Tpancaprepuanna xemoem6onu3zanus (TACE)

[Ipunara ce mnpu HepesekTtabuiaHa (MyinTuHOAYyNlapHa) Oosiect B craauii B mo BCLC-
knacuukanus. M3BppmBa ce Haili-uecto ¢ aHTpauukiauHM, Mitomycin  C  wim
paanodapMaleBTHK.

II muHMs cuctemMHa Tepanus

FOLFOX4

Oxaliplatin — 85 mg/m2 1.V. 2-yacoBa undysus, nex 1
Leucovorin — 200 mg/m2 1.V. 2-yacoBa undysusi, a1au 1 u 2
Fluorouracil — 400 mg/m2 1.V. 6onyc, auu 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3us, nau 1 u 2
IToBTOpenue npe3 14 quu.

Regorafenib — 160 mg P.O. nueBHo, qau 1-21
[ToBTOpeHue npe3 28 gHMU.

13. BUWIMAPEH KAPLIUHOM

KapuuHombT Ha kIbUHUSA MeXyp npeactasinssa 1 1o 4% oT Bcuuku kKapiuHoMu. KapunHombT
Ha KJI'BYHUS MEXYp UMa 0co0eHOo reorpadcko pasnpocTpaHeHHe - YecTo cpemlal e B LlenTpanna
u FOxna Amepuka, CeBepna Uunus, SAnonus, Lentpanna u M3touna EBpona. 3abomnsBanero ce
cpella I0-4e€CTO U B ONPEACIIEHH €THUYECKHU T'PYNH, KaTO HAIIPUMEDP HAaTUBHUTE aMEPUKAHCKU
MHIWAHIM U JIATHHOAMEpUKaHIUTe. KbM HAcTOALIMS MOMEHT €AMHCTBEHATa ajTepHaTHBA 3a
paguKalHO JICYEHHME Ha TO3M pPAaK € XHUpypruyHarta pesekuus. [lopu u ciex pagukaiHo
JICYEHHE 5-TOAMIIIHATA MTPEKUBIEMOCT He HaaBuiana 20%.

Bxroua KapovHOM  Ha  CKCTpaxC€laTaJlHHu JKJIbYHH  IbTHIIA, XIBYCH MEXyp H
XOJJaHT'MOKapUIHOM.
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AJI0BaHTHA XUMUOTEpanus
[Tpunara ce cien euedbna xupyprus ¢ RO- wim R1-pesexius.

I TMHUS XUMHOTEpaAHs

Gemcitabin — 800-1000 mr/m2 - 30 muH - 1,8,15 nen
[ToBTaps ce Ha 4 ceagmuiM, nociieiBaHO OT 15 gHEBHa nay3a

5-®V - 500 mr/m2/a 1-5 nen nimm 600 mr/m2 - 1,8,15 nen

GEMCIS

Gemcitabine — 1000 mg/m2 L.V., qau 1 u 8
Cisplatin — 25 mg/m2 LV., nuu 1 u 8
[ToBTOpenue npe3 21 guu.

GEMOX

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

EFC

Epirubicin 50mr/mM2 i.v - 11en Cisplatin 60 mr/m2 1.v - 11en
5-FU 200 mr/m2 nocrostnaa uH. 244. [Toraps ce Ha 3 ceamuu

PEFG

Cisplatin 40 mr/m2 i.v 1 nen

Epirubicin 40 mr/m2 i.v 1 nen

5-FU 200mr/M2/n1 npoabkuTenHa naysus i.v 1-28 nen
Gemcitabine 600 m1/M2 1 ac i.v 1, 8 men

[ToBTaps ce Ha 4 cegmu

11 TMHUA XUMHOTEpAIIHS

mFOLFOX6 (nmpunara ce npu celeKTHpaHu NalueHTu ¢ 1006p PS)

Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3us, aeH 1

Oxaliplatin — 85 mg/m2 1.V. 2-yacoBa undy3us, nex 1
5-Fluorouracil — 400 mg/m2 L.V. 6omiyc, 10-15 min., gen 1, 2
5-Fluorouracil — 1200 mg/m2 1.V. 24-4acoBa undysus, aex 1, 2
IToBTOpenue npe3 21 auu.
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14. KAPIIMHOM HA BBBPEK

bropeunoknerpunuar kapuuaoM (bBKK) e psako cpeman tymop, ¢ decrota mexay 3-5% ot
3JI0KAY€CTBEHUTE HOBOOOPa3yBaHMsI Y B3PACTHH, BKIFOUBAI U YPOTEIHAIHUS KapiuHOM. Toii
€ Ha CeIMO MSCTO IO YECTOTa Yy MBXKETe M Ha JeCeT0 MsICTO IO 4YeCTOTa OT BCHUYKHU
3JIOKQYECTBEHU TyMOpu npu keHute. Haii-zacermarata BB3pact € 55-75 romuuu. Ilpum
nocraBsHe Ha guartosata okojo 20%-30% ot Goxnute ca B meracrazupan craguii. BKK ce
cpemia ¢ okoJio 50% mo-4ecTo Mpu MbKe, OTKOJIKOTO MPH KEHH. Bb3HUKBA OOMKHOBEHO MEXKIY
6-To u 8-MO JmeceTmieTve, Kato cpeiHara Bb3pacT € 64 r. /luarHoctunmpa ce u B JI0CTa IO-
MJazia Bb3pacT. Bh3MOXKHOCTUTE HAa ChbBpEMEHHAaTa TapreTHa Tepanus MPOMEHUXa ChIECTBEHO

JIeueOHUTE pe3yiTaTu IIpu TOBa 3a00Js1BaHE.

BL6DG‘-IHOKJI€T"I>‘~I€H KaplIMHOM

Haii-yecT XMCTOJIOrMYEH MOJATUI € CBETIOKICTHUHUST KaporuHOM. HpI/I Hepe3eKTa6HnHa,

MCTAaCTaTUYHaA HJIM PCHHUAUBHUpAJIA bomect ce Inpujiarat pasjvMiyHu pCKHUMHU Ha JICKAPCTBCHO

JICUCHHUC.

AnropuTsM 3a cuctemMHa Tepanus Ha wmeractasupan bKK B 3aBucumocT oT puckoBara

rpyna u IpeamecTBalara Tepanus

CaetokieTp4eH 0b0pedeH KapIuHOM

I[IbpBa MuHUsA Tepanus

Huchbk 1 Me;KTUHEH PHUCK

Bucok puck

Cabozantinib

Crangapt Sunitinib, Bevacizumab+IFN | Tensirolimus
Pazopanib

Omnuus Bucoxu gusu IL2, Sorafenib, | Sunitinib, Sorefenib,
Bevacizumab+uucku  mo3u | Pazopanib
IFN

Bropa nunaus tepanus Cnen UUTOKUHU Canen TKI

Cranmapt Axitinib, Nivolumab, Cabozantinib
Sorafenib,Pazopanib

Omnuus Sunitinib Axitinib, Everolimus

Tpera nuHus Tepanus

Crangapr Cnen TKI: Nivolumab, | Cnen  TKI, Nivolumab:

Cabozantinib

Omnus Everolimus Axititnib, Everolimus

Crangapr Cnen TKI, mTOR: Sorafenib, | Cien  TKI, Cabozantinib:
Nivolumab, Cabozantinib Nivolumab

Onuus Hpyru TKI Everolimus, Axititnib

| TnHUA

e Pazopanib — 800 mg P.O. aueBHO, 10 porpecus (IPU HUCHK M CPEACH PUCK 110
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MSKCC).

e Sunitinib — 50 mg P.O. nueBHo, 28 nuu u 14 nuu nouuska (wiu 14 nHuU Tepanus u 7
JIHU TOYMBKA CIOPE TTOHOCHMOCT- Ta), A0 Mporpecust (IIpu HUCHK U CPEACH PHUCK 110
MSKCC).

e Sorafenib — 800 mg P.O. mHeBHO, j0 mporpecus; u3dbupa ce MpH Bb3pacT Haj 65
TOJIMHK, KOMOPOHMIHOCT (ChbpJAEYHU OOJICCTH W IIMTOBUJIHA TATOJOTHUS), MO3bYHU
METacTasH, 3aXapeH JUa0eT U XUCTOJIOTHYEH MTOITHII, PA3JINUeH OT CBETIO- KJICThYECH.

e Temsirolimus — 25 mg V. cenmuuno, 10 nporpecus (pu Bucok puck mo MSKCC).

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

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

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

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

e Epirubicin + Gemcitabine (mpu HECBETIOKIEThYHA XUCTOIOTHS ChC CAPKOMATOHTHA
CHCTAaBKa WJIM TIPOU3XO0/1 OT YPOTEIa Ha JIST€HYETO)

e Epirubicin — 75 mg/m2 L.V., nen 1

e Gemcitabine — 1500 mg/m2 L.V, nen 1

e [loBropenue npe3 14 auu (10 nporpecus) (¢ moakpena or G-CSF).

e Medroxyprogesterone Acetate — 500 mg P.O. nipe3 aen. [Ipu nanueHTy ¢ u3paseHa
KOMOPOMTHOCT W/WJIH HalpeIHaja Bb3pacT.

e Megestrol acetate — 160 mg P.O. mpe3 nen. [Ipu nanueHTn ¢ u3paseHa KOMOPOUIHOCT
W/WITM HaTpe/IHalla Bh3PacT.

u pa M MIocjacaBaliia JUHHUA

e Axitinib — 10 mg P.O. aHeBHO, 10 mporpecus (CiieA MPEAIIECTBAIIO JICUYCHHUE C
TUPO3WH-KUHA3HH MHXUOWUTOPH WU M- TOKWHH). [Ipu mo0pa MOHOCHMOCT o03ara
Moxe n1a ce yBenuun 110 20 mg P.O. queBHoO.
e Sunitinib — 50 mg P.O. aneBHo, 28 nHM W 14 aHM TOYMBKA, 10 Mporpecus (ciem
MPE/IIIECTBAIIO JICYCHHE C IIUTOKHHH).
e Sorafenib — 800 mg P.O. aueBHO, 10 mporpecus (Cie MPEANISCTBAIIO JIEYCHHUE C
IIUTOKWHYU W TUPO3UH-KUHA3HU UH- XUOUTOPH).
e Pazopanib — 800 mg P.O. mHeBHO, 10 mporpecus (Cien MPEANISCTBAIIO JICYCHUE C
IIUTOKHWHM ).
e Everolimus — 10 mg P.O. mueBHO, 10 mporpecus (CIieA MPEIIIecTBaIl0 JCUCHHE C
TUPO3UH-KUHA3HH UHXUOUTOPH ).
e Nivolumab — 240 mg I.V., npe3 14 nuu win 480 mg 1.V., npe3 28 nuu, 10 mporpecus
WA HETIPUEMITUBA TOKCUYHOCT. .
[Tpu nporpecust Ha BTOpa JWHUS TpU O0JHU B 100po 00110 cheTosinue (PS) mMorat nma ce umar
MIPEIBUI JICKapCTBaTa OT ITbPBa JIMHHUS.

IIpexoaHOKIEThYEH KapIIMHOM Ha OBOPEYHOTO JEereHye

Hmynorepanus ¢ Nivolumab 240 mg L.V., npe3 14 aum wim 480 mg 1.V., npe3 28 nuu, 10
nporpecus i HCIpueMiIMBa TOKCUYHOCT..
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[luTocTaTUYHU PEKUMHU C€ IIPUIIAraT KaTo IPU KapLUHOM HA IMKOYEH MEXYP.

15. KAPOUHOM HA JAEBEJIO U ITPABO YEPBO

Konopekranuusar kapuuHoMm (KPK) npu mbxkete u xKeHUTe ce Hapexk/1a CbOTBETHO HAa BTOPO U
TPETO MSCTO IO YECTOTa HAa OHKOJOTUYHHUTE 3a00JISIBaHUS, KaTO 1O TO3M HAYWH CHCTABIISBA
okono 10% ot oOmara TymMOpHa MAaTOJIOTHS B CBETOBEH Mainad. 3a0oJisieMOCTTa OT pakK Ha
ne0eoTo YepBO € MO-BHCOKA Cpell MBXKKHUS IMOJ, KaTO ChOTHOIIEHHETO Mbxe/keHu e 1,4/1.
Tymopu ¢ TakaBa JIOKajau3alus BCSIKa TOJIMHA OTHeMaT >kuBoTa Ha nosede oT 600 000 mymiu
(8% oT obmara OHKOJOTHYHA CMBPTHOCT), KoeTo oTpexaa Ha KPK uerBbpraTa mosunus kato
MpUYMHA 33 CMBPT, CBbp3aHa C pak. PUCKBT OT Bb3HHKBaHE Ha 3a00JIIBAaHETO HapacTBa C
HampeIBaHe Ha Bh3PACTTa, CBBP3aH € C peANIla FTeHETHYHU (PAaKTOPH, C XPOHUIHH BB3MATUTEITHA
3a00JisiBaHMs Ha J1€0EI0TO YepBO, OT 3HAUCHUE € HAYMHBT HAa XpPaHCHE, yrnoTpedaTa Ha ajTKOXOoJ
U JIp.

15.1. HeoagioBaHTHO XUMHOIbYeJIedeHHe TPH KAPIIUHOM HA MPAaBO Y€PBO

[Tpunara ce npu jgokanHo aBancupan kapuuHom (cT3-4 unu cN1-2) u ce chbueraBa ¢ IbYeNICYCHHE.

Capecitabine — 1600 mg/m2 P.O. nueBHO, aHU 1-33 (B AHUTE C IbUCIICUCHHE).
Fluorouracil — 350 mg/m2 L.V., qau 1-2, 29-31.
5-FU + Oxaliplatin +JIT

5-FU 250 mg/m2/d i.v. npoabiokutentHa uH@ys3us no speme Ha JIT 1-14]1 ,22-35 J1 Oxaliplatin
50mg/m2 i.v. 2 yacoBa un¢ysus 1,8,22,29]1

JIT 50.4 Gy 1.8 Gy- 5 nuu B ceamuiiara-28 ¢pakuuu

Mitomycin C — 8-10 mg/m2 1.V., B nauTe Ha IbueiedeHne (CpeCTBO Ha M300p pU aHaJICH
KapILUHOM)

+ Fluorouracil.
15.2. AxloBaHTHA XUMHOTePANus NMPH KAPUMHOM Ha /1e0es10 U NPaBo YepBo

[Tpunara ce B craauii Il u B Hsixon cnyuyaun Ha craguit |l: T4, auckonudepeniupan tymop (G3),
HHUCKa CTENeH Ha MuKpocareinutHa HecrabwimHocT (MSI-L/pMMR), wuneyc, mepdoparms,
U3CJeBaHM MMO-MaJKo OT 12 nuM¢pHU BB3IIHU, ChI0BA U IEPUHEBPAIHA MHBA3Us, BUCOKHU HUBA Ha
CEA. IIpu xapurHOM Ha nipaBo 4epBo ce npuiara B craauii 11 ulll.

[To mpaBwIio amrOBaHTHA XUMHOTEpaNus MpoabbkaBa 6 mecena (npu pT4 w/unm pN2), HO npu
HucsK puck (pT1-3 pN1) moxe na ce cbkpatu 10 3Mmecena.

Mayo Clinic (3-6 kypca)
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Leucovorin — 20 mg/m2 L.V., aau 1-5
Fluorouracil — 425 mg/m2 1.V. 6onyc, aau 1-5
[ToBTOpeHue npe3 28 aHU.

De Gramont (6-12 BauBanmus, 3-6 Kypca)

Leucovorin — 200 mg/m2 1.V. 2-gacoBa undy3us, aau 1 u 2
Fluorouracil — 400 mg/m2 1.V. 6oxyc, aau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa uadysus, guu 1 u 2
IToBTOpenue npe3 14 nHu.

FOLFOX4 (6-12 BauBanusi, 3-6 xypca)

Oxaliplatin — 85 mg/m2 1.V. 2-yacoBa undysus, neu 1 Leucovorin — 200 mg/m2 1.V. 2-
yacoBa uH¢y3us, 1au 1 u 2 Fluorouracil — 400 mg/m2 I.V. 6onyc, nau 1 u 2
Fluorouracil — 600 mg/m2 1.V. 22-uacoBa undy3us, qau 1 u 2

[ToBTOpenue npe3 14 auu.

XELOX

Capecitabine — 2000 mg P.O. nueBHo, auu 1-14
Oxaliplatin — 130 mg/m2 1.V. 6onyc
IToBTOpenue npe3 21 nHu.

Capecitabine — 2500 mg/m2 P.O. aueBHo, auu 1-14
[ToBTropenue mpe3 21 quu (4-8 Kypca).

15.3. Bropuuna npeBenuusi npu craamii I-111

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

15.4. IIbpBa MuHUS XMMHOTepanus (MPU MeTacTATUHYHAHO0J1eCT)

JleueHneTo M3MCKBA NpPEABApUTEIEH IeHEeTHYeH aHanu3 3a omnpexaensHe Ha RAS (KRAS u
NRAS) cratyc B onuTHa jabopaTopus 4upe3 BaduaupaHa MeToauka 3a oTkpuBaHe Ha KRAS
(ex3onHu 2, 3 u 4) u NRAS (ex30nu 2, 3 u 4) myTanuu.

De Gramont (Bux 1. II)
Mayo Clinic (Bux T. II)

Kom6unamust FOLFOX + Panitumumab (mpu Tymopu ¢ RAS WT)

FOLFOX4, 6 (Bux T. II)
Panitumumab — 6 mg/kg I.V., nen 1
[ToBTOpenue npe3 14 nuu, 10 nporpecusi.

FOLFOX4 + Bevacizumab
FOLFOX4 (Bux T. II)
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+ Bevacizumab — 5 mg/kg I.V., nen 1

[ToBTOpenue npe3 14 guu.

[Mpunoxxenue Ha Bevacizumab ce mpenopbuBa u clief] IbpBa MPOrpecusi Ha KOMOWHAILIUATA MY
C XMMHOTEPANEBTUYCH PEXUM OT | JIHHMS, T.e. IOKa3aH € 3a MPOJbDKaBaHEe B KOMOWHAIUS C

XUMHOTepaneBTuueH pexkum oT Il nuHus; mpenoppuBa ce yeyeHwero ¢ Bevacizumab na
MIPOIBJIKH JI0 IPOTPECHS.

Ha3nauaBaHeTo Ha TapreTHata Tepanmusi MOXKe Ja Obae OOCHKIAHO W MPEICHSBAHO W B
3aBHCHUMOCT OT JIOKQJIM3aIUsATa Ha KapIIUHOMA Ha JI€0JIOTO YEPBO - JISIB MITH JIECEH KOJIOH.

[Ipu necen xonoH He3aBucuMo oT RAS- craryca na ce uzbsarea antu-EGFR unxuburopu, a npu
ns1B Kos1oH aHTH -VEGFR naXuOUTOpHTE CE mpuiarat, KaTo ce MMa MpeBHIl, Y€ ePruKacHOCTTa €
MO-HUCKA B JIECEH KOJIOH.

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

Leucovorin — 200 mg/m2 1.V. 2-uacoBa undy3us, nau 1 u 2 Fluorouracil — 400 mg/m2 1.V. 6onyc,
mau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-vacoBa undy3us, nau 1 u 2
[ToBTOpEHME npe3 2 ceamuuu

+ Cetuximab — 400 mg/m2 L.V. nocnensano ot 250 mg/m2 1.V. cenmuyno, wau 500 mg/m2
V. nen 1

IToBTOpenue npe3 14 quu.
FOLFOX6

Oxaliplatin — 100 mg/m2 1.V. 2-yacoBa un¢y3us, nea 1 Leucovorin — 400 mg/m2 V. 2-
yacoBa uH¢ysus, nex 1 Fluorouracil — 400 mg/m2 I.V. 6omnyc, aen 1

Fluorouracil - 2400 mg/m2 1.V. 46-4yacoBa un(y3us

[ToBTopenune mnpe3 14 nHu.
FOLFOX7
Oxaliplatin — 130 mg/m2 1.V. 2-yacoBa undy3us1, aeH 1

Leucovorin — 400 mg/m2 1.V. 2-gacoBa undysus, neu 1 Fluorouracil — 400 mg/m2 I.V. 6onyc,
nedl
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Fluorouracil - 2400 mg/m2 1.V. 46-4acoBa ungys3us
[ToBTOopenue npe3 14-21 nuu.

FOLFIRI + Cetuximab (mpu Tymopu cRAS-WT; pexxum Ha u300p IpH TyYMOPH C II'bPBHYHA
nokanu3ais B JisiB KojoH) FOLFIRI (Bux T. 15)

+ Cetuximab — 400 mg/m2 1.V. nocneasano ot 250 mg/m2 L.V. ceamuuno, uwiau 500 mg/m2
IV. nen 1.

[ToBTOpenue npe3 14 guu.
FOLFIRI + Panitumumab (mipu Tymopu ¢ RAS WT)

Irinotecan — 180 mg/m2 1.V. 30-munyTtHa undysus, aeH 1 Leucovorin — 400 mg/m2 1.V. 2- yacoBa
un¢ysus, aex 1 Fluorouracil — 400 mg/m2 1.V. 6onyc, aen 1

Fluorouracil — 2400 mg/m2 1.V. 46-4yacoBa unys3ust

+ Panitumumab — 6 mg/kg I.V., nen 1

[ToBTOpenue npe3 14 auu. 10 nporpecus

FOLFIRI + Bevacizumab

FOLFIRI (Bux T. 9)

+ Bevacizumab — 5 mg/kg I.V., nen 1

[ToBTOpenue npe3 14 guu.

[Tpunoxxenue Ha Bevacizumab ce mpenopbyBa u ciiell IbpBa MPOTrpecus Ha KOMOUHAIIHATA MY
C XMMHOTEpANeBTHUEH PeXUM OT | JIMHHUSA, T.e. OKa3aH € 3a MpOoJb/DKaBaHE B KOMOMHAIMA C

XUMHUOTCPAIICBTUYCH PCKUM OT I JIMHUMA; HOpernopbyBa C€ JICUCHUCTO C Bevacizumab Ja
MMPOABIIKU OOIIPOTPECU.

FOLFOXIRI + Bevacizumab

Irinotecan — 165 mg/m2 L.V. nen 1 Oxaliplatin — 85 mg/m2 I.V. nen 1 Leucovorin — 400 mg/m2 -
I.V. nen 1

5-Fluorouracil — 1600 mg/m2 24-qacosa 1.V. uadysus, aex 1, 2

+ Bevacizumab — 5 mg/kg 1. V., npu nporekmus ¢ G-CSF.

IToBTOpenue npe3 14 nuu, 6 Mecena.

IFL =+ Bevacizumab
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Irinotecan — 125 mg/m2 L.V, quwu 1, 8, 15 u22
Leucovorin —20 mg/m2 L.V., auu 1, 8, 15 u22
Fluorouracil — 500 mg/m2 I.V., nuu 1, 8, 15 u 22
Bevacizumab — 5 mg/kg I.V., nau 1 u 15
[ToBTOpenue npe3 42 aHMU.

[Mpunoxenue Ha Bevacizumab ce mpernopbuBa u clief] IbpBa MPOrpecusi Ha KOMOWHAILIUATA MY
C XMMHOTEPAINEeBTUYECH PEXHUM OT | JIHHMS, T.e. IOKa3aH € 3a MPOoJbJKaBaHEe B KOMOMHAIUS C
XUMHOTepaneBTuueH pexkum oT Il nuHus; mpenoppuBa ce sedyeHuero ¢ Bevacizumab na
MIPOIBIIKH JI0 TIPOTPECHS.

CapeOX =+ Bevacizumab

Oxaliplatin — 130 mg/m2 L.V, nen 1

Capecitabine — 2000 mg/m2 P.O. nxeBHo, auu 1-14
+ Bevacizumab — 7.5 mg/kg L.V, nen 1
[ToBTOpenue npe3 21 aHwM.

CaplRI = Bevacizumab

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

+ Bevacizumab — 7.5 mg/kg I.V., nen 1

IToBTOpenue npe3 21 nHu.

benexka: [1pu no6assHe Ha Bevacizumab kbM pexuma go3ata Ha Irinotecan e 200 mg/m2, a Ha
Capecitabine — 1600 mg/m2.

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

Cetuximab- u Irinotecan-6a3upanu pexuMu

Mitomycin C + Fluorouracil

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

15.5. Moaabpikama Tepanusi
HasnauaBa ce nmpu MeTacTaTU4eH KOJOPEKTAICH KapIiuHOM 0e3 mporpecus cief | muams.

Capecitabin +Bevacizumab

Bevacizumab — 7.5 mg/kg I.V. nen 1 Capecitabine — 2000 mg/m2 P.O. neul- 14 IToBropeHwue mpe3

21 nHM, 10 porpecus.
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Bevacizumab + 5FU/

Bevacizumab — 5 mg/kg 30 -90 mum. i.v. aeH 1

Leucovorin 200 mg/m2 i.v., 2 yacoBa undy3us, 1au 1 u 2

Fluorouracil 600 mg/m2 i.v. , 22-yacoBa uudy3us, nuul u 2 [loBropeHue Ha 2 CeAMHIIN

Cetuximab (mpu Tymopu ¢ RAS WT) — 250 mg/m2 1.V. ceqmuuno wimm 500 mg/m2 1.V. npe3
14 nuu 1o nporpecwusi.
Panitumumab (ipu Tymopu ¢ RAS WT) — 6 mg/kg I.V. npe3 14 nuu 10 mporpecus.

15.6. |l iuHus XUMHOTEpaNHs
Cnen FOLFOX ce nmpeBkmouBa Ha FOLFIRI + Bevacizumab unu CaplRI + Bevacizumab.

Cnen FOLFIRI ce npeBkmtouBa Ha FOLFOX + Bevacizumab unu CapeOX + Bevacizumab.

Irinotecan + Cetuximab (mpu Tymopu ¢ RAS WT, nporpecupaJin B xoaa Ha Irinotecan-
0a3upaH peskuM UJIM 10 3 Mecela cJie]l Hero)

Irinotecan — 180 mg/m2 I.V., nen 1

Cetuximab — 400 mg/m2 1.V. nocnensano ot 250 mg/m2 L.V. cenmuuno, wiu 500 mg/m2
I.V., nenl

[ToBTOpenue npe3 14 aHu.

FOLFIRI + Panitumumab (nmpu tymopu ¢ RAS WT) FOLFIRI (Bu:x 1. IV.9)

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

FOLFIRI + Aflibercept (caaex Oxaliplatin-6asupana I aiunus) FOLFIRI (Bux 1. IV.9)

Aflibercept — 4 mg/kg 1.V.
IToBTOpHME npe3 14 quu.

FOLFIRI + Ramucirumab (cmex | mamams ¢ Bevacizumab, Oxaliplatin nam
¢ayoponupumuaun) FOLFIRI (Buxk 1.1V.9)

Ramucirumab — 8 mg/kg I.V. nen 1
IToBTOpenue npe3 14 nHu.

Mitomycin C + Fluorouracil

Mitomycin C — 8 mg/m2 L.V., e 1 (npe3 42 nHu)
Fluorouracil — 425 mg/m2 1.V., nuu 1-5
IToBTOpenue npe3 21 aHu.
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Cetuximab (mmpu Tymopu ¢ RAS WT, cnex Oxaliplatin- winm Irinotecan-6a3upana I muaus) — 250
mg/m2 L.V. cenmuuno wim 500 mg/m2 1.V., nen 1
IToBTOpenue npe3 14 nHu.

[Ipy CHUHXpPOHHM U METaXpOHHH YEPHOAPOOHM METacTa3u ce MPOBEeXJAa IpeaonepaTuBHA
XMMHUOTEpAIus ¢ 11eJ KOHBEpCHs KbM pe3ekTaduimHocT. [Ipennounta ce 4-MeceqHo MpuiIoKeHne
Ha FOLFOX4.

TpeTa H nmopeaHa JIMHUA CUCTEMHA Tepanus

[Ipunara ce npu nogdpanu 6onHu B 100po o010 cberosinue (PS) cnopen mpeaxoaHo eyeHue
(cnen dayoponupumuaud, Oxaliplatin- wam Irinotecan-chabpKaliyu pexuMu) U OHOJIOTHYHA
XapaKTepUCTHKA HATyMOpa.

TapretHa Tepamus 3a TalMEHTHTE, KOUTO ca TOJYYHJIM Ha mbpBa JmHUs aHTH -EGFR
UHXUOUTOPHU (BH3CTAHOBSIBA C€ YYBCTBUTEIHOCTTA KbM Te3H areHTH) - Cetuximab u Irinotecan
B JI03H OT 1Ba WM BTOpA JTUHUSL.

Monotepanus Panitumumab (mpu tymopu ¢ RAS WT) — 6 mg/kg LV., npe3 14 guu, no
MIPOTPECHS.

[Ipu manmenTH, KouTo He ca monydaBanu aHTu-EGFR wHXuOWTOp, HO M TMpH TE3HM, KOUTO ca
nony4yaBanu Cetuximab Ha mbpBa nuHus - priara ce Panitumumab

Cetuximab (ripu Tymopu ¢ RAS WT) — 400 mg/m2 LI.V. nen 1, nocneasano ot 250 mg/m2
LLV. cenmnuuno win 500 mg/m2 1.V. nen 1

[ToBTOpenue npe3 14aHu.
Regorafenib — 160 mg P.O. nmueBHO, auu 1-21
[ToBTOpenue npe3 28 1Hu.

Trifluridine/tipiracil — 2 x 35 mg/m2 (ue noseue ot 80 mg Ha no03a) P.O. nHeBHO, nHU 1-5 1 8-
12

[ToBTOpenue npes 28 aHU.

[Ipunarat ce MoOHOTepanuu WM pa3iuyHu KomOuHaimu ¢ Capecitabine, Mitomycin C,
Fluorouracil/Leucovorin, Oxaliplatin, Irinotecan.

15.7. XpoHomoay/jupaHa Tepanus

Bbnpeku ue xumuoTepanusita ThbpIU 3HAYUTENEH HaIpeAbK, Mpe3 BTOpara MmoJioBUHA Ha 20-TH
BEK, OCTaBaT MpPOOJIEMBT C PE3UCTEHTHOCTTA HAa TYMOPHHUTE KJIETKH KbM AaHTU-TYMOPHHTE
MEIUKAMEHTH, KaKTO U MHOXECTBOTO CTPAaHUYHH €()EKTH, OT KOUTO MAIIMEHTHTE CTPaIaT.

XpoHOMOayIMpaHaTa Tepanus HMMa 3a L[eJl Ja M[penu3upa BpPEMETO Ha MNPUIIOKEHHE Ha
MeauKameHTa. YyBCTBUTEIIHOCTTa HA TYMOPHHUTE KIIETKH, KakKTO W MpOsBaTa M TEXKECTTa Ha
CTpaHUYHHUTE €(EeKTH BHPXY HOPMAJIHHUTE KJIETKH, OMBAT MOBIMUABAHM OT LUPKAAHHUS PUTHM Ha

OpraHuzMa.
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®pa3zarta ,,I{upkagen puTbM* € onucana 3a npbB BT 0T Xanoepr u Credenc npes3 1959.
buonoruuHuAT 4aCOBHUK, OT OTKPUBAHETO CH, C€ MPEJCTaBs OT cynpaxuazmaTuanute sapa (SCN)
B XHUIIOTAJIAMyCa, KOUTO Ch37aBaT OMOJOTUYHHS PUTHM O] KOHTPOIBT Ha “clock” reHHuTEe KaTO
PERI, PER2, PER3, CLOCK, BMALI, TIM, CRY1, CRY2, tau. Toii renepupa u KOOpAUHUPA
nepudepHr OCIUIATOPH NP TexHUTe QyHKIMU. [IpOABIKUTETHOCTTa HA ITUKBIA, TCHEPUPAHA B
SCN, ce kaimOpupa upe3 peayBaHe Ha CBETJIMHA / ThMHUHA, KAKTO MPSIKO, TaKa U Ype3 CEKpeIusiTa
Ha MEJIAaTOHHMH OT enudu3Hara xiesa.

“Clock” renn u MpOTEHHH, MPOU3BEACHH OT TE3H I'€HU, TCHEpUPAT MUPKATHUTE PUTMH.
Tpanckpuobupanero Ha PER ce mpomotrupa or CLOCK/BMAL 1 xomIuiekc, akTHBamusaTa, Ha
koiTo ce uaxubupa or PER1/PER2/PER3/CRY 1/CRY2/TIM komriiexc.

To3u royisiM KOMILJIEKC JEHCTBAa KaTO HETaTUBHA CUCTEMA 3a aBTOMAaTUYHA oOpaTHA BPBH3Ka, KOETO
MMa OCHOBHA POJISi IPU T€HEPUPAHETO HA IIUPKATHU OCIMIIAIINH.

To3u OHONOTMYEH YACOBHUK TEHEpPUpPA CHTHAIMTE Ha UUPKAAHUAT PHTBM, KOUTO C€
pasnpocTaHsABaT J0 CYNPaIePBUKATHOTO CUMIIATHKOBO PO U enudu3HaTa KIte3a.

I'enepupanuTe OMOJOTUYHU PUTMH 3acsATaT KOHTPOJIA HA KIEThYHUTE (DYHKUIUU-KIECTHUHO JIeTICHE,
nonpaBkara Ha JIHK, nporpamupanara kjieThb4Ha CMBPT-alloNTo3a, a IO TO3M HAYUH U
OuonornuyHuTe QYHKIMH, BKIIOYUTEIHO U TE3U HA BEreTaTUBHATA HEPBHA CUCTEMa, €HJOKpUHHATA
W UMyHHATa CHCTEMH, KOUTO ca (yHIAaMEHTAIIHA 32 XOMEOCTa3aTa W 3alluTaTa Cpelry peaura
3a00/IIBaHHUS.
Bceuuku Te3u OTKpUTHS ca JOBENU JI0 Pa3BUTHETO HA XPOHOTEpAIUsITA.
ExcriepuMeHTamHu ~ MpOy4YBaHHWS TP XPOHOTEpanusi Ha  3JI0KAYeCTBEHH  3a00JIsIBAaHUA
ca UM3BBPIICHHU 3a NMPBB BT OT ekunure Ha Xanowpr u Jlesu (Halburg et Levi), kouto cien Toa
MpearnpueMar peniia eKCrepuMeHTaTH! U KIMHUYHY [IPOYYBaHUs B Ta3u cepa.
Kakro excrnepuMeHTanHUTE, Taka M KIMHUYHUTE J0KAa3aTeJICTBA IOKAa3BaT Ba)kHATA POJs 3a
HapyllaBaHETO Ha IUPKAaJHOCTTa NIpPH KaHIEpOreHe3aTa M NporpecHusita Ha paka, J0KaTo
peryiupaHeTo Ha [HMpPKAaTUaHHUS PUTHM MOAO0OpsBa HMHXUOMpaHETO Ha paka. llupkaaHoTo
Mpujiarane Ha XuMUOTEPANEBTUIIMTE MPOMEHS TSIXHATa MOHOCUMOCT OT JIBa J0 JIECET IIbTH, KaKTO
€ MOKa3aHo 3a MHOYKECTBO MPOTHBOPAKOBH JICKAPCTBA B €KCIIEPUMEHTATHU Mojenu. OUeBUIHO €,
4ye oONTUMajgHaTa aHTUTYMOpPHa e€(QUKAaCHOCT OOWKHOBEHO € pe3yiTaT OT JOCTaBSHETO Ha
JIEKapCTBOTO B IUPKAIHHUS CTaJHi, KOTaTO C€ IMOCTUTa Hail-moOpa MOHOCHMOCT W Hal-MajKo
HapylllaBaHe Ha LHUpKaJHaTa cucTeMa. MeXaHM3MUTEe, OTTOBOPHHU 3a TOBA SIBJIEHUE, BKJIIOYBAT
IUPKaAHA TPOMEHM B CH3WMHATa AaKTUBHOCT W/WIM TEeHHAaTa eKCIpPEecHs, OTTOBOPHH 3a
TPAHCIIOPTUPAHETO Ha JIEKapCTBaTa, OMOAKTUBUPAHETO, OMOHATHMYHOCTTA U (hapMaKOJMHAMHUKATA.
N3cnenBanusTa nokassaT, uye 4pe3 NpujiaraHe Ha MEAMKAMEHTUTE B KOHKPETHOTO BpeMe, KOrato
PAKOBHTE KJIETKU C€ JISTIAT U ca MO-YsA3BUMH KbM KIIEThYHATa CMBPT U KOTATO 3/IpaBUTE KIETKH ca
B MOKOW W HAl-MaJKO YYBCTBHTEIHH KbM TOKCHYHOCT OT XHMHOTEpamNus, XpOHOTEpanusTa He
camMo Mmojo0psiBa TOJIEPAHTHOCTTA KBbM JICUEHUETO, HaMaJsiBa HEOOXOIUMOCTTa OT PEAyKIUsS Ha
703aTa, HO U TMOJ00psiBa OTTOBOPHT KbM TepanusTa U 00IIaTa IpekuBsieMocT. JJOKyMEHTHUpaHH
MPOYYBAaHUSA JIEMOHCTPHUPAT, Y€ XPOHOMOJYJIHpAaHA XUMHUOTEpanus MOXKE Ja IO3BOJM Ha
MalUeHTH, KOWUTO TpeId TOBa MPEYCTAHOBAT XUMUOTEPANEBTUYHUS CU Kypc (mopaau
Hee()eKTUBHOCT, HACTHIIHIIA PE3UCTEHTHOCT UJIM TOKCUYHOCT), J1a 3aBBPIIAT CBOETO JICUCHHUE.
B penuiia oHKOJIOrMYHM IIEHTPOBE MO CBETAa METOJOJIOTHSITAa Ha XPOHOMOAYJIMpAaHAaTa Tepamus €
WMIUIEMEHTHpPAHAa B PyTUHHATA NMPAKTUKA.
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15.8. Cxemu Ha XpOHOMOAYJIMPAHA XUMHOTEPANHS MPH KOJOPEKTAJEH KAaPIUHOM

15.8.1. IIpuaoxenue Ha Capecitabine (Fluorouracil) u Oxaliplatin

15.8.1.1. leuexumuomepanus hpu 10KAAHO a8aHcupaa KapyuHoM [(cT3-4 uau cN1-2)

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

15.8.1.2. [Ipu XELOX 6 adrweanmeH uau memacmamu4eH niaH

e Capecitabine — 2000 mg/m2 P.O., Beuep B 21 yaca, ¢ MK Ha KOHIIEHTpAIKITa B 4 yaca
cyTpuHTa, 1HU 1-14.

e Oxaliplatin — 130 mg/m2 1.V., mexxay 14 u 18 vaca, ¢ nuk Ha KOHILEHTpausITa B 16 Jaca,
neH 1.

[ToBTOpenue npe3 21 guu.

15.8.1.3. [Ipu MmemacmamuyeH Ko/aopeKkmaseH KapyuHom- xpoHo-FFLOxaliplatin + Fluorouracil +
Leucovorin

e Fluorouracil — 700 mg/m2, L.V., mexny 22 u 10 yaca, qau 1- 5.
e Oxaliplatin — 25 mg/m2, 1.V., mexny 10 u 22 4aca, qau 1- 5.
e Leucovorin- 300 mg/m2, I.V., mexxay 22 u 10 ygaca, guu 1- 5.

IloBTOpeHue Ha 21 guw.

15.9. YepnoapoOHa HHTpPaapTepHATHA XUMHOTEPANHSA MPH METACTATHYEH KOJIOPEKTAJIEH
KAPLUMHOM € YePHOAPOOHM MeTacTa3n

YepHoipoOHOTO MeTacTazupaHe ce HalJto/JaBa IpU TOBEYE OT IMOJIOBUHATA OT MAIMEHTUTE C
KOJIOpEKTaJIeH KapuuHOM. Pe3ennpaHeTo Ha 4epHOAPOOHUTE JIE€3MM HPU  OJUTOMETACTATUYHO
3a00JsIBaHE MOKE Jla JIOBele J0 €/Ha MO- JbJra MpeXUBSEMOCT. BbIpekun ToBa moBe4eTo OT
NAIMeHTUTE Ce IMAarHOCTHLUPAT IbPBHUYHO METACTa3UpaIM C HEPE3eKTaOMIIHO YEepHOAPOOHO
aHra)XvpaHe WIM CIEJONEpaTUBHO ce Ha0loJaBa penanc Ha YEepHOAPOOHUTE JIE3HH.
YepHoapoOHarta uHTpaaprepuanHa Tepanus (UMA) nocraBs BHCOKM T03M Ha IUTOTOKCUYHU
areHTy JUPEKTHO KbM YEPHOJIPOOHUTE JIe3UH ¢ MUHUMAJIHA CUCTEMHA TOKCHYHOCT. HampeibKbT B
XUPYPrUYHUTE TEXHUKH, pa3pab0TBAHETO HA HAITBJIHO UMIUIAHTUPYEMHU OMIIM U MOJAU(PUKALUATA
Ha JIEKApCTBEHUTE PEKUMH HaMaJsBaT YCIOKHEHHATA U IT0100psABaT MOHOCUMOCTTA 3a MalleHTa.
Pennma pannomumsupann npoyudBaHusi, cpaBHaBamM YMA cbC cucTeMHa XMMHOTEpanwus, ca
MOKa3aJid TO-BUCOK NPOIIEHT Ha TMOBIUsABaHe, 3a0aBsiHE Ha BpPEMETO IO IMpOorpecus Ha
YepHOAPOOHUTE JIe3UH NpU Hepe3eKTaOuIHO 3a00JIsiBaHEe, KOETO PECIEKTHBHO pe3yiTHpa B MO-
Ibra o0I1a NpexXuBIEMOCT, a IPU OTJACIIHU NAlMEHTH U 10 TOCJIEABAIY YePHOAPOOHHU PE3EeKIINH
U TIPOJIBJDKUTENIECH IEPUO]] CBOOOCH OT 3a00JIsIBaHE.

Konuenmusra 3a pernoHalHa XUMHOTEpanus 3a YEPHOAPOOHM MeTacTa3u 4pe3 yepHoApoOHa
UMHTpaapTepuaIHa XUMUOTEpaNus c€ OCHOBaBa Ha HAKOJIKO MpuHIuUMNa. [IbpBO, TYMOpHUTE KIETKU
OT TaCTPOMHTECTUHAIIHU 3JI0KaYeCTBEHU 3a00ssBaHusi, 0coOeHO KonopekTaneH kapiuHoMm (KPK),
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Ce paslpocCTpaHsBaT XEMATOI€HHO Mpe3 MOpTajlHaTa IUPKYJalus, KOeTO MpaBU YEpHUS IPoo
I'BPBOTO MSCTO Ha MeETacTa3W MpU IMOoBeyeTo mauueHTH. Kato ce mma npensuji Bb3MOKHOTO
CTBIIAJIOBUIHO PA3MPOCTPAaHEHHE HA paK OT MbPBUYHATA JIOKAIMU3ALMS KbM YEepHHUS Apo0, a OT TaM
KbM JIPYrd OpPraHu, AUPEKTHOTO JIEUEHHWE Ha YEPHOJIPOOHUTE METacTa3d MOXE Ja MPeoTBpaATU
pasnpoCTpaHEHUETO Ha TYMOPHM KJIETKU KbM JpPYyru opraHu. Bropo, cien karo uepHOApoOHUTE
MeTacTa3u HapacHaT Haja 2—3 mm, Te MOJXy4aBaT KPbBOCHAOsBaHE OT YepHOIpOOHATa apTepus,
JIOKaTO HOPMAJIHHUTE XEMaTONHWTH ce mepdy3upar MpeIuMHO OT MOpTalHaTa HUpKynanus. Taka
nH(py3usATa HA XUMUOTEpaus Ype3 YepHOApoOHATa apTepUsi MOXKE J1a I0BE/IE 10 TOKCUYHU HUBA B
TYMOpDHHUTE KJIE€TKH, KaTo Taka C€ HamalsiBa TOKCHYHOCTTa KbM HOPMAaJHUS YEpPHOIPOOEH
napeHxuM. Tpero, eKcTpakiusATa Ha JIGKApCTBO OT YEpHOApOOHATa apTepHaliHa HUPKYyIalus upe3
edexkta Ha TBPBOTO MPEMHUHABAaHE, MOXE Ja JOBEAE J0 BHCOKH JIOKAIHW KOHIIEHTpAalUH U
MUHHMMAaJIHA CUCTEMHA TOKCHYHOCT.

OIyopOonMpUMUIMHUTE Ca ¥ Hall- 4eCTO M3MOJUI3BAaHUTE MEAMKAMEHTH, mpwiaranu upe3 UUA,
KaKTo ¥ KoMOuHanusTa uM ¢ JleBkoBopuH, Okcanumiatut, UpuHOTEKaH, TApreTHU areHTH, KaKkTo
MpU CTaHJapTHATa XMMHUOTEPHHUS C MHTPABEHO3HO MpWIOXKeHuWe. B omut nma ce mpeaorBparu
eKCTpaxemaTajiHa TMporpecusi, ce TmpoBexxgaT u KombOuHaumu ot UYMA cbc cucremHa
XUMHUOTEPAIHUS.

3a eAHM OT OCHOBOIIOJIOKHUIIUTE Ha 4YepHOApoOHATa HMHTpaapTepHaliHa Tepamus ce CMATaT
cectpure Kemenun- Hancu u Mapraper, KOMTO HOpOBEXKIAT peaMila NPOydyBaHUsS, KaKTO Ha
pa3IMyHU KOMOWHAIIMK OT MHTPAAPTEPUATHO MPHIIOKEHU MEAMKAMEHTH, Taka U Ha KOMOUHAIINH
OT UHTpaapTepHUaiHa U CUCTEMHA XUMHUOTEPAITHSI.

[Ipu yepHOIpOOHATA MHTpaapTepHaliHa XUMHUOTEpanus ce HabJ0JaBa ChIIECTBEHO MOHMKAaBaHE
Ha CHCTEMHUTE HEXKEJaHU JICKAPCTBEHU PEAaKIMU Ha TMpUJIaraHuTe MEIWKAaMEHTH, KaTo TaJieHe,
MOBpBLIaHe, MUEJOCYIpecuss U nepudepHa HEBpOHaTHsl, KOETO ce OOACHSABA C HUCKUTE HUBA Ha
pasceiiBaHe Ha MEIMKaMEHTa KbM CHUCTEMHOTO KPBBOOOPBINEHHE W TMPEIMMHO YepHOIpoOHaTa
ouonannuHoct. Camata UMA nMa yHUKallHa TOKCUYHOCT, BKIFOUUTEIIHO XUMHUYEH XETMaTuT, I3Ba
Ha cTOMaxa WM JIBaHAJeCeTONPhCTHUKA U OWIMapHa CKIEpo3a, YeCTOoTaTa Ha KOWTO MOrar ja
ObJaT HaAMalleH! 4pe3 J100aBSIHETO Ha JAEKCaMETa30H KbM JiedeHHeTo. OT ChIIECTBEHO 3HAaUCHUE
NPy TNPUIIOKEHHE HA HWHTpaapTepUaTHU XUMHUOTEPANEBTUIM € PEIOBHO IMPOCIEIsBaHEe Ha
4epHOAPOOHUTE MOKa3aTelld M0 BpeMe Ha TepanusTra U MoAu(UIMpaHe Ha MpuiaraHaTa Jo3ara
CHPSIMO TIOJTyYEHUTE PE3yJITaTH.

Baxno e 1a ce yTouHu, ye NpUIIOKEHUETO HAa YepHOIpOoOHA MHTpaapTepHagIHa XUMUOTEpanus ce
MPOBEX/IA B CHEUUATU3UPAHU LIEHTPOBE, B KOHTEKCTAa Ha MYITHUAUCUMIUIMHAPEH €KHUI, KOUTO
BKJIIOYBA  €KCIIEpTH B  XemaroOuiIuapHaTa  XUPYpPrus, MEAUIMHCKATa  OHKOJIOTHS,
WHTEPBEHIIMOHAIHATA PAJANOIOTHSI, 00yUYeHH MEIUIIMHCKUTE CECTPU U HYKIICAPHU MEIUIIH.
UUA B xoMOWHaIusl ChC CHCTEMHA Tepanus TpsOBa ga ce oomuciu npu namuentu ¢ KPK c
HeonepaOUJIHU YepHOAPOOHU METacTa3u, KOUTO ca MPOTPecUpaiy MpU CUCTEMHO JeYeHHE Ha
IbpBa M BTOpa JIMHUA. B mombiaHeHue, yepHOApOOHAaTa MHTpAaapTepUaIHA XUMUOTEpANHITa €
MpUeMJIMBa KaTO JICUCHWE OT MbhpBa JUHUS TPH TANUCHTH C THPBUYHO HEONEpaOMIHI
yepHOApoOHHU Je3un. YNA He ce mpenopbuBa MpU €KCTpaxenartaisHa 00JIECT U3BbH KOHTEKCTa
Ha KJIMHAYHOTO M3MHUTBaHE. XMMHUOTEPANUATa ¢ YEPHOJAPOOHO MHTPAAPTEPHAIHO MPUIOKEHUE
B KOMOWHANMS ChC CHCTEeMHa Tepamus € onuus 3a u3bpanu namuentu ¢ KPK ¢ pesenupanu
4epHOAPOOHU JIE3UH.

15.10. Cxemu Ha YepHOAPOOHA HHTPAAPTEPHATHA XMMHOTEPANHUs MPH KOJOPEKTAJIEeH
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KAPIMHOM € YePHOAPOOHH MeTacTa3u

15.10.1. [IpuaoxkeHue HA MHTpaapTepUaseH MoHo- dayopypaiui (3-6 Kypca)

Fluorouracil — 250mg/m2, unrpaaprepuanen nopt (1A.P.), nau 1-5
[ToBTOpEeHUEe Ha 28 AHU.

15.10.2. UHTpaapTepuaJHo npuaoxkeHue Ha Levcovorin+ Fluorouracil (3-6 kypca)

Leucovorin — 20 mg/m2, IA. P, nau 1-5
Fluorouracil — 250 mg/m2 , IA.P, aum 1-5
[ToBTOpenue npe3 28 aHu.

15.10.3. UTpaapTepuanHo npuaoxernue Ha De Gramont (3-6 Kkypca)

Leucovorin — 200 mg/m2 IA.P. 2-yacoBa undysusi, aau 1 u 2
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nuu 1 u 2

Fluorouracil — 600 mg/m2 IA.P. 22-yacoBa undy3us, nau 1 u 2
[ToBTOpenue npe3 14-21 guu.

15.10.4. UaTpaapTepuanano npuaoxkenve FOLFOX4 (3-6 kypca)

Oxaliplatin — 85 mg/m2 1A.P. 2-4acoBa undysus, nex 1
Leucovorin — 200 mg/m2 IA.P. 2-uacoBa un¢y3us, aau 1 u 2
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nuu 1 u 2

Fluorouracil — 600 mg/m2 IA.P. 22-uacoBa undy3us, qau 1 u 2
[ToBTOpenue npe3 14-21 guu.

15.10.5. UaTpaapTepuasdo npuaoxkenue Ha FOLFIRI (3-6 kypca)

Irinotecan — 180 mg/m2 IA.P. 30-munyTHa HHOY3UsL, aeH |
Leucovorin — 400 mg/m2 IA.P. 2-yacoBa undy3us, aeH 1
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nen 1

Fluorouracil — 2400 mg/m2 IA.P. 46-uacoBa undys3us
[ToBropenue npe3 14-21 nuu.

15.10.6. UaTpaapTepuanado npuaoxenue FOLFOX4 + Panitumumab (opu TtyMopu c RAS

wT)

FOLFOX4 (Bux 1. 17.11.4),

Panitumumab — 6 mg/kg IA.P., nen 1
[ToBTOopenue npe3 14- 21 guum.

15.10.7. UuTpaapTepuanso npuiaoxenve FOLFOX4 + Cetuximab (npu TyMopu ¢ RAS WT)
FOLFOX4 (Bux.1. 17.11.4)
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Cetuximab — 400 mg/m2 IA.P. nociensano ot 250 mg/m2 IA.P. ceamuyno
[ToBTOpenue npe3 14- 21 guum.

15.10.8. FOLFIRI + Panitumumab (npu Tymopu ¢ RAS WT)

Irinotecan — 180 mg/m2 IA.P. 30-munyTtHa undys3us, aeH 1
Leucovorin — 400 mg/m2 IA.P. 2-yacoBa undys3us, aeH 1
Fluorouracil — 400 mg/m2 IA.P. 6onyc, nen 1

Fluorouracil — 2400 mg/m2 IA.P. 46-uacoBa undys3us
Panitumumab — 6 mg/kg IA.P., nen 1

[ToBTOopenue npe3 14- 21 guu.

15.10.9. FOLFIRI + Cetuximab (mpu Tymopu ¢ RAS WT); FOLFIRI (B 1. 17.11.5)

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

15.11. KoMOMHMpaHU cXeMH HA CHCTEMHA M YePHOAPOOHA HHTPAAPTEPHATHAXMMHUOTEPANHUS
MPH KOJIOPEKTAJIeH KAPIMHOM € YePHOAPOOHU MeTacTa3u

15.11.1. Utpaaprepuando npuaoxenue Ha Oxaliplatin 1 udTpaBeHosed De Gramont (3-6
Kypca

Oxaliplatin — 125 mg/m2 1A.P. , 2 gacoBa un¢y3usi, aeH 1

Leucovorin — 200 mg/m2 1.V. 2-yacoBa undysusi, a1au 1 u 2

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

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

Fluorouracil — 2400 mg/m2 1.V. 48-uacoBa uHdy3us, auu 1 u 2 (Bapuant 2- momuduimpanDe
Gramont)

IToBTOpenue npe3 21 auu.

15.11.2. HuTpaapTepuasHo npuaoxkeHue Oxaliplatin + wuHTpaBeHo3HU Leucovorin +
Fluorouracil+/- Cetuximab (npu Tymopu ¢ RAS WT) (3-6 Kypca)

Oxaliplatin — 125 mg/m2 |A.P. 2-dacoBa un¢y3us, neH 1

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

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3us, qau 1 u 2
Cetuximab — 400 mg/m2 1.V. nocieasano ot 250 mg/m2 L.V. ceamuyaro
[ToBTrOopenue npe3 21 guu.

15.11.3.__HWHuTpaapTepuaJHo npuaoxkeHue Oxaliplatin ¥ uHTpaBeHo3HU Leucovorin +
Fluorouracil +/- Bevacizumab (npu TyMmopu ¢ RAS MT)

Oxaliplatin — 125 mg/m2 1A.P. 2-yacoBa undy3us, aeH 1
Leucovorin — 200 mg/m2 1.V. 2-gqacoBa undy3us, aau 1 u 2
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Fluorouracil — 400 mg/m2 I.V. 6onyc, nau 1 u 2

Fluorouracil — 600 mg/m2 1.V. 22-yacoBa undy3us, qau 1 u 2
Bevacizumab — 5 mg/kgl. V., nen 1

IToBTOpenue npe3 21 auu.

15.11.4. UdTpaapTepyaJHo npujoxeHue Ha Oxaliplatin u uHTpaBeHo3Ho FOLFIRI (3-6

Kypca

Oxaliplatin — 125 mg/m2 IA.P. 2-dacoBa un¢y3us, neH 1
Irinotecan — 180 mg/m2 1.V. 30-mMunyTtHa uady3us, aeH 1
Leucovorin — 400 mg/m2 1.V. 2-yacoBa undy3us, aeH 1
Fluorouracil — 400 mg/m2 1.V. 6o:yc, aen 1

Fluorouracil — 2400 mg/m2 1.V. 46-4acoBa uH(}Yy3usI
[ToBTOpenue npe3 21 auu.

15.11.5. HuTpaapTepuaJHO npujaoxkeHue Ha Oxaliplatin + Irinotecan + Fluoruracil u
“HTpaBeHo3HOo Cetuximab (npu TyMopu c RAS WT) (3-6 kypca)

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

Irinotecan — 180 mg/m2 IA.P., 2-yacoBa undy3us, aeH 1

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

Cetuximab — 400 mg/m2 1.V. nocnensano ot 250 mg/m2 1.V. ceamuyno
[ToBTOpenue npe3 21 auu.

16. KAPHUHOM HA AHYC

JIpuexumMuoeyeHne IIpHU JIOKAJIM3HUPAH KaplIUHOM

Fluorouracil + Mitomycin C

Fluorouracil — 500-1000 mg/m2 1.V., npoabiokutenna uadysus, aau 1-4 u 29-32
Mitomycin C — 10 mg/m2 1.V. 6onyc, nau 1 u 29.

Mitomycin C + Cisplatin + 5-FU + JIT

Mitomycin C 12 mg/m?2 i.v. obmra go3a 20 mg aeH 1

Cisplatin 60 mg/m2 i.v. 1-29 [

5-FU 1000 mg /m2/d i.v. npoabmkurenta uadysus 1-4 nen Ha 1 cenmumna u 29-32 nen JIT
50.4 Gy 28 nuu

Mitomycin C + Cisplatin + JIT
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Cisplatin 25 mg/m2 i.v 1,8,15,22 ]|
Mitomycin C 10 mg/m2 i.v. 1]
JIT 36 Gy 20 dpakuuun

Crnen 2 cenmunu nocnenBano ot Cisplatin 25 mg/m?2 i.v. 43,50,57 J]
Mitomycin C 10 mg/m2 i.v. 43]]
JIT 23.4 Gy 13 ¢pakun

XI/IMI/IOTepaHI/IH IIpu ME€TaCTaTH4YHa donect

Cisplatin + Fluorouracil

Fluorouracil — 500-1000 mg/m2 1.V., nuu 1-5
Cisplatin — 100 mg/m2 L.V., npoabmkutentna uHdy3us, 1eH 2
[ToBTOpenue npe3 28 aHwU.

17. HEBPOEHAOKPUHHHU TYMOPHU

[IpencrasnsaBar rpyna oT TYMOPH € pa3inyHa JIOKAJIN3alus U KIMHUYHO IIPOTUYAHE.

BxitouBa cnenHuTe  BHJIOBE: KapUMHOWIHM, TAHKpEacHW, OT Haa0bOpeuHa Kiesa,
(eoxpoMOIIUTOM/TIaparaHriauoM, HUCKO  JU(epeHIpaH/IpeOHOKIeThYEH,  MYJITUIUIEHA
eH/JI0KpuHHa Heorutasus tun 1 u tun 2, Merkel-kieTbueH KapuuHOM U HEBPOEHIOKPHUHEH C
HEHU3BECTEH MPOU3XOI.

JlekapcTBeHOoTO JsledeHne Ha Metacrasupaaure HET ce onpexens oT mporHocTHUHUTE
XapaKTepUCTHKH Ha TyMmopa. M300pbhT Ha TepamusTa 3aBHCH OT CTEIEHTa Ha TYMOpHA
mudepenuuanus (G), nponudeparuBHarta aktTuBHOCT (Ki 67%) u cTenenTa Ha pa3npocTpaHeHne
Ha METaCcTaTUYHUS TIpoIieC (TyMOPHUS 00eM).

[Ipu pagukanHo onepupanu TyMOpH 6e3 00pa3HU U OMOXUMHUYHU JIaHHH 3a MIEPCUCTEHIIUS HE ce
npoBexaa aaoBaHTHO JieueHue. [Ipu Bucoxonudepenmupanute (G1) tTymopu Ouorepanusra
cbc comatoctotuHOBH aHano3n (CCA) Octreotide LAR - Sandostatin LAR, kakto u ¢
Lanreotide, Lanreotide Autogel (Hepeructpupanu B bbarapus) e jiedeHne KaTo MOHOTEpAIUs
pu GaBHOHAPACTBAIIM TYMOPH B MeTacTatuueH ctaauii. COMaToCTaTUHOBUTE aHAIIO3U ¢ OBP30
JeWCTBUE U YABIKEHO OCBOOOXKIaBaHE Ca OCHOBHHU IPU JICUSHUETO HA KapLUHOUIHUS CUHAPOM
U B CIIyJaWTe Ha MpeonepaTuBHa moaroroBka Ha ¢pynkiumonupamu HET. B cinydanre Ha paHHa
nporpecus (<6 Mec.) XuUMHOTepamusTa € OCHOBEH Merox Ha u3zbop. KomOunumpanata
ouonornuna tepanus (Sandostatin LAR) u TapretHa Tepanus ce mpearnovyuTa mpu TYMOPH C T0-
OaBHa TTpOTpeCHs.

Xumuotepanusta ce npenopbusa npu Meractasupanu HET G2 m HET G3, ne3zaBucuMo ot
nokanu3anusaTa u npu Ki 67% nanm 2% .
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He ce npenoppuBa npu kiacuueckute kapuuHonau Gl mopaau TepaneBTHUYEH OTIOBOP IOJ
15%.

TaprerHuTe Tepanuu ChIIO HAMUPAT IIPUIIOKEHUE B CUCTEMHOTO jedyeHne Ha HET. Knunuuna
epexTUBHOCT TyK ca mnokazamu mTOR wunxuburopsr Everolimus u MynTHKHHA3HUSAT
uaXuouTOp Sunitinib.

XI/IMI/IOTeDaHI/ISI Opu HEMCTAaCTaTH4YHa 0oJtecT

Kapuunounnu tymopu

XuMmuotepanusi ce oOChKJa Hpu OpoHXHMalHA M THUMYycCHa Jiokanuzauus. llpunara ce cien
pe3eKIUs Ha THUMYCHH TYMOPH C JIOKOPETMOHAJIHO pa3NpOCTpaHEHHWE M TpPHU OpPOHXHATHU
TYMOpPH € HUCKa cTeneH Ha audepenuunanus — G2 u G3.

Cisplatin (Carboplatin) + Etoposide

Cisplatin — 60 mg/m2 (Carboplatin AUC4-5) 1.V., nen 1
Etoposide — 100 mg/m2 1.V., nuu 1-3
[ToBTOopenue npe3 21 gHu.

HeBpoeHIOKpUHHN TYMOPH OT HALOBLOpEYHA JKile3a

XuMuoTepanusi ce INpuiara ciej onepanus Ha aJpeHaJeH KaplLMHOM C HHUCKAa CTENEH Ha
mudepenuranus — G2 nu G3 wiaM npu HeomepaOWJIEH TyMOp, HE3aBUCHMMO OT CTEIEeHTa Ha
audepeHnranus.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. nneBHO, yBenmuuaBane 10 4-6 g P.O. mHeBHO
(MUHEMYM 3 Mecela); P XOPMO- HOAKTHBHU TYMOPH C TPOSIBU Ha CUMIITOMATHKA.

qDCOXDOMOHI/ITOM/HaDaFaHFJII/IOM

He ce MPpOBECKAA XUMHUOTCpAITUA.

Huckomudepenumpanu TyMOpH WIM APEOHOKIEThYEH (HeOenoapo0eH) KapIInHOM

Cnen Xupypruss WIM Tpd HeolepaOWJieH TyMOp Ce€ TpWiara XUMHOTEpamnus KaTo
NpeOHOKJIETHYCH KapIIMHOM Ha OsiT ApoO, ChueTaHa WK HE C TbUelIeueHHE.

3a

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

MynTHiuieHa eHI0KPUHHA HEOIIa3ust ThIl |

XuMuoTepanusi ce mpuiara ciej] HembjiHa pe3ekuus Ha xunoduseH tymop ¢ ACTH-3aBucum
curzpom Ha Cushing.

Ketoconazole — 200-450 mg P.O. aueBno 10 1200 mg aHEBHO.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. nHeBHO, yBenu4yaBane 10 4-6 g P.O. aHeBHO mpu
MOHUTOpPHUpAHE HA TJIa3MEHU- T€ HUBA (MUHUMYM 3 Mecela).

MynTuniaeHa eHIOKPHHHA HEOIIa3us THIT 2

HpI/I HaJIN4uec Ha (I)COXpOMOI_II/ITOM CJIca pe3CKuus CC Ipuiiara Jb4CjICUHCHUC U anq)a-6n01<aﬂa.

XI/IMI/IOTGDaHI/ISI opu METaCcTaThu4Ha Ooxect

Kapnunowanu rymopn

HaznauaBa ce Octreotide, HE3aBUCUMO OT HaJM4Yu€ WM OTCHCTBUE Ha KapUMHOUAEH CHHIPOM
(Ipu TyMOpH € MPOU3XO0]] OT XpPaHOCMUJIATENIEH TPAKT U Osu1 Ap0O):

Octreotide LAR — 30 mg .M. (noBTopenue mpe3 28 nHu).

Monortepanus ¢ Everolimus** — 10 mg P.O. aneBHO (Hpu KapUUHOUTHU TYMOPH C
0e101po0eH MPOU3X0I).

[Ipn Hanuume Ha BHCLUEPAIHM MeTacTa3u (4YepeH Apo0, Me3eHTEepHalHW JUM(QHU BbH3IJIH)
JOI'BJIHUTEITHO ce 00CHKIaT 4-6 Kypca XUMUOTEpaIIus:

Dacarbazine — 1000 mg/m2 1.V., nen 1 I[ToBTOpenue mpe3 3 ceaMuIIu.

FDE

5-Fu 500 mg/m2 i.v. 1 no 3 nen
Dacarbazine 200 mg/m2 i.v. 1 no 3 aen Epirubicin30 mg/m2 i.v.1 no 3 nen

IIpe3 3 cenm. makc. 9 kypca
MonTtepanus ¢ Capectabine - no3a. 1500 - 2000mg/m2 P.O.
nHEeBHO aHM 1-14

Mownotepanus ¢ Temozolomide 150 mg/ m2 P.O. 1-5 aen nipe3 28 auu
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CapTEM
Capectabine - mo3a. 1200mg/m2 P.O. 1-14 nen

Temozolomide 150 mg/ m2 P.O. 10-14 nen, npe3 28 quu

HGBDOGHI[OKDI/IHHI/I TYMOPH Ha XPaHOCMUJIATCIICH TPAKT

Momnotepanus ¢ Octreotide LAR — 30 mg I.M., npe3 28 nuu (ipu 4peBHA TYMOPH).

Momnotepanust ¢ Everolimus — 10 mg P.O. nHeBHO (mpu HEBPOEHIOKPHUHHU TYMOPH C
MaHKPEaCeH UM YPEBEH MPOU3XO]).

Octreotide LAR + Everolimus (ipu HeBpO€HIOKPHHHHU MTAHKPEACHU TYMODPH).
Octreotide LAR — 30 mg .M.

Everolimus — 10 mg P.O. nueBHo, auu 1-28

[ToBTOpeHue npe3 28 aHMU.

[Ipu mporpecust Ha Octreotide LAR u Hanuume Ha BUCHEpaTHU METAacTa3d ce OOCHKIAT
ciegHuTe U360pu: Sunitinib — 37.5 mg P.O. agHeBHO, 6€3 TepaneBTUYHU NAy3H JI0 IPOTPECHUS.

Everolimus — 10 mg P.O. aHeBHO, /10 TPOrpecHsl.
Octreotide LAR + Everolimus

Octreotide LAR — 30 mg .M.

Everolimus — 10 mg P.O. nueBHo, auu 1-28
IToBTOpeHue npe3 28 aHuU.

Everolimus — 10 mg P.O. gueBHo.

[Mpy HamuuuMe HA BHUCHEPATHU METACTa3W [JONBIHHUTENHO ce o0ckxaaTr 4-6 Kypca
xumuotepanusi: Cisplatin + Etoposide = Epirubicin

Etoposide — 130 mg/m2 1.V., nuu 1-3
Cisplatin — 45 mg/m2 L. V., nau 2-3

+ Epirubicin — 90 mg/m2 L.V, nexn 1
[ToBTOpenue npe3 21 gHwu.

Capectabine.

Bropa nuHHS py MeTacTaTUYHN HEBPOCHIOKPHUHHHN TYMOPH
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HeBpoeHnnokpuHHu TyMOpH OT HaI0bOpeUHa xkJie3a

XumuoTepanus ce IpuJjiara ciiefl pe3eKius Ha IbPBUYEH aIpEeHaJIeH KapLIMHOM U Ha
MeTacTa3u Win 0e3 HaIn4Yue Ha XUPYPTHusl.

Cisplatin + Etoposide + Epirubicin

Cisplatin — 40 mg/m2 (Carboplatin AUC5-6) L.V., nau 2 u 9

Etoposide — 100 mg/m2 1.V., nuu 5-7 Epirubicin — 30 mg/m2 L.V., nau 1 u 8
[ToBTOpeHue npe3 28 aHMU.

O-P-DDD (Mitotane, lysodren) — 2 g P.O. aueBHo, yBenuuaBane 10 4-6 g P.O. qHeBHO nipu
MOHHUTOPHpPAaHE Ha IIa3MEHUTE HUBa (MHHHUMYM 3 Mecera).

[ToBTOpenue npe3 28 gHwU.
deoxpomonurom/maparanriaroM O0CexKAAT

ce 4-6 Kypca XUMHOTEpanusl.
Cyclophosphamide + Vincristine + Dacarbazine

Cyclophosphamide — 750 mg/m2 1.V., aean 1 Vincristine - 1.4 mg/m2 LV, nen 1
Dacarbazine — 600 mg/m2 LV., mau 1 u 2

[ToBTOpenue npe3 21 guu.

Huckoaudepenuupanu TyMopH Ui 1peOHOKIIEThYEH (HE0enoapoOeH) KapIlMHOM

XuMuOTepanusi ce Ha3HayaBa CIOpE] MpaBWjiaTa MpPU IPEOHOKICTHUYCH KapIUHOM Ha Osi
npo0.

MynTurieHa eHI0KpUHHA HeoIu1a3usd Tin 1 u tun 2

OOcwxaa ce XUMUOTEpaIusi CIOpe] IbpBUYHATA JIOKAIM3allMs Ha ChOTBETHHUS METacTaTHYEH
TyMOp.
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18. KAPIMHOM HA SWYHUK, ®AJOMUEBA TPHBA H
II'bPBUYEH IEPUTOHEAJIEH KAPIIUHOM

EBporma e cpen peruoHute ¢ Hail-BUCOK Opoii HOBU Ciy4yaW OT OBapHalieH KapIUHOM B CBETa.
3abossieMOCTTa € TMO-BHCOKa B M3TOUHUTE M ceBepHH EBpormelicku cTpaHu, Hail-HUCKa € B
F0’)KHOEBPOIEICKHUTE.

V¥V nac opapuannuar kapuuHoMm (OK) e cbhIIo mecTH mo 4ectora cpejl 3710KaueCTBEHUTE
TYMOpH NpHu keHU. OBapUATTHUAT KapIMHOM € BOJICIA MPUYMHA 32 CMBPT OT 3JI0KAaYECTBEHU
3a00151BaHMsI HA )KEHCKUTE TeHUTAIMU. B bbirapust okono 421 »eHu ymMupar roJIMITHO C Ta3u
nuartosa. IlerroauniHata npekuBsieMoCT mo ctaauu € cborBeTHO: 90% - I cT, 70% - II cT,
39% - I ct., 17% - IV cT. 3a cbxanenue okono 64% ot GOTHUTE Y HAC c€ JUArHOCTUIIMPAT B
aBaHCHUpaJ CTAJIUM.

C HaBiau3aHETO Ha PARP'I/IHXI/I6I/ITOpI/ITe B KIIMHHWYHATa IIPpaKTHKad, BB3MOKHOCTHUTC Ha
JICKApCTBCHOTO JICUCHUEC ITPU TO3H 3JIOKAYCCTBCH TyMOp CC HOIIO6pI/IX3 3HAYUTCIIHO.

XuUMHOTEpanus ce MPOBEkK/JIa KaTo: aJI0BaHTHA IMPU PAIUKAIHO ONEepUpaHu OOJHU (BKJ. ChC
CUCTEMHa Ta30Ba W IapaaopTajHa JHUM(aJEHEKTOMHS), HEOaJI0OBAaHTHA — IPU JIOKAJIHO
aBaHCHPaJIN MHONEPAOMIHU OOJTHU U TeparneBTHYHA — [IPH MeTacTaTH4Ha O0JIecT.

AnioBaHTHa XMMHOTEpanus He ce nposexna B craauilt IA, B ¢ BucokonudepeHumrpanu
tymopH (G1) u XxucTonorus, pa3iuyHa OT CBETJIOKJIEThYEH KapIIMHOM.

HeoaaroBanTHa XUMHOTEDAITUS

Haznauaga ce npu FIGO craauii IIIC u IV.

Carboplatin + Paclitaxel Carboplatin — AUC4-6 1.V, nen 1 Paclitaxel — 175 mg/m2 L.V., nen
1 IloBTOpEeHnue npe3 21 quu.

Paclitaxel + Carboplatin + Bevacizumab Paclitaxel 175 mg/m?2 iv. 3u4. Uu¢ nen 1 Carboplatin
AUC 4-6 iv. nen 1

Bevacizumab 15 mr/kr i.v. nex 1

Carboplatin + Docetaxel (mpu HenmonocumocT kbM Paclitaxel) Carboplatin — AUC 4-6 L.V,
neH 1

Docetaxel — 75 mg/m2 1.V, nen 1

[ToBTrOopenue npe3 21 guu.

AI[IOBaHTHa XUMHOTCPAIINA

IIpu crammii IA, B (ymMepeno no nuckomudepenuupanu tymopu — G2-3)

Momnotepanus ¢ Carboplatin AUC6 (Cisplatin — 100 mg/m2) L.V., nen 1
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[ToBTOopenue npe3 21 auu (4-6 Kypca).

IIpu cragmii IC u IIA (6 xypca)

B Ta3u KaTeropusd CC BKIIIOYBA U XUCTOJOTI'HMA HAa CBETJIOKJIICTHYCH KapIUHOM.
Momnotepanus ¢ Carboplatin AUC6 L.V. (Cisplatin — 100 mg/m2) I.V.

[ToBTOpeHue npe3 3 ceaMuIy.

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 1.V. (Cisplatin — 75 mg/m2 1.V.), nen 1
Paclitaxel — 175 (135 mg/m2) mg/m2 1.V, nen 1
[ToBTOopenue npe3 21 gHu.

Cp

Cyclophosphamide — 600 mg/m2 L1.V., nen 1
Cisplatin — 75 mg/m2 L.V., nen 2
[ToBTOpenue npe3 21 gHu.

benexka: IIpu 6osHu ¢ HapymeHa 0b0peuHa QyHKIUS U CbC ChPACYHOCHI0Ba OosIecT
Cisplatin ce 3amens ¢ Carboplatin.

CarboC

Carboplatin AUC 4-6 I.V., nen 1
Cyclophosphamide — 600 mg/m2 LI.V., nen 1
[ToBTOpenue npe3 21 guu.

| nuaus XUMHOTEPAIINUA

[MpoBexxna ce mnpu WHPBHYHO aBaHcupana Oonect (crammit 1IB-1V) w/wmm  cnen
MaKCHUMaJTHa/ONTHMAaTHa BTOPUYHA IIUTOPEAYKTUBHA XUPYPIUs (MHHUMYM 6 Kypca).

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 75 mg/m2) I.V., nen 1

Paclitaxel — 175 mg/m2 3-uacoBa unby3us, neH | (Win CeAMUIHO MPUIOKEHHE HA
Paclitaxel — 80 mg/m2)

[ToBTropenue npes 21 guu.

Carboplatin + Paclitaxel + Bevacizumab
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Carboplatin — AUC6 1.V., nen 1

Paclitaxel — 175 mg/m2 1.V, nen 1

Bevacizumab — 15 mg/kg I.V., nen 1 (neuenuero ¢ Bevacizumab npoabsmkasa 15 mecena)
[ToBTopenue npe3 21 aam (6 Kypca).

[Monabpikariio nedenue ¢ Bevacizumab e npenopbuntenHo npeauMHo Mpy NalMeHTH 0e3
BRCA . repMuHaTUBHY WM COMATUYHU MYTAlUH.

MOHOTepaHI/IH Ipu 0oJHY ¢ IIPOTHUBOIIOKAa3aHUsA 3a TAKCAHU:

e Cisplatin — 100 mg/m2 I.V. nipe3 21 auu.
e Carboplatin AUCG6 1.V. nipe3 21 aun.
e Cyclophosphamide — 100-150 mg P.O. aueBHo, auu 1-25, npe3 28 quwu.

[Mogabpxaliio JieueHrue Ipu Bb3PACTHH MALMEHTKHU ¢ aBaHcupai (ctaguit 111 u
IV no FIGO) BucokocteneHen emuteneH pak Ha sidynunure ¢ BRCA1/2
MyTanus (repMUHATUBHA W/WJIM COMAaTUYHA), pak Ha (QalonueBUTe TPHOU WU
II'BPBUYEH MEPUTOHEATICH paK, KOUTO Ca CE MOBIUSIU (ITBJEH WIM YaCTUYCH
OTTOBOP) CJI€/ 3aBbpIIBAaHE HA IIbpPBA JMHUS HAa XUMUOTEpanus Ha O6a3ata Ha
IJIaTUHA.

Olaparib 600 mg Ta6nerku qHeBHO, P.O, 10 2 TOAMHM WK 10 IPOTPECHS

1l 1MHNA XUMHUOTEpanNs

[Ipu nporpecust Ha GosecTTa HajJ 6 Mecena ciiell XuMUoTepanus, chabpxaiia paclitaxel

HpI/mara CC ChIIUAT PCIKUM.

ITpu nporpecus Ha GonecTTa HajJ 6 Mecela ciell XuMUoTepanus, Hechbpxaiia Paclitaxel

Cisplatin + Paclitaxel (Bux T. II).

Carboplatin + Gemcitabine

Carboplatin AUC4 1.V, nen 1
Gemcitabine — 800 mg/m2 I.V., nau 1 u 8
IToBTOpenue npe3 21 guu.

HpI/I nporpecus Ha OoitectTa Hazx 6 Mecea Ciaca JICUYCHUC C HJ'IaTI/IHa-6aSI/IpaH PCIKUM

Carboplatin + Gemcitabine + Bevacizumab

79



Carboplatin AUC4 1.V, nen 1
Gemcitabine - 1000 mg/m2 L.V, qau 1 u 8
Bevacizumab - 15 mg/kg 1.V, nen 1
[ToBTopenue npe3 21 aam (10 mporpecust).

Etoposide + Epirubicin

Etoposide — 100 mg/m2 1.V., aau 1-3
Epirubicin — 60 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 guu.

Ifosfamide + Paclitaxel

Ifosfamide — 1500 mg/m2 1.V., nqau 1-3

Mesna — 400 mg/m2 L.V., B uacose 0, 4 u 8 cien Hayanoro Ha ifosfamide
Paclitaxel — 175 mg/m2 L.V, nen 1
[ToBTOpenue npe3 28 gHu.

Etoposide + Ifosfamide/Mesna

Etoposide — 100 mg/m2 1.V., nuu 1-3

Ifosfamide — 1000 mg/m2 1.V., nuu 1-3

Mesna — 400 mg/m2 I.V., B yacose 0, 4 u 8 cien Hayanoro Ha ifosfamide
[ToBTOpeHue npe3 28 gHMU.

Mownotepanus ¢ Olaparib tabl. - 600 mg P.O. nHeBHO, 10 mporpecus. HaznauaBa ce mpu
IIBJTHA WJTH TTApIHATHA PEMHICHS Ha eTTUTEIICH IJIaTHHA-IyBCTBUTENICH OBApPHAJICH KaPIIMHOM.

[Ipu nporpecust Ha 6osecTTa o 6 Mecena ciies] XuMuoTepanus, Hechbabpkaiia Paclitaxel

ITpunara ce Paclitaxel — 175 mg/m2 1.V. (moBropenue npe3 21 qun) unu Paclitaxel — 80
mg/m2 L.V, nau 1, 8, 15 u 22 npe3 28 nuu
+ Bevacizumab — 10 mg/kg I.V. npe3 14 mau (10 nporpecwst).

benexxa: Ilpu 6onect, pe3ucTeHTHa Ha MIaTHHa-0a3upanu pexxumu u/win Paclitaxel, morar
Jla ce BKJIIOYBAT M JICKApCTBEHHM NMPOJYKTU MOJ (opmMa Ha MOHOTepamnus, 0e3 ChllecTBEHa
pas3nuka B epeKTUBHOCTTA, HO C Pa3JInKa B TOKCUYHUS TPOQUIL.

[Ipu mporpecus Ha 6oecTTa Mo 6 Mecena ciaea XuMroTepanus, chabpxaiia Paclitaxel

Topotecan — 1-1.5 mg/m2 1.V, nuu 1-5
[ToBTOpenue npe3 21 guu.
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Ifosfamide — 1000 mg/m2 1L.V., nau 1-5, u Mesna — 400 mg/m2 1.V, B yacose 0, 4 u 8
ciiex Hayanoto Ha Ifosfamide
[ToBTOpEeHue npe3 28 aHuU.

Etoposide — 100 mg/m2 1.V., nuu 1-5
[ToBTOpenue npe3 28 aHwu.

Cyclophosphamide — 100-150 mg P.O. nueBHo, auu 1-25
[ToBTOpenue npe3 28 gHu.

Vinorelbine — 25 mg/m2 L.V, nau 1 u 8
[ToBTOpenue npe3 21 auu.

Gemcitabine — 800-1250 mg/m2 I.V., nuau 1 u 8 (15)
[ToBTOpenue npe3 28 gHu.

Topotecan + Bevacizumab

Topotecan —4 mg/m2 L.V, nuu 1, 8 u 15
Bevacizumab — 10 mg/kg I.V., nau 1 u 15
[ToBTOpeHue npe3 28 auu (10 mporpecus).

Carboplatin + Doxorubicin (PLD)**

Carboplatin AUCS5 1.V., gen 1 PLD**
30 mg/m2, nen 1
[ToBTOpenue npe3 28 auu (6 LUKBIA).

19. KAPHUMUHOM HA EHAOMETPUYM

B pa3ButuTe cTpaHu pakbT Ha MaTKara € Hai-uecTo CPelaHOTO TMHEKOJIOTMYHO 3JI0KaueCTBEHO
3abonsaBane. Exeromno B EBpomneiickust cpio3 ce peructpupar okono 100 000 HoBu cimyyas ¢
engomerpuaneH kapiuuHoMm. [loBeue ot 90% oT ciydaute ¢ pak Ha €HJIOMETpUYMa Ce
JUArHOCTULIMpAT NpU >KeHu Haja SO0-roguimiHa Bb3pacT, CbC CpeAHa BbB3pACT MPHU
nuarsoctunupane 63-roguau. Oxono 4% OT )KEHHUTE C paK Ha €HJOMETpUyMa ca Mo- MJIau OT
40 rouHU ¥ MHOTO OT TAX BCE OILE JKeasT Ja 3ana3siT cBosta peprunHocT. [lo- ronsmara yact
OT CIIy4aWTe C CHIOMETPHAICH pak ce nuarHoctunupar pado (80% B craawii I), ¢ S-rogumiaa
MpeXuBsieMocT Hal 95%.

OcHoBeH Je4eOCH METOJ € XHUPYPrUYHHUAT — JIAMAPOXHCTEPEKTOMHUSI C JIByCTpaHHa
agHeKcekToMus. JIbuenedeHneTo nMa BoJIeIa poJisl KaTo aaiOBaHTEH METOJ B TEPANIEBTUYHOTO
MOBEJIEHWE TIPU paka Ha MaToyHOTO Tsuio. Cramuar Ha 3a00isBaHETO ompenens odemMa Ha
JIBUCIICUCHUETO M U3I0/I3BaHaTa TCXHHUKA.

Jlo6aBsiHETO Ha aJI0BaHTHA XMMHUOTEPANUS KbM Ha3HAUYEHO JIbYENICUEHUE MIPU €HIOMETPOUICH
tun kapuuHoMm Il craguii, momoOpsiBa CTAaTUCTHYECKHM 3HAUYMMO CBOOOJHATAa OT MpPOrpecus
MPEXIKAEMOCT U 0011aTa 5-TOANIIHA IPEXKUBIEMOCT.
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HpI/I HCOHepa6I/IJ'IeH JIOKaJIHO aBaHCHUpaJl KapIIMHOM M IIPpH METacTasupalio 3a00I1s1BaHe BoOJ€CIIa
POoJit UMa CUCTEMHOTO JICKAPCTBCHO JICUCHUC.

A,Z[I-OBaHTHa XUMHOTEpAIInA

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUCA4-6 (Cisplatin — 60 mg/m2) L.V., nen 1
Paclitaxel — 175 mg/m2 1.V, nen 1
[ToBTOpenue npe3 21 qHu

XI/IMI/IOTepaHI/IH IIpu ME€TaCTaTHu4YHa oonect

Epirubicin + Cisplatin

Epirubicin — 60 mg/m2 L.V., nen 1
Cisplatin — 75 mg/m2 L.V., nen 1
[ToBTOopenue npe3 21 aHu

Carboplatin (Cisplatin) + Paclitaxel

Carboplatin AUC4-6 (Cisplatin — 60 mg/m2) L.V., nen 1
Paclitaxel — 175 mg/m2 L.V, nen 1
IToBTOpenue npe3 21 nuu

Ifosfamide/Mesna + Cisplatin

Ifosfamide — 2000 mg/m2 1.V., nen 1, 12-yacoBa undy3us

Mesna — 800 mg/m2 1.V., B wacose 0, 4 u 8 ciex Hadanoro Ha [fosfamide Cisplatin — 50
mg/m2 L.V, nen 1

[ToBTopenwue npe3 21 gam (6 Kypca).

Moxe Ja €€ MPUIIOKU MOHOTEpAIA C aHTPAIUKINHA WJIN TaKCaHH.

JlexapcTBeHH KOMOMHAIIMH, TPUJIATaHU MTPH KapLIUHOCAPKOMU

Paclitaxel +Carboplatin

Paclitaxel 175 mg/m2i.v. D1
Carboplatin AUC 6 i.v. D1

Paclitaxel +I1fosfamid
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Paclitaxel 135mg/m2 i.v. 3a 3 yaca D1

Ifosfamide 1.69/m2/D i.v. (peaymupana q0 1.2¢g/m2/ ako manueHThT € HOTydrIT
npeaBapuTepHo Jpyerepanusi) D1-3.

[ToBTOpenue Ha 3 cegMULIM 10 8 IIUKbJIA.

Cisplatin + Ifosfamide

Cisplatin 20mg/m2/D i.v. + Ifosfamide 1.5g/m2/d i.v. 3a 1 yac D1-4 Mesna 120mg/m2 i.v.
bolus 3a 15 munytu (HatoBapBama mo3a) D1 Mesna 1.5g/m2/d nponbsmkurenna nandysus D

14

Cisplatin

Cisplatin 50 mg/m2 i.v. D1
[ToBTOpEHME HA BCEKU 3 CEMUIIHU.

Carboplatin

Carboplatin 400 mg/m2 i.v./D1
[loBTOpEHME HA BCEKU 3 CEAMULIM.

Paclitaxel

Paclitaxel 110-200mg/m2i.v. D1
[ToBTOpEHNE HA BCEKU 3 CEAMUIIH.

Topotecan

Topotecan 1.2-1.5mg/m2/d i.v. D 1-5
[ToBTOpEHME HAa BCEKU 3 CEIMUIIN.

Docetaxel - Ilpuiara ce npu npoTuBonoka3anus 3a jedenune ¢ Paclitaxel

Docetaxel 36mg/m2 3a 1 gac, i.v. D1,8, u 15
[ToBTOpEeHNE HA BCEKU 4 CEAMUIIH.

Ifosfamide

Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v. B Hauanoto 15 MuHyTH npeau uHdysusara
Ha |fosfamide - D1 - 3
[ToBTOpenue Ha 3 ceamuny .

XopmoHOTEpanus

AJIOBaHTHa XOPMOHOTEpAIs HE C€ MPOBEXJa. XOPMOHOTEpamnus ce mpujara mpu OONHH ¢
mudepenniupanu Tymopu (Gl), ¢ JTOKOpETMOHAJIEH PEUUJIWB W/WIM JAJCYHH METacTa3u.
EdexThT Ha eueHueTo ce onpenessi OT HaJTM4ue Ha CTEPOMIHHN PELENTOPH B TyMOpa, MOpaan
KOETO C€ MPEnopbhuBa IMYHOXHCTOXUMHYHO U3CIICABAHE.
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Medroxyprogesterone Acetate — 1000 mg P.O. guesno (10 gau Hacumane); cieq ToBa — 500 mg
P.O. 3 mpTH CeAMHYHO — CaMOCTOSTENHO WM B komOumnHamus ¢ Tamoxifen — 40 mg P.O.
JTHEBHO.

CapKOMI/I Ha MaTOYHOTO THAJIO

MatoyHnuTe capkoMu OOXBamar Mmo-Maiko OT 1% OT 3JI0Ka4eCTBEHHUTE THHEKOJIOTUYHH
3a0osaBanus U 0T 2% 110 5% OT BCUYKM 3710KaueCTBCHHU 3a00JiIBaHMs Ha MaTKaTa. JleueHneTo
MIPH JIOKAJIM3UPAHO 3a00JIsIBaHE € OTNEepaTUBHO. JIbueneueHueTo He € CTaHIapT — MPOBEXKIa Ce
caMO TIpH OMNpeACicHH IOKa3aHusd. JIOKaJHO aBaHCHPAIHWTE, HEONCPAaOWIHHU, KaKTO |
METACTa3upaIUTe TYMOPH TOJICKAT HA CHUCTEMHO JIEKAPCTBEHO JICYCHHWE — XOPMOHAIIHA
Tepanusi IpU ONMPEICICHH XHUCTOJOTHYHHM THIIOBE U IIMTOCTATHYHO JieueHHEe. [luTocTaTHuHOTO
JICYCHHE HE CE pa3jiMyaBa ChINECTBEHO OT TOBA IIPH OCTAHAJIUTE MEKOThKAHHU CAPKOMH.

Jlellomnocapkom

1.Gemcitabine 900mg/m?2 i.v. 32 90 munytu D 1 u 8 , ciieasan ot Docetaxel 100mg/m2 i.v.
3a 60 munytu - D8, cnensan ot

['panynouurten kononuo-crumymnupal paxrop (G-CSF) 150p/m2 s.c. D 9-15 wnn
Pegfilgrastim 6mg s.c. D 9 unu 10.
IToBTOpenue Ha 3 ceMUIM 10 IPOTPECHs WK MPOsiBa HA TOKCUYHOCT.

[TanmenTH, MOTy4nIN NpeABapUTEIHO JIbUETEpanus 3a Ta3a, noiaydanar 1o3u Gemcitabine
675mg/m2 i.v. u Docetaxel 75 mg/m2 i.v.

2.Doxorubicin 50mg/m2 3a 15 munytu D1 ,nocnensan ot Ifosfamide 5g/m2 upe3 24 yacosa
nHpy3us 1.V. ¢

Mesna 6g/m2 B 36 yacoBa uH(QY3HUS 1.V.

[ToBTOpEeHME Ha 3 ceqMUIH.

3.Doxorubicin 60 mg/m2 i.v. D1

Dacarbazine 750mg/m?2 i.v. upe3 uady3us 3a 96 yaca D1 no 4 IloBropenue Ha 3 cenMHUIIH.

4.Gemcitabine 10mg/m2/muH 1.v. 3a 180 munytu D 1, mocneasan ot Dacarbazine 500mg/m2
1.v. 32 20 MuHyTH Bceku 2 ceamuiu 10 oomo 12 nukbia. [loBraps ce Ha BCeku 2 ceIMUIM 10
00110 12 muKbiIa.

5.Vinorelbine 25mg/m?2 i.v. 3a 10 munytu D 1 u 8, nocneasano ot Gemcitabine 800 mg/m2
1.v. 32 90 min.

IToBTOpeHue Ha 3 ceqmui. MoHOXMMHOTEpaNHs



Ifosfamide 2g/m2/d i.v. + Mesna 2g i.v B HauanoTo 15 MUHYTH TIpean HHQY3UsATa Ha
Ifosfamide - D1-3.

[ToBTOpEHME HA 3 ceqMUIH .

7. Dacarbazine 1200 mg/m?2 i.v. 3a 20 munyts - D1

[ToBTOpEeHME HA 3 CEAMUIH 10 MAKCUMYM 8§ IHUKBIIA.

8. Doxorubicin 75mg/m2 i.v. bolus - D 1 IToBropenue Ha 31 auu.
9.Epirubicin 75mg/m2 i.v. bolus - D1 IToBropenwe Ha 3 ceAMHUIIH.

10. Gemcitabine 1,000mg/m2 i.v. D 1, 8 u 15 [loBTOpenue Ha 4 ceqmMuIy.
Ifosfamide 1.5gm/m2 i.v. exxenneBHo ¢ Mesna D 1 10 5

11.Vinorelbine 30mg/m2 D 1 u 8 [ToBTOpeHue Ha 3 ceAMMUIIH.

12.Docetaxel 36 mg/m2 i.v.3a 1 wac D 1, 8, u 15 IloBropeHue Ha 4 CeIMHUIIH.

20. TPO®OBJACTHA BOJIECT

I'ecranmmonnara TpodobmactHa GonecT obenuHsIBa rpyna 3a00JsIBaHUSA, CBBP3aHU C TYMODH,
KOUTO C€ pa3BUBaT OT TPOoQOOIACTHH KIETKH B IUIAIIEHTAaTa 10 BpeMe Ha OpeMEeHHOCTTA.
HezaBucuMo OT HHMCKaTa CH 4ecToTa — MO-Maiko OT 1% OT TMHEKOJOTMYHHUTE TYMOPH, TS
MIPEJCTaBIsIBA 3HAUUTEJIEH HHTEPEC MOpaad MHOTO JOOpUTE JIedeOHU Pe3yaTaTh y MIIAAN JKEeHH
B PEMpOAYKTHBHA Bh3pacT. UeTupure BUAA Ha recTtaiimoHHa TpodobiacTtHa OosecT BKIIOYBAT:
II'bJIHA MOJIA XUAATUTO3a - IPU Hesd HE ce HaOJI01aBaT MJI0JHU U TUTAlIEHTApHU YacTH, YaCTUYHA
MoOJla XHUJATHTO3a, KOUTO CHOTBETHO C€ pa3/eNsaT Ha HEWHBa3WBHAa W WHBAa3WBHA MOJA, U
XOPUOKaApIUHOM. HMuBa3uBHaTa Moja € IIhJIHa MOJa — UMa ACCTPYKTUBCH CTPOCK W MHBA3Hpa
MYCKYJIHHS CJIOM Ha MaTO4YHATa CTEHA.

XOpHOKAPIIMHOMBT € PSIBbK arpecuBeH TYMOP, MPOU3X0XKaall oT TpodobmacTaus enuresn. Haii-
gecT € 710 35 r. Bp3pact. YecTo mpeau Hero € MMajio Ipo3JI0BUIHA OPEMEHHOCT, IJIalleHTapHU
TpO(POOIACTHH TYMOPH U CIHUTEIOHIHH TPOPOOJACTHH TYMOPH, KOMTO Ca WHBA3WBHU U Ca
HapuvaHu [ecrarmonna Tpodobiactaa Heorasus (GTN). Yecrorara Ha Moa XUAATUTO3a €
no-manko ot 10 Ha 1000 6pemMeHHOCTH.

Crrinacno npenopbkute Ha FIGO, cren eBakynpane Ha MoJia XuaaTua03a, nuarao3ata GTN
(recranimonHa TpodoOIacTHA HEOTJIA3Hs ) C€ TTOCTaBs MIPH:

3anbprkane croiHocTuTe Ha Oeta UXI (HCG — yoBemku XOpHOroHaJ0TPONUH) Ha €IHO HUBO
Han 3 cemMunu TokauBane ¢ Han 10% nHa croiiHocTuTe Ha Oera UXI B pamkute Ha 2 -4
CEIMHIIN;

3abpprkaHe Ha cToiHOCTH Ha 6era UXI" Hajg HopMaTa 6 Mecela cie/] eBaKyalus Ha MoJaTta;

XUCTOJIOTHYHO JIOKa3aH XOpPHOKApLUMHOM, IUIalleHTapeH TpodolOmacTeH TyMop, WU
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enuTenonieH TpohobdIacTeH TyMOp ajleyHO MeTacTa3upaHe.

B nombpnHeHMe KbM aHATOMMYHOTO CTaJUpaHE CE Ipujlara TOYKOBAa CUCTEMA, BKJIIOYBAILA
MIPOTHOCTUYHHU (haKTOpa 3a OIICHKA HA PUCKA M IPOTHO3UPAHE OTTOBOPA KbM XUMHUOTEPAITHSI.

[TanMeHTKH ¢ MOo-MajKo OT 7 TOYKM MMAT HUCHK PUCK OT Pa3BUTHE HA PE3UCTEHTHOCT KBbM
JIEYCHUETO W OOMKHOBEHO C€ IMOCTHUTa PEMHUCHS C MOHOTeparnus. BucokopuckoBUTE OOJHH
MOJJIe)KAaT Ha KOMOMHHUpAHO JjedeHue. Hali-romsma TexxecT mma HUBOTO Ha Oera UXI,
TYMOPHHST pa3Mep, OposT U JIOKATH3AIMATa Ha METaCTa3uTe.

Monudunupana npornoctuyHa ToukoBa cuctema Ha C30, agantupana kbM FIGO

19

PuckoB ¢pakrop | Touxku 0 Touknu 1 Touku 2 Touku 4
Bo3pact <40y >40y — _
[IpenmecrBama | moia Aloprt Term -
OpEeMEHHOCT

Meceru or | <4 4-6 7-12 >12
HA4yaJIoTo Ha

OpeMEHHOCTTA

[IpenneyebHn <108 10%-10% 10%-10° >10°
cr-t Ha hCG*

Haii-ronsm <3cm 3-4 cm >5cm -

TYMOpEH pp
/BKJI.MaTKara/

Meracrazu bsin mpo6 Crne3ka, 't TpakT Uepen Ipo0
O0b0penu MO3BK

bpoii meractaszu | — 1-4 5-8 >8

Heycnex oT | — — MOHOTepanus >2 IUTOCTaTHKA

Mpe/IecTBana

XT

*hCG = human chorionic gonadotropin

Pesynrar 0-6 = Huchk puck Pesynrar >7 = BUCOK pUCK

XuMmuoTtepanusTa € Hail — epeKTUBHUAT MeTo/ Ha JiedeHue npu OonHute ¢ GTN. I[poneHTsT
Ha u3nekyBaHe poctura 100 % npu Huckopuckosute u 80-90 % mnpu BHCOKOPHUCKOBUTE
MALUEHTKU.

JledeHue mpu HUCHK PUCK

Metothrexate — 40 mg/m2 .M. ceamuuro, 10 Hopmanu3upane Ha hCGT.
Metothrexate + Leucovorin

Metothrexate — 1 mg/kg IM., nuu 1,3, 5u 7

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

[ToBropenue npe3 21 auu (10 HOpManusupane Ha hCGT).
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Jleyenue Opu BUCOK PUCK

EMA-CO
Metothrexate — 100 mg/m2 1.V. eanouacoBa undy3us, neH 1
Metothrexate — 200 mg/m2 1.V. 24-gacoBa uady3us, aeH 2

Leucovorin — 15 mg/m2 L.V. npe3 6 gaca (8 qo3u) ot yac 16 cien 3anmousane Ha 24-4acoBara
uHdy3us ¢ Metothrexate Etoposide — 100 mg/m2 I.V., nau 1 u 2

Dactinomycin — 0.5 mg L.V., nau 1 u 2
Cyclophosphamide — 600 mg/m2 1.V., nen 8
Vincristine — 1 mg/m2 L.V, nen 8

[ToBTOpenue npe3 28 auu (10 Hopmanusupane Ha hCGT).

ChacureHa XMMUAOTEpaus IpyU BUCOKOPUCKOBY ITAIIMEHTH

EP-EMA
EP

Etoposide 150mg/m2 i.v. 30 mun. und. aen 1 Cisplatin 3x25mg/m?2 i.v. 4 4. ua¢. gen 1

EMA

Etoposide 100mg/m?2 i.v. 30 mun. ua¢d. nen 1 Methotrexate 300mg/m?2 i.v. 12 4. un¢ nen 1
Dactinomycin 0,5 mg i.v. 6omycaen 1

Ca folinate 15 mg 2X au p.o/im npe3 124 men 1 m 3 Hauvano - 244. ciej HAYAJIOTO HA
METOTpeKcaTa.

AnTepHpallo NpuiIokKeHUe Ha ABeTe KOMOMHAIINH NTPEe3 CEAMUYHU HHTEPBAIIH.

TP/TE
TP
Paclitaxel 135 mg/m2 i.v. , 3-yacoBa un(y3us aeH 1

Cisplatin 60 mg/m2, 3-yacoBa undysus aeH 1

AJITEepHHPAILIO TPUIIOKEHUE C:
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TE
Etoposide 150 mg/m2 i.v. 1-yacoBa undy3us aeH 15
Paclitaxel 135 mg/m2 i.v. , 3-uacoBa undy3us aeH 15

JledueHnueTo ce mpeycTaHoBsBa MPU HOpManu3upaHe Ha oera UXI 3a 8 ceamuiim.

21. KAPIIMHOM HA MATOYHA HIUMKA

PakbT Ha MaTOyHaTa IIMiKa € Ha YETBBPTO MSCTO IO YECTOTa IPH JKEHUTE U NpeACTaBisIBa
7.2% OT BCUYKH 3JI0KAYECTBEHH 3a00JIsIBaHUS NP TAX. 3a00151€MOCTTa U CMBPTHOCTTA OT paK
Ha Maro4yHara mMiika ce yBeinuuaBar ¢ 2.6% u ¢ 1.7% cpenHoronuuiHo,
CHOTBETHO.3200JI1€MOCTTa HApacTBa C HampeIBaHE Ha BB3pacTTa ciel 25 TOIWHU U JTOCTUTA
cBOA MUK npu 50- 54 rOAUIITHUTE KEHU.

HeoaI[IOBaHTHa XUMHOTECpAIA HE € CTAaHAAPTHO JICUCHUC. Moxe Aa CC MPHJIOKU IIPU OTACIIHU
O6omHn mo mpeneHka. Ilpu nokanHO aBaHcupana OOJIECT CIENONEPATUBHOTO JIbYEIICUCHHE Ce
npoBexaa eqHoBpeMeHHo ¢ Cisplatin kato pamuocencuommmsarop (40 mg/m2 ceamuuno, 4-6
ceamuin). [lpu HeonepabuiiHu 6OJIHU ce TPOBEXK/IA CHIO CHYETAHO XUMHUOIbUEIICUCHHE.

HpI/I MeTacTaTH4YHa 00JIeCT ce npuiara CaMoCTOATCIIHA XUMUOTCpaIInsl.

Cisplatin (Carboplatin) + Paclitaxel + Bevacizumab

Cisplatin — 50 mg/m2 (Carboplatin AUC5) I.V., nen 1
Paclitaxel — 135-175 mg/m2 L.V, nen 1

Bevacizumab — 15 mg/kg I.V., nen 1

IToBTOpeHnue npe3 21 auu, 10 mporpecus.

BOMP

Bleomycin — 15 mg V. B 96-4acoBa undys3ust
Vincristine — 1 mg/m2 L.V., nen 1

Cisplatin — 60 mg/m2 L.V., nen 2

Mitomycin C — 8 mg/m2 1.V., nen 4 (npe3 42 nHu)
[ToBTrOopenue npe3 21 guu.

Cisplatin + Ifosfamide

Cisplatin — 75 mg/m2 LV., nen 1
Ifosfamide — 2000 mg/m2 1.V., nuu 1-3
Mesna — 400 mg/m2 1.V. B vacose 0, 4 u 8 ciex Hayanoro Ha Ifosfamide

IToBTOpenue npe3 21 auu.

Cisplatin + Etoposide
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Cisplatin — 20 mg/m2 1L.V., nen 1-3
Etoposide — 100 mg/m2 1.V., nen 1-3
[ToBTOpenue npe3 21 gHu.

Cisplatin + Gemcitabine

Cisplatin —30 mg/m2 L.V., nen 1 u 8
Gemcitabine — 800 mg/m2 I.V., nex 1 u 8
[ToBTOpEeHue npe3 28 aHMU.

Fluorouracil + Mitomycin C

Fluorouracil — 500 mg/m2 L.V., nau 1-3
Mitomycin C — 8 mg/m2 L.V., npe3 42 nuu
[ToBTOopenue npe3 21 gHu.

Cisplatin + Topotecan

Cisplatin — 50 mg/m2 L.V., nen 1
Topotecan — 0.75 mg/m2 1.V., nuu 1-3
[ToBTOpenue npe3 21 auu.

Topotecan + Paclitaxel + Bevacizumab

Topotecan — 0.75 mg/m2 L.V., nen 1-3
Paclitaxel — 175 mg/m2 L.V, nen 1
Bevacizumab — 15 mg/kg I.V., nen 1
[ToBTOpenue npe3 21 auu, 70 mporpecust

Bleomycin + Ifosfamide + Cisplatin

Bleomycin — 30 mg o6ma no3a .M., nau 1 u 8

Ifosfamide— 1000 mg/m2 L.V., nuu 1-3

Mesna — 400 mg/m2 1.V. B wacoBe 0, 4 u 8 cien Havasioto Ha Ifosfamide Cisplatin — 25
mg/m2 L.V., nau 1-3

[ToBTrOopenue npe3 21 guu.

Cisplatin

Cisplatin 50 1o 75 mg/m2 i.v. nenl IloBTOpeHue npe3 TpU CeIMULH

Carboplatin

Carboplatin AUC 5-6 3a okoimo 60 MuH. i.v. genl

IToBTOpenue npe3 21 nnu 28 qHU 10 Nporpecus i TOKCUIHOCT

Paclitaxel monoTepanus
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Paclitaxel 250mg/m2 i.v 3a 3 yaca cinen cranmaptaHa nmoaroroBka c¢ [lexcameraszon, HI u
H2 6nokep
[ToBTOopenue npe3 21 wiam 28 qHU 10 TPOTPECHS UIIM TOKCUYHOCT

CamocrosiTenHa akTHBHOCT IIPH IIpEeTpeTUpaHu 00IHU uMa U MoHOoTepanusi c: Ifosfamide,
Gemcitabine, Vinorelbine, Fluorouracil.

CpUyeTaHo XUMHOIBUYETICUCHHUE

[Tpwiara ce HeoalOBaHTHA, aIFOBaHTHA U | TUHUS XUMUOTepanus (TIPU METacTaTUIHA
ooJecr).

e Cisplatin —40 mg/m2 1L.V., nen 1, Ha Bcsika ceIMUIIA OT JibuesieueHreTo (6 Kypca).
e Mitomycin C — 4 mg/m2 L.V., nen 1, 20

22. 3JI0KAYECTBEHU TYMOPU HA BATUHA

31m0KaueCTBEHUTE TyMOpPU Ha BarmHata OWBaT MBPBUYHM M METACTATUYHH OT CHCEIHU WA
JanedyHu opraHu. [IspBUYHUTE MPOU3X0XKIAT €IUHCTBEHO OT BJIArajMILETO, 0€3 yuyacTHeTO Ha
portio vaginalis colli uteri mpokcumanHo WM ByiBata auctanHo. [IpubmusutenHo 80% ot
3JI0KQUECTBEHUTE BarMHAJIHU HEOIUIa3MM Ca METacTaTUYHHU, NPEAUMHO OT 3JI0KaueCTBEHU
TYMOpH Ha IIMHKaTa Ha MaTKaTa Wik eHJoMeTpuyMa. KapuuHomMure Ha BlarajguiueTo ca peaku
TYMOPH, TPEICTABIABAT OKOJO 1% OT 3JI0KauYeCTBEHUTE TYMOPH Ha JKCHCKHUTE MOJIOBH OPTaHH.
JleyeHHeTO € KOMIUIEKCHO, C TPUOPUTET HAa XUPYPrHYHOTO W IrpuenedeHue. lluTocrarnyna
Tepamusi ce Mpuijiara Mpy JUCEMUHANMs Ha 3a00JIIBaHETO B JAJCYHH OpPTraHU WM (TO-PSIAKO)
MIPH JIOKATHO aBaHCUPaJ HeorepaduiieH Tymop. JIekapcTBeHUTE KOMOMHALIMY C€ TIPUTIOKPUBAT C
TE3H, IPUJIaraHy NP KapIlMHOM Ha MaToYHaTa LIMHKa.

Cisplatin

Cisplatin 50 wim 100mg/m2 i.v. (1 vacoBa undy3us) 1 nexn
[ToBTOpEHME HA BCEKU 3 CEAMULIN

Cisplatin + Vinorelbine

Cisplatin 80mg/m2 i.v. nen 1
Vinorelbine 25 mg/m?2 i.v. aen 1u 8
IToBTOpEeHUe Ha BCEKH 3 ceMUILIN

Cisplatin + abuesieuenne

Cisplatin 40mg/m2 (makcumym 70 mg/m2) i.v. CeAMUYHO 3aeIHO C JbUeTepanus - Gppakiuu
1,8Gy/d B d 1-5 (makcumym 3a 7 cenmunm), 1o OOJ] 57,6 Gy B 32 ¢pakuum 3a 00eMHO
3a0oJsiBaHe
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Cisplatin + 5-FU

Cisplatin 4 mg/m2/d i.v. - npoabmkutenta uadysus D 110 4
5FU 250 mg/m2/d i.v. - npoawxurensa uadysus D 1 mo 4
[ToBTOpeHME exxecenMuuHO (x4) Turoc cumyaTtanHa rpuerepanus 40-50 Gy, 2Gy Ha

bpakuus.

23. 3JIOKAYECTBEHU TYMOPH HA BYJIBATA

310KayecTBEHUTE HOBOOOPA3yBaHMs Ha BYJIBaTa ca CPABHUTEIHO PSAAKO CpelaHH 3a00sBaHus
(3-5% oT reHUTATMKUTE KAPIIMHOMHM), KaTO CpeIHATa Bb3pacT Ha 3a0oJieuTe ¢ 65 roJuHH U e/1Ba
5% oT manueHTuTe ca BbB Bb3PACT MpeAr MeHomay3a. ['oieMuTe cpaMHU YCTHH ca Hail-uecToTo
MACTO Ha WM3siBAa Ha BYJIBapHMUS KapLUUHOM M cCbcTaBigBar okoio 50% oT ciydauTe.
OOxBallaHeTO Ha MAJKUTE CpaMHU YCTHH € okojio 15% - 20% ot ciyuaute. KintopsT u
bapronunoBute *ie3u ca mo-psako aHraxupanu. Okono 90% oT ByiBapHUTE KapLUUHOMH ca
IJIOCKOKJIETHYHHU.

HpeHOp’LqI/ITeHHI/I JICKApCTBCHU NPOAYKTHU U KOM6I/IH8.I_[I/II/I OT TAX 3a JICUCHUC Ha PAK HA BYJIBATA

BxuttouBar ce pa3znuyau KoMOMHAWH oT S-ryopoypanmn (5-FU), mucnnarus, muromunuH- C,
nin OJEOMUIMH, €KCTPANOJUPaHU OT PEXKHMMHM, M3IOJI3BAHU 32 aHAJIEH WJIU IUIOCKOKJIEThYEH
pak Ha mMHKaTa Ha MaTKarta (BHXK TaM), KaKTO H:

Cisplatin

Cisplatin 50 win 100mg/m2 1.v. (1 yacoBa uHdy3us) nex 1
[ToBTOpEeHue Ha BCeKH 3 ceMULIU

Cisplatin + Vinorelbine

Cisplatin 80 mg/m2 i.v. geH 1,
Vinorelbine 25 mg/m2 i.v.nen lu 8
[ToBTOpEHME HA BCEKU 3 CEAMUILIN

Cisplatin + qbuesieuenue

Cisplatin 40mg/m2 (makcumyMm 70 mg/m?2) i.v. CeIMUYHO 3aeHO C JpUeTepanus - Gpakiuu

1,8Gy/d B d 1-5 (Mmakcumym 3a 7 cenmunn), 1o OOJ] 57,6 Gy B 32 dpakuuu 3a 00eMHO
3a0o0IsBaHe.

Cisplatin + 5-FU
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Cisplatin 4 mg/m2/d i.v. - npoabmkutenta uadysus D 110 4
5FU 250 mg/m2/d i.v. - npoawxurensa uadysus D 1 mo 4
[ToBTOpeHME exxecenMuuHO (x4) uroc cumyaTanHa rpuerepanus 40-50 Gy, 2Gy Ha

bpakuus.

24. KAPIIMHOM HA ITMKOYEH MEXYP

ToBa e 3abonsBaHE MPEAVMMHO TPU BB3PACTHH MBKE - MekAy 60 u 80-rogurmHa BB3pAacT,
cpeaHa Be3pact 73 r. Hanuue ca ocobeHocT B reorpadckoTo pasnpezeneHue Ha 3a00/sIBAHETO
— II0-4eCTO ce cpewla B cTpaHuTe oT Cpein3eMHOMOPCKUS PETHOH, KAaKTO M B HAKOM pailOHU Ha
CAILl, xpaeTo mucTo3oMuasata e no-pasmnpoctpaHesa. Cperia ce no-4ecto y 6eiau WHAUBUIY,
OTKOJIKOTO y d4epHH win asuatiu. B EBpomneiickus cpio3 3abomsemoctra ¢ 19.5/100 000
rOAMIITHO, cMbpTHOCTTA — 7.9/100 000 romumino, kato 75% ot 6onHUTE ca Hag 65 T. BB3pacT.

HennBasuseH KaplIMHOM

Crnopen pucka OT mporpecusi OOJHUTE ce pa3AensaT Ha cienHute rpynu: (1) HUCBK puCK —
€MHUYEH TYMOp € pa3MepH NoJ 3 cm B AUaMeThp U ¢ BUcoka nudepennuanus (G1); (2) Bucok
PUCK — MYATH()OKATHH WM YECTO PEIHMIUBHPAIINA TYMOPH, HaJ 3 ¢m B JUAMEThpP, HHUCKO
mudepenuupanu (G3), win KapuuHOM in situ; (3) cpeleH pucK — BCHUKU OCTaHaJH.

Crnen tpancyperpansa pesekius (TUR) mpu HUCHK, cpelieH WM BUCOK PHUCK 3aBJDKUTEITHO Ce
MIPOBEXa eIHOKpaTHa UHTpaBe3ukanHa one shot Tepanus ¢ Mitomycin C — 40 mg (20 mg npu
HUCBHK pHck) uu ¢ Epirubicin — 50mg.

[Tpu HUCHK pHCK ciien one shot TepamusTa ce mpuiara aJlf0oBaHTHA MHTPABE3UKAIHA TEPAUs ¢
Mitomycin C — 20 mg unu ¢ Epirubicin — 50 mg, BkiIrouBaIia 6 execeJMUYHH, MOCIEABAHNA OT
10 (6 3a Epirubicin) exxeMeceuHU arInKaIuu.

[Ipu cpeneH u BHCOK PHCK ciel one shot TepammsTa ce Mpuiiara aalOBaHTHA WHTPaBE3WKaTHA
tepanust ¢ Mitomycin C — 40 mg unu ¢ Epirubicin — 50 mg, BkiIrouBamia 6 execeIMHYHHU,
nocneaBanu ot 10 (6 3a Epirubicin) exxeMeceyHu aminKamym.

[Ipu cenextupanu 6071HU ¢ BUCOK puck (in situ high grade) ce mpoBexna WHTpaBe3WKaTHA
umyHorepnanus ¢ BCG amn. 11,25mMr — 3 - 4 amn. ceqmuuHo (6 ceAMMIIN), MOCIEABAHO OT
MOAIBPIKAIIO TPUTIOKEHUE Ha 3 MHCTHIIAIUY Tpe3 ceamuIia Ha 3-tu, 6-tu, 12- tu, 18-tu, 24-u,
30-tu u 36-T Mecen WM exemeceyHo. l[IpoTMBOmMOKa3aHa € TpPU TMO3UTHUBEH KOXKEH
TyOepKynnHOB TecT (= 10 mm).

XumuoTtepanus Ipyu UHBa3UBEH KApLIUHOM
IIpunara ce HeoalOBaHTHA, aJifoBaHTHA U | TMHUSA XUMuoOTEepanus (IpyU METacTaTUYHA
OoJecr).



M-VEC

Metothrexate — 30 mg/m2 LM., auum 1, 15 u 22
Vinblastine — 3 mg/m2 I.V., nau 1, 15 u 22
Epirubicin — 50 mg/m2 L.V., nen 1

Cisplatin — 60 mg/m2 L.V. nen 1

[ToBTOpenue npe3 28 gHu.

GEMCIS

Gemcitabine — 1000 mg/m2 LV., aau 1, 8 u 15
Cisplatin — 75 mg/m2 L.V., nen 1
[ToBTOpeHnue npe3 28 gHHU.

MVC

Metothrexate — 30 mg/m2 .M., nau 1 u 8
Vinblastine —4 mg/m2 I.V., nau 1 u 8
Cisplatin — 75 mg/m2 L.V., nen 2
[ToBTOpenue npe3 28 aHwU.

Epirubicine + Etoposide

Epirubicine — 50 mg/m2 L.V., nen 1
Etoposide — 100 mg/m2 1.V., nen 1-3
IToBTOpenue npe3 21 guu.

Paclitaxel + Cisplatin

Paclitaxel — 175 mg LV., men 1
Cisplatin — 75 mg/ m2 L.V, nen 1
IToBTOpenue npe3 21 guu.

Gemicitabin + Paclitaxel

Gemicitabin — 1000 mg/m2 L.V, nen 1, 8
Paclitaxel — 175 mg I.V., nen 1
IToBTOpenue npe3 21 guu.

Gemcitabine — 1000 mg/m2 LV., nau 1, 8 u 15
[ToBTOpenue npes 28 aHU.

Carboplatin AUCG6 L. V.
IToBTOpenue npe3 21 auu.

ITP
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Paclitaxel 200 mg/m2 i.v. B nen 1

Cisplatin 70 mg/m2 i.v. B nen 1

Ifosfamide 1500 mg/m2/nueBHo i.v. B n1au 1-3, ¢

Uromitexan yporpoTeKIus

IToBTaps ce npe3 3-4 ceamunu (¢ G-CSF moakpena) (MmakcumaieH Opoi 6 Kypca)

Gemcitabine + Carboplatin + Docetaxel (GCD)

Gemcitabine 1000 mg/m2 i.v. B qau 1 u 8
Carboplatin - AUC=51i.v. B zen 1
Docetaxel 70 mg/m2 i.v. B jeH |
[ToBTaps ce mpe3 3 ceaAMHUIH

l JIJMHHWA UMYHOTCpAIInA

e Pembrolizumab 200 mr IV na Bceku 3 ceamunu wm 400 mg L.V. Ha Bceku 6
ceamuuu.Karo MoHOTepanusi € mokKa3zaH 3a JICUEHHE Ha JIOKAJIHO aBaHCUpAI WIIHU
METaCTaTUYEH YPOTEJIEH KaplMHOM IIPU Bb3PACTHU, KOUTO HE OTIOBAPST Ha yCIOBUATA
3a LMCIUIaTMH-0a3upaHa XUMHUOTEpamuss M 4YUUTO TymopH ekcopecupar PD-L1 ¢
KOMOMHHpaH MoJoKUTeNeH ckop (combined positive score, CPS) > 10 ,mo 3ary6a Ha
KJIMHUYHA I10J13a UM HEKOHTPOJIUPYeMa TOKCUYHOCT

e Atezolizumab — 1200 mg 1.V., nen 1 (Ilpu manueHTH, KOUTO C€ CUUTAT HEMOIXOIAIIN
3a JIeYeHME C IMMCIUIATUH M 4yuuTto TymMopu umMat PD-L1 ekcmnpecus > 5%).

[ToBTOpeHue npe3 3 ceamuiy, A0 3aryda Ha KIMHUYHA [10J13a WM HEKOHTPOJIUpyeMa
TOKCHYHOCT.

1l 1uHus UMyHOTEpAIUs

Pembrolizumab — 200 mg 1.V. Ha Bceku 3 cenmunu wiu 400 mg 1.V, Ha Bceku 6 cenmuiiy, 3a
JICUEHHE Ha JIOKAJTHO aBaHCHPAIT WIIM METACTATUYCH YPOTEJIeH KapIIMHOM IIPH BH3PACTHH, Ha
KOHUTO € MPHUJIOKEHA MPEIX0/IHa IIaTHHA-0a3upaHa XMMHUOTEPaIus
IToBTOpEHUE 10 TPOTrpeCHs WA HEPUEMITUBA TOKCHYHOCT. .
Atezolizumab — 1200 mg I.V., nen 1.
[ToBTOpenue mpe3 3 ceamuiM, g0 3aryda Ha KIMHWYHA I10JI3a WJIM HEKOHTPOJIMPYeMa
TOKCHUYHOCT.
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25. KAPHUHOM HA ITPOCTATHA KJIE3A

B bwarapus npocratHust kapuuHom (I1K) e ma BTOpo mscto cien paka Ha Oenus apoO u

npencrasisgBa 17.0% ot Bcuuku 37mokauecTBeHU 3abossBanus npu Tsax. I1IK e merara nHaii-

YyecTa MpUYrHa 3a CMBPT Ipu MbkeTe B ceeta (WHO 2016).

3a nocnexnute 30 roguan B bearapus yecrorara e HapacHaia ot 9/100 000 3a 1981r. Ha
21.73 /100 000 3a 2013r. IIpe3 2013 r. ce nabmonaBa ps3bK CKOK Ha 3a00Js€MOCTTa,

HaOII0aBaH TIpe3 MPEIXOJHUTE ABE TOAWHH, Hal-BEPOSTHO IbJDKAIl CE Ha I0J00peHa

AUAardoCTHKaA.

Jleuenue Ha JoKanu3upad kapuuaom — T1-2

Meton Ha wu300p € ONEpPaTUBHO JieyeHHE (paJuKaJHa MPOCTATEKTOMMUS) WIH
Ne(UHUTUBHO JIbYEICUCHHE.

OtcpoueHo jeyeHne (M34aKBaTeIHO HAOMIIOJeHNE WM aKTUBHO IPOCIESBAHE) — IIPU
OOJIHU C HUCBK PUCK U IPOTHBOIIOKA3aHUS 32 PAJUKAIHO JICUEHUE UM MIPH MALUEeHTH,
OTKa3Ballly JICYEHHE.

JlekapcTBeHa  KacTpauusi C IOCIeABalmlO0  HAOIIOAEHWE, aKo ca  HaJlule
IMPOTHUBOIIOKA3aHUA 3a ONIEPATUBHO JICHCHHUEC UJIH 3a Z[C(i)I/IHI/ITI/IBHO JIBYCIICUCHHUC.

Jleuenue Ha nokaiaHO aBancupai kapumaom — T3N1, T4NO

HeoantoBantHa xopMmoHoTepanus.Bxinrousa kactpanus (¢ LHRH-aronuct unum xupyp-
rMYHa) + aHTUAHJPOTEH B TeUeHue Ha 3-5 Mecena npeau 1e(UHUTUBHO JIEUEHHUE.
AnroBaHTHa xopMmoHotepanusi. IlpoBexxna ce cien JeUHUTUBHO JIbUEIEUEHHE B
IpoabJDKEHUE Ha 18 mecena.

ANI0BaHTHO JTbuexopMoHoJieueHue. [IpoBexa ce cien paaukaiHa MPOCTaTEKTOMUS
npu nanueHT B ctaguil pT3B mim N1 . Xopmonorepanusara (LHRH-aronucr +
aHTHAHJAPOTEH) CTapTUpa He3ab0aBHO Clle[ XUpYprusra u 3 Mecela Ipeau
J'bUEIIEUEHUETO; TPOABIDKaBa 10 18 Mecena.

[lanmenTH, mnpoBeXJallM aHTHAHAPOTEHHA Tepamus, [0 WHAMBHIyalu3HpaHa
IpeleHKa Ha MEAMLMHCKH OHKOJIOT MOrar Ja ObJaT HAaCOYeHHM KbM E€HJOKPUHOJIOT
WM peBMATOJIOT 3a JieueHue Ipu 3arybda Ha KocTHa maca ¢ Denosumab — 60 mg S.C.
mpe3 6 wmecena (120 mg roaumuo). OlleHKa Ha KOCTHara IUIBTHOCT
(ocTeoeHCUTOMETPHSI) c€ TPOBEXkAa Mpenu 3alo4yBaHe Ha XOPMOHOTepamus U ce
mpociensBa B xoja Ha jeueHueto. [Ipum HazHauaBane Ha Denosumab ce B3emar
MpeBUJl KAaKTO CTOMHOCTHTE 3a KOCTHa MHHepanHa mmibTHOCT (T-score), Taka u
PHUCKOBUTE (PAKTOPU Ha MAIMEHTA.

JleueHne Ha XOPMOHOYYBCTBUTEIHA METACTATHYHA bosect

HasnayaBa ce anaporen-notuckama Ttepanus (ADT), BriIoyBama XUpypruyHa HIIH

(dapmakonornyna kactpanus ¢ LHRH- aronucr +/-aHTHAaHAPOTEHH 3a MaKCHMajHa
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aHaporeHHa Oiokana, T.e. kbM LHRH-aronucra ce no6aBs anTHaHaporeH (HECTEPOMJICH WIIH
CTEpOUJICH) OT ITbpBa Ir'eHepanws 3a 3 10 6 Mecerna.

MakcumaiiHa aHIpOTeHHA OJloKaga MOXE Ja Ce WMa TNPEIBUA TPH BHCIEPATHU
METAaCcTa3u: XUPYpPruyHa KacTpamus + HecTepouaeH aHtuanaporeH (Bicalutamide wnm
Flutamide); LHRH-aronucr + nHecrepoumen antuangporen ( Bicalutamide wiu
Flutamide).

ARTA - Tepanusi

Abiraterone acetate (+ Prednisolone) + ADT. Ha3nauaBa ce mpu XOpPMOHOYYBCTBUTEIHA
MeTacTaTHyHa 0OJIECT C BUCOK PUCK — HAJIMYKE HA MTOHE 2 OT CJICTHUTE 3 PUCKOBH (akTopa:
(1) ouenka o Gleason > 8§, (ii) Hanuuyue Ha > 3 KOCTHH MeTacTasH, (iil) HAIMYHe HA MEPUMU
BHCIICpATHU MeTacTasu (0e3 TuMQpHU BB3IIN).

Abiraterone acetate — 1000 mg P.O. nueBHO
Prednisolone — 2 x 5 mg P.O. nHeBHO

ADT (LHRH-aroHucT + aHIpOreH-PEIeNTOPSH aHTATOHHUCT).

Xumuo-xopMoHajiHo JjedyeHue ¢ Docetaxel + ADT. HasnauaBa ce npu BHCOKOOOEMHa
I'BPBUYHO METacTaTH4HA OOJIECT — HAJIMYME Ha BUCIEPAIHU METAcTa3W W/WIH > 4 KOCTHH
MeTacTasu.

Docetaxel — 75 mg/m2 I.V. nen 1

+/- Prednisolone — 2 x 5 mg P.O. aueBHo nen 1-21
[ToBTOpenue npe3 21 auu (6 Kypca).

Craprtupa B pamkute Ha 4 Mecera ot Hadasioto Ha ADT.

JleueHne Ha KacTpalusI-pe3UCTEHTESH KapIIMHOM

Kpurepunre 3a mporpecus Ha TpocTaTeH KapiuHoM ca ciexnute: (1) cien pamukaiHa
npocratekTomusi — PSA > 0.2 ng/mL (#a 3- 6-u mecen); (2) cnex 1eUHUTUBHO TbUEICUeHUE

— mokauBane Ha PSA ¢ > 2 ng/mL nax nagupa (Ha 12-18-u mecen); (3) cien xopmoHamHa
Tepanus / KaCTpallMOHHO PEe3UCTEHTHO 3a00sBaHe/ :

o KaCTpallMOHHU CEPYMHH HUBa Ha TecTocTepoH (moxa 1.7 nmol/L);

. TpU TMOCJEIOBATEIHM TIOKauBaHUA Ha cepymeH PSA mnpe3 egnHa ceamuiia,
MMOKa3Ballly B JIBE OT U3CJIEIBAHUATA YBEIUYEHHUE CIIPSMO Hali-HUCKAaTa CTOMHOCT C
50% u PSA nan 2 ng/mL;
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nin

J peHTreHorpadcka mporpecusi: Bb3HMKBAHE Ha >2 HOBU KOCTHHU JIE3UM WJIH
yBeJIMYaBaHE HA MEKOThKaHHa Jie3us ¢ u3non3Bane Ha RECIST;

J CUMITOMaTUYHATa MpPOrpecusi  HacoyBa ,HO HE MOXE CaMOCTOSITENTHO [ia
neduHUpa KacTpaloHHA Pe3UCTEHTHO 3a00JigBaHe.

Jledennero Ha KacTpauus-pedpakTepeH NPOCTaTCH KapLUUHOM ce IpoBexJa Ha ¢oHa Ha
HelnpecTaHHa aHjaporeHHa nenpusanus ¢ LHRH-aronucr.

HemeracrarnueH kacrpanusi-pesucrenren kapunaom (NMCRPC)

AKTHUBHO HA0JII0ICHHE

TepaneBTHYHY ONIIIUH

ARTA - Tepanus
Enzalutamide — 160 mg P.O. aHeBHO (110 pOrpecHs)- MpyU BUCOKOPUCKOBH MAIIUCHTH

PSA DT <10 mecena
Apalutamide - 240 mg P.O. nqaeBHO (10 porpecksi)- Mpu BUCOKOPHCKOBY MAIIUEHTH

PSA DT <10 mecena
MetacraTnyeH kacTpanusi-pe3ucrenteH kapuuaom (MCRPC)

Jeuenue npenqu Docetaxel

Enzalutamide — 160 mg P.O. nHeBHO (710 porpecws).

Abiraterone acetate + Prednisolone Abiraterone acetate — 1000 mg P.O. aaeBHO
Prednisolone — 2 x 5 mg P.O. nueBHO (10 mporpecusi).

ITpu nanmenTa Henony4yaBanu Abiraterone acetate 3a XOpPMOHOUYYBCTBUTEITHO 3a00JIsIBaHE

CMsHA Ha aHTHAHIPOIeHA MJIH JICUYCHHE C:

Medroxyprogesterone Acetate — 1000 mg P.O nuesno 30 quwu, cien roa — 500 mg P.O. 3
II'pTH CCAMUYHO,

Prednisolone — 20 mg P.O. nHeBHO (IIpW MPOTHBOMOKA3aHHUS 32 XUMHOTEPATIHS).

Jlpyry BB3MOKHU TepATNIeBTUYHH ONIIMU Ha (JOHA HA XHUPYPTUIHA WIIH
(dhapmakonornyHa kactpanus ¢ LHRH-anano3n

Bicalutamide — 50 mg P.O. nueBHO.
Flutamide — 3 x 250 mg P.O. nueBHO.
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Ciproterone — 300 mg .M. (npe3 10 guu) wiu ot 2-6 x 50 mg P.O. nHeBHO.
nipu na uueHta ¢ PSA DT > 10 mecena

1 muHus XUMHOTCPAIIUA

Docetaxel + Prednisolone

Docetaxel — 75 mg/m2 L.V., nen 1

Prednisolone — 2 x 5 mg P.O. nueBHo, aum 1-21

[ToBTopenue npe3 21 auu (8-10 kypca).

(uatepmuterteH Docetaxel ¢ 4 Kypca u orleHKa mpe3 3 mMecela € HOHHH(GEPUOPUTH CIPSIMO

HernpekbcHat Docetaxel).

Mitoxantrone + Prednisolone

Mitoxantrone — 12 mg/m2 1.V, nen 1
Prednisolone 2 x 5 mg P.O. nueBHo, nuu 1-21
[ToBTOpenue npe3 21 auu.

Vinorelbine + Prednisolone

Vinorelbine — 30 mg/m2 1.V., nen 1
Prednisolone — 2 x 5 mg P.O. nueBHo, auu 1-15
[ToBTOpenue npe3 21 auu.

Cisplatin + Etoposide (mpu npe0HOK/JIeThYHA KOMIIOHEHTA)

Cisplatin — 75 mg/m2 L.V., nen 1
Etoposide — 100 mg/m2 1.V., nuu 1-3
[ToBTOpenue npe3 21 auu.

[Tpu mocturane Ha Bpeme A0 mporpecus Haja 3 mecena cien Docetaxel Moxke 1a ce MPUITOKHU
otHoBO Docetaxel.

JleyeHnue Ha DOCCtaXel-DeSI/ICTCHTeH KapIiMHOM

[Iporpecusita ce nedunnpa cbe cneaaute kpurepuu: (1) HapactBane Ha PSA ¢ 50% (mone >
4 ng/ml) Han cepymHus Haxup cies HenmpekbeHaT Docetaxel; (2) paxuonoruuna nporpecus,
otruetena o RECIST; (3) cumnromHa nporpecus.

Cabazitaxel + Prednisolone

Cabazitaxel — 20-25 mg/m2 I.V. nen 1
Prednisolone — 2 x 5 mg nuesno P.O. nen 1-21
IToBTOpenue npe3 21 guu.

[Ipu mocturane Ha Bpeme 10 nporpecus Haja 6 mecena cien Cabazitaxel Moxke 1a ce PUITOKHU
otHoBO Cabazitaxel.
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EnnoxkpuHHu TepaneBTHYHH Bb3MOKHOCTH (ARTA Tepanus)

Enzalutamide — 160 mg P.O. gHeBHO (110 iporpecus).
Abiraterone acetate + Prednisolone Abiraterone — 1000 mg P.O. nueBHO

Prednisolone — 2 x 5 mg P.O. nueBHO (10 mporpecusi).

Kacrpanusi-pe3ucTeHTeH MPOCTATeH KAPIHHOM ¢ METACTATHYHA KOCTHA (oJIecT

budocdonarn nimm Denosumab.

26. KAPIUHOM HA TECTHUC

3JI0KaYeCTBEHUTE TYMOPH Ha TECTHCHTE ca eaBa 1% OT 3JI0Ka4eCTBCHHTE 3a00JISIBaHHS TPU

MBXKETe, HO T ca Hal-4ecTOTO HOBOOOpa3yBaHME, 3acsATallo Bh3pacToBara rpymna Mexay 15 u 35

TOAWMHHU U Ca €1Ha OT Haﬁ-pa3HpOCTpaHeHHTe IMPUYIKWHU 3a CMBPT OT 3JIOKAYCCTBCHU 3a00/11BaHK B

Ta3dun BbB3PACT. XapaKTepI/ISI/IpaT CC C BHUCOKa JIb4YC- U XUMHOUYYBCTBUTCIIHOCT. YcraHoBeHH
peauiia rcHCTUYHN aHOMAJINU, KOUTO Ca PUCKOB (l)aKTOp 34 Ppa3BUTUC HA 3a00JIIBaHETO.

TyMopbT € repMuHaTuBHOKIETHhYEH. CrIOpe ] XUCTOJIOTUYHUS My BUJ ce Ae(UHUPAT JIBE TPYIU
— CEMUHOMHH M HECEMUHOMHHU TyMopH. [Ipu 60JHU, KOUTO 1€ MPOBEXKAAT XUMHOTEPANIUS WIN
IbuelieyeHue, TpsOBa 1a ce OOMHUCIM KPHOKOHCEpBAallMs Ha CIIepMa Ipead 3allOuBaHE Ha
JICYCHHUE.

CeMHHOMHH TYMODH

Jleuenue Ha ceMUHOMHHTE TyMOpH Ha TecTrcute B ctaauii [ (IA. IB u Is).

Oxkono 80% ot cemuHOMHUTE Tymopu ca B I cT. ¢ mpexusemoct > 99%, He3aBUCUMO OT
n30Opanara ctpaterus (JiedeHre Wik HaOmoieHNe). AKTUBHOTO aJ[FOBAHTHO JIeUeHUE TPpsOBa J1a
ce u30sirBa M Ja ce 3aMeHsA ¢ akTUBHO HaOmronmenne. KeM merara roauHa cien aOlamusra Ha
TyMOpa, PUCKBT OT peluauBh € ChoTBETHO 12%, 16% u 32% npu 00JIHH, TP KOUTO JIUTICBAT
pPUCKOBH (DaKTOpH, HAIIUIIE € eIUH OT TSX, MJIM Ca HAJHIIEe U J[BaTa (TyMop > 4CM. M MHBA3Ms Ha
pete tectuc). Camo B cilydauTe, KOTaTO € HEBB3MOKHO €(EeKTHBHO HAONIOJCHHUE, CE Mpuiiara
win kapooruatiHa 1 kype (AUC =7) unu amroBanTHa paauorepanus (20Gy). 3a npennoyutane
€ MPOBEX/IaHE HA XUMHUOTEPAITHSL.

JleueHnre Ha CEMUHOMHHNTE TYMOPH Ha Tectucute B craauu 1IA, 1IB

[To-romsmMaTa dYacT OT NAalMEHTUTE C nojauMadparMaiHa TapaaopTajHa M/HIM Ta30Ba
aneHonatus < 5 cm ce jekyBaT camo ¢ paauotepanus (30-36 Gy). AnrepHaThBa Ha JIEUYEHUETO
e cucremHa xumuotepanus (PEB x 3, cpemy PE x 4) B ciaydaurte, koraro uma

ca
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IIPOTHUBOIIOKA3aHUA 3a IIPOBCXKIAHC Ha paauoTcparius. KOM6I/IHI/IpaHaTa XUMHOTECpAIuAa €
CBBbp3aHa C [M0-BUCOKAa TOKCHUYHOCT, HO € IIO-MaJIbK PUCK OT Bb3HUKBAHC HAa BTOPUYHU TYMOPH.

Jleuenye Ha CEMUHOMHUTE TYMOPH Ha Tectucute B craauu 1IC, 111

B cramuit 1l C, perponeputoHeaqHuTe JUM(GHU BB3IU Ca C MaKCUMaJlleH TpaH3Bep3ajcH
auaMeTsp Hax S5 cm. B cioywamre ¢ noOpa mporHo3a Ha 3a00JsIBAHETO, IAllUEHTUTE
npoBexaar cranaapTHa xumuorepanus (3 kypca PEB). IIpu 6omHu ¢ mpoTuBomoKka3aHust 3a
nedyenue ¢ Bleomycin - 4 kypca PE. Ako cneq xumuoTrepanusara ocTaTbuHaTa TYMOpPHA Maca €
3 cm wnu no-masika U CT Ha KOPEeMHH OpraHu € HOpMajHa, MallUeHTUTE OCTABAT Ha AKTHUBHO
nabmonenue. I[lpu npubnusurenHo 25% oT cioydauTe ocTaThb4yHAaTa TyMOpPHA Maca Clef
XUMHOTEpANuATa € mo-rojisiMa ot 3 cm. B Te3u ciyyan ca Bb3MOXKHHU CeIHUTE 3 [TOAX0/a:

OrnepaTUBHO OTCTpaHsABaHE Ha OCTaThYHUTE MacCH.
Papnorepanusi.
HaGmonenue.

[Maruenture B cragmii Il - chc ceMMHOM Ha TECTHC WM CEMHHOM (E€KCTparoHajeH),
MPOBEXKAAT CTAHJIAPTHUTE XUMHUOTEPANECBTUYHH PEKUMH, KAKTO TIPH TAIUEHTUTE C
HECEMUHOMHHM TYMOpPH B PHUCKOB cTaTyc. 90% OT ManMeHTHTE C aBaHCUPAId CEMUHOMHU
TYMOPH C€ JIeKyBaT YCIEIIHO ¢ KOMOMHUpPaHa XUMHOTepanus, chabpkaiia Cisplatin.

Xumuorepanus npu craauit |

[TpoBexkaa ce aaroBaHTHA XUMHUOTEPAIHs, aKO HE € OCHIIECTBEHO JTbueneueHue (u300p Ha
€I1H OT JIBaTa METO/a).

EP (2 xypca)

Etoposide — 100 mg/m2 L.V., aau 1-5
Cisplatin — 20 mg/m2 LV., nuu 1-5
[ToBTOpenue npes 28 aHU.

Carboplatin AUC7 I.V. eanokpaTHo.

Crnpsimo moka3zatesnst oOla MpeKUBIEMOCT €UH LUKBJ ce paBHsABa Ha jpueneyeHue ¢ 30 Gy
IIpM TAalMEHTH CBbC CPENEH MW HUCBK PUCK; CBUIECTBYBA IOBHUIIEH PHUCK OT BTOPHYHA
HCOIUIa3ud, UHAYLIUPAaHa OT JIbYCICYCHUC.

Xumuotepanus npu ctaguii I[IA, B u HenpoBeAeHo JibueeyeHne
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BEP (3 xkypca)

Bleomycin — 30 mg TOT LM., nau 2, 9 u 16
Etoposide — 100 mg/m2 1.V., aau 1-5

Cisplatin — 20 mg/m2 L. V., nau 1-5

IToropenue npe3 28 auu (¢ moakpemna or G-CSF).

Bbenexka: Bleomycin Moxe na He ce mpuiara npu 0omHu Haja 40-roauiiHa Bb3pacT WU C
HapymieHa OenmoapoOHa (GyHKUIMS TOpagd IMO-BHCOK PUCK OT NHEBMOHMTH. [lpu Te3m
nanueHTu ¢ ymecteH pexxum EP (4 xypca) (Bux T. LA.).

Xumuotepanus npu craauit [IC-1V
BEP (4 xypca) (Bux T. |.B.).

EP (4 xypca) (Bux T. L.A.).

Etoposide + Cisplatin + Bleomycin

Etoposide — 100 mg/m2 1.V., nuu 1-5

Cisplatin — 50 mg/m2 L.V., nuu 1-2

+ Bleomycin — 30 mg TOT .M., auu 1, 8 u 15 (camo 3a craguii 11C, I1I)
IToBTOpEeHue npe3 28 aHu.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-uacoBa undy3us, e |

Ifosfamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 I.V., B yacose 0, 4 u 8 ot Havanoto Ha [fosfamide
Cisplatin — 25 mg/m2 L.V., nau 2-5

[MosTopenue mpe3 28 quu (npu nporekiust ot G-CSF).

ITpu pe3unyaneH TyMop cliel] TbUeliedeHne

ITpu pe3unyanen Tymop noj 3 cm ce npuiara akTUBHO HaOJIIOJICHHUE.
[Ipu pesuayanen Tymop Haja 3 cm ce Mmpuiiara XUpyprudHo jeueHue, nocieasado ot BEP (3
Kypca), ak0 XMCTOJIOTUYHOTO M3CJIEABAHE TIOKAa3Ba HAIMYKME HA 3JI0KA4E€CTBEH TyMOD.

CrnacuTenHa XMMHOTEPAINS IPH PE3UCTEHTHU TYMOPH

PEI
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Cisplatin — 20 mg/m2 LV., aau 1-5

Etoposide — 75 mg/m2 1.V., nuu 1-5

Ifosfamide — 1200 mg/m2 L.V. auu 1-5

Mesna — 400 mg/m2 1.V., B wacoge 0, 4 u 8 or Hauanoro Ha ifosfamide
[ToBTOpEeHue npe3 28 aHuU.

VelP

Vinblastine — 6 mg/m2 I.V., nau 1 u 2

Ifosfamide — 1000 mg/m2 1.V., nuu 1-5

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u 8§ ot Hayanoro Ha Ifosfamide
Cisplatin — 20 mg/m2 LV., nuu 1-5

[ToBTOpeHnue npe3 28 aHHU.

TIP

Paclitaxel — 250 mg/m2 1.V. B 24-uacoBa undy3us, neH 1

Ifosfamide — 1500 mg/m2 1.V., nau 2-5

Mesna — 500 mg/m2 1.V., B wacose 0, 4 u § ot Hayanoro Ha ifosfamide
Cisplatin — 25 mg/m2 L.V., nau 2-5

[MoBTopenue npe3 28 quu (npu nporekiws ot G-CSF).

II. HeceMuHOMHH TYMODH

[IpenopbuBa ce JiedeHHEe OT MEIUILMHCKU OHKOJIO3HM C OMMT B JICUEHHETO Ha KAPIMHOM Ha
TecTrc. boHUTE, MOUTIekKAIN Ha XUMHOTEPAIHsl, CE Pa3IelisT Ha MOATPYIH CIIOPE PUCKa OT
nporpecus: (1) nob6pa nporuosza — AFP nox 1000 ng/ml, hCGT nozx 5000 IU/ ml, LDH nox
1.5 x ropna HopmanHa rpanuna (I'HI'), 6e3 mbpBHYeH TyMOp B MEIUAcCTHHYM, 0€3 Apyru
BHCIepaHu (0cBeH OenoapoOHu) metacTasu; (2) cpeana mpornosza — AFP mexnay 1000 u
10000 ng/ml, hCGT mexay 5000 u 50000 Ul/ml, LDH mexny 1,5 u 10 nbT Hax HOpMaTa,
0e3 MmbpBUYEH TYMOpP B MEAMACTMHYM, O€3 Jpyrud BucliepaJHu (OcBeH 0e101poOHN)
Mmetactasy; (3) noma nporHo3a — AFP wax 10000 ng/ml, hCGT nax 50000 Ul/ml, LDH nan
10 mbTH Haj HOpMaTa, MbPBHUYEH TYMOpP B MEIMACTHHYM, HaJM4We Ha JPYTHd BHCLEPATHH
MeTacTaszu (OCBEeH 0eI0/IpoOHN).

JledeHye Ha HECEMUHOMHHUTE TYMOPH Ha TECTUCHUTE B cTaguii 1

[Iporno3ara Ha GonHuTe B | CT.e OTiIMYHA, HE3aBUCUMO OT M30paHHs METOA- HaOJroAeHue
WIN aKTUBHO JedeHue. M360pbT TpsOBa na ce HampaBH MHIUBUIYaTHO, B 3aBHCHUMOCT OT
ocTpaTa U KbCHa TOKCUYHOCT, IPEAINOYUTAHUATa Ha OOJTHUS U HEOOXOJUMOCTTA OT 3ara3BaHe
Ha QeprunHocTTa. [IpenopruBa ce chxpaHsBaHe Ha cliepMa B ThKaHHA OaHKa Mpenu Ja ce
NMpeMHHE KbM aKTHUBHO JiedeHHe. PerponepuroHeanHata IuMGOHOAYIapHA UCEKLIUS
(RPLND) B I cT. (HUCBK M BHCOK PUCK) CE€ MpHJIara MU3KIIOYUTETHO PSJIKO, CAMO KOTaro
HAOJIOACHNETO WJIM aJIOBAaHTHATa XMMHUOTEpamus c€ OTKa3BaT OT IMAalMeHTa IO JUYHU
npuunHU. To3n BujA omepaTMBHA MHTEPBEHLUS CE IPOBEXAAa OT ONMTEH Xupypr. Upes
RPLND nHamansBa pHCKBT OT pPEUUAMBH, HO OCTaBa PUCK OT MOsBa Ha OenoApoOHH

METacTas3H.
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[TanenTu B cTaguil | Ha HECEMUHOMEH TECTUKYJIApeH TyMop 0e3 auM@Ha U CbJI0Ba MHBA3HUA,
HOpMaJIHU cepyMHHU MapkepH, HopManHa CT Ha KOpeMHHM OpraHd ¥ TPbJCH KOII, MOTaT Ja
OCTaHaT Ha AaKTUBHO HaONIOJeHHE. AKO TPOBEXKJAHETO Ha AaKTHBHO HAONIOJCHHE €
HEBB3MOXHO, ce npuinarat 2 xypca PEB. Cnopen ESMO-2016r. onpenensiio cTeneHra Ha
pucK e nuMdHaTa ¥ ChJOBA MHBAa3MUA U MPH | CT —BUCOK PUCK M3XOIBT € €IHAKBB C
Habmoenue wim 2 kypca PEB - 98% npexxusiemocT.

[Tpu mamuenty B | KIMHWYEH cTaAui PUCKBT OT TIAchK B 3a00JIBaHETO € OKoJo 25% - B
Te3u ciydan 6oiHUTE ce JekyBart ¢ 3 kypca PEB wiu 4 kypca PE npu npotuBonokaszanus 3a
npuiaarane Ha Bleomycin.

JleueHye Ha HECEMUHOMHHUTE TYMOpH Ha Tectucute BB 1IA. II B ctaguu

Jleuenuero Ha nanueHTture BB IIA cTaauii ce onpenens oT HUBOTO HA TYMOPHUTE MapKepH.
Koraro TymopHuTE Mapkepu ca MOBUILEHHU, MALIMEHTUTE IPOBEXAAT XUMHoTepanusa. Koraro
TYMOPHUTE MapKepu ca HEraTUBHU, € Bb3MOKHO IpoBexxaaHe Ha RPLND wnu nabmoneHue
Ha Bceku 6 cenmui. JledeHuero Ha mauveHTuTe BbB IIB craauii chijo ce omnpenens B
3aBUCHUMOCT OT HMBOTO Ha TYMOpHHUTE Mapkepu. lIpm HeratTuBHHM CEepyMHM MapKepu U
TUMQHA METacTa3| Mo X0/a Ha JIUMGHUS IPEHAX, MalueHTuTe moiexar mwim Ha RPLND c
aaroBaHTHa xuMmuotepanus 2 kypca PEB, wiu cucremna xumuorepanusi: PE — 4 xypca unu
PEB — 3 mmkbia, cien koeto ce oochxkaa Heooxomumoctta oT RPLND. Tlpu mynrunnenu
TuM(HU MeTacTa3u ce MpOBEeXJIa cHUcTeMHa xumuorepanus. Ilpu noBuieHM TyMOpHHU
MapKepy ce IMpoBeXJa XHMUOTepanus, KakTO NpU NalueHTH ¢ Jo0pa MporHosa Ha
3abomsBaneTo — 4 nukbiaa PE nwim 3 nukena PEB ¢ nocnensama RPLND, ako ce ycraHoBsiBat
CT nanHM 3a ocTaThyHa JTUM(ageHONATHS.

XUMUOTEpaIus Ipy aBaHCHUPATIO 3a00JIIBaHe

[Manmenture cbe craguu IIC u Il moxnmexar Ha cuctemHa xumuortepanus. [lanuenture B
HarmpeaHan CTaauil Ha 3a00JIsIBAHETO C€ KaTeropu3upaTr KaTo TMalMeHTH C¢ Jo0pa, cpeaHo
no0pa u joma mporHo3a (mporuoctudHa kinacudukamnus ot 1997 r Ha International Germ Cell
Cancer Collaborative Group).

[Tatiuenture B craamii [IC morat na 6b1aT KaTeropu3upanu ¢ 100pa, cpeaHo a100pa u joia
IIPOrHO3a B 3aBUCHUMOCT OT HMBOTO Ha TyMOpHHUTe Mapkepu. IIpoBexna ce cranmaprHara
xumuotepanus (3 kypca PEB unu 4 xypca PE), ako cien xumuorepanusta UMa ocTaTbyHa
TyMOpHa Maca, ce npenopbusa RPLND. Ako TymMOpHUTE MapKepH cile]l XUMUOTepanusTa ce
HopManusupar u npu CT He ce ycTaHOBSIBAT OCTaThb4HU (OopMaliH, NAIMEHTUTE MOratr Ja
OcTaHaT Ha HaOJII0IeHHE.

ITarmmenTu ¢ mo6pa oporaosa (I1ITA cramuii HECEMUHOMHHU TYMODH)

[MaruenTure ¢ mobpa mporHo3a Ha 3a00sIBAHETO TMOAJEKAT HA  CTAHAAPTHUTE
XUMHUOTEPANEBTHYHN pekuMH — 3 1iukbia PEB wim 4 muksena PE, ¢ koeTo ce moctura 100wp
nedebeH pesyntaT B 90% ot ciaydaute. AKO MAllMEHTUTE UMAT OCTAaThbUYHU (OpMAIUH CIE[
MpoBeACHaTa XUMHUOTEpaus, C HOPMaJIHU CTOMHOCTH HAa TYMOPHH MapKepH, IMOJUIeKAT Ha
OTICPaTUBHO OTCTpPAHSABAaHE HA TYMOPHUTE MAaCH. XHCTOJIOTHYHOTO U3CIEIBaHE Ha
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OCTaThYHUTE TYMOPHHU MacH MOJKe Jia IIOKaxke B Mpuoau3utenHo 45% Hekpo3a u Gpudpo3a, B
npubmusurenno 45% - noOpokadectBeH TepatoM W B 10 - 15% - mepcucrtupane Ha
KapuuHOMa. B Te3m ciydam ce mpuiaraT 2 KOHCOJMAMPAIIM Kypca XUMHOTEpAmlus C
komOuHnanms VIP.

IManuenTu cue cpenno noopa (IIIB craaumii) u nowa (IIIC craauil) nporuosa

[TanenTuTe chc CpeaHO 100pa MPOrHo3a Ha 3a00JSIBAHETO OTrOBAPAT HA CTAHAAPTHUTE
CXEMH Ha XUMHOTepanusi B npuoban3utentHo 80% oT ciaydauTe, a TE3H ¢ JIOIa MPOTrHO3a — B
npubmmsurenno 60%. [lanuentuTe B Te3u CTaguM Ha 3a00JsIBAaHETO MOJUIekaT HA 4 Kypca
xumuotepanusi (PEB) wmm 4 xypca PEI=VIP. Cnen mnpoBexnaHero Ha KypCcOBETE
XHUMHOTEpAIHus, ako PEHTTEHOTpaCKU Ce JOKaKe MbJIHA KIMHUYHA PEMHUCHS C HOPMAIHU
CTOMHOCTM Ha TYMOPHM MapKepH, MalMeHTUTEe OcTaBaT Ha JWHAMM4YHO HaOmojaeHue. B
cllyyauTe Ha ocTaTbyHa ¢opMmalnus NpU BB3MOXKHOCT C€ OOCHXAa ONEpaTUBHOTO I
OTCTpaHsiBaHe, KaTo ce 3arnoysa ¢ RPLND, cinen koero ce pesenupar OCTaTbUHUTE JIE3UU B
Oenust npo0. B ciyyanTe Ha moBuUIIaBaHE HAa TYMOPHHMTE MapKepu Clliejl JIEYEHHUE WU IpH
nporpecus Ha 3a00JIIBaHETO, MPU MAalMEHTHTE ce MpoBexaa “‘salvage” xumuorepanus (TIP,
CE, TI-CE, VelP, VIP) mnu BkIIOYBaHE B KIMHUYHHM TNpOy4YBaHUs. Panmorepamus mpu
HECEMUHOMHH TYMOPHM Ha TECTHCHUTE CE€ Ipuiara Npu MOKa3aHUs 33 MO3bYHHU U KOCTHH
MeTacTasu.

JEKAPCTBEHHU PEXKUMHA
[Tpu cTaamii [ 6e3 cha0Ba MHBA3US U C HOPMATHU CIIEIONIEPATUBHU TYMOPHHU MapKepu

AJIOBaHTHa XHMMHOTEpamusi HE ce€ MPOBEXJAa M HE Ce MpernopbyBa pPETPOINEPUTOHEATHA
TuMQHa TUCEKIHUSL.

e [lpu cranmii I cbe cpi0Ba MHBA3USA
o IlpoBexna ce agroBanTHa XxuMuotepanus ¢ pexkum BEP (Bux 1. [.B.) (2
Kypca).
e [lpu cranuii [IA, B
o IlpenopbuBa ce peTpornepuToHeaTHa TUM(HA TUCEKITUs, TTOCIeIBaHa OT
ajroBaHTHa xumuotepanus ¢ pexxum BEP (Bux 1. [.B.) (2 kypca).
e [lpu neonepaOuinau 6onuu B craguit |, mpu craguii 1l u IV
o IlpoBexna ce XuMHOTEpaIus CIIOPeI MPOTHO3aTa Ha OOJIECTTa.

IIpu noOpa mporuosa:

BEP (3 xypca) (Buwx T. [.B.).
EP (3 xkypca) (Bux 1. LLA.).

PVB
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e Cisplatin — 20 mg/m2 L.V., nau 1-5

e Vinblastine— 6 mg/m2 I.V., nau 1 u 2

e Bleomycin — 30 mg o6ma no3a .M., 1au 2, 9 u 16
e [loBropenue npe3 28 nuu (3 Kypca).

IIpu cpeaHa MK J10IIa MPOTHO34a:

BEP (4 xypca) (Bmwx T. [.B.).
EP (4 xypca) (Bux 1. 1.B.).

PVB (4 xypca) (Bux T1. IL.D.1.).

CrhacurenHa XMMUOTEpaIIMsI IPH PE3NCTCHTHU TYMOPH

PEI (Bux 1. LE.).
VelP (Bux 1. L.E.).
TIP (Bux 1. LE.)
GEMOX

e Gemcitabine — 1000 mg/m2 L.V., nau 1 u 8
e Oxaliplatine — 150 mg/m2 L.V., nen 2
e [loBropenwue mpe3 21 guu..

Excrparonannm TepaTokapiuHOMHU

XI/IMI/IOTepaHeBTI/I‘—IHI/ITe PEXKUMU Ca KaTO IMPU KapUUHOM Ha TECTHUC.

27. KAPHUUHOM HA IIEHUC

XumHoTepanus ce npuiara py JOKaJIHO aBaHCUpala WIK MeTacTaTU4YHa OOJIecT.

Cisplatin + Paclitaxel + Fluorouracil

Cisplatin — 75 mg/m2 LV., nen 1

Paclitaxel — 175 mg/m2 (Docetaxel — 75 mg/m2) I.V., nen 1
Fluorouracil — 750 mg/m2 1.V. 96-uacoBa BeHO3HA HH]Y3HUs
IToBTOpenue npe3 21 auu.
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Cyclophosphamide + Bleomycin

Cyclophosphamide — 250 mg/m2 L.V., aau 1-5
Bleomycin - 30 mg o6ma mo3a .M., 2 0bTH CEIMUYHO
[ToBTOpEeHue npe3 28 aHuU.

Cisplatin + Metothrexate + Bleomycin

Cisplatin — 75 mg/m2 LV., nen 1
Metothrexate — 25 mg/m2 L.V., nau 1 u 8
Bleomycin — 10 mg/m2 L.V., nau 1 u 8
[ToBTOpeHnue npe3 28 aHHU.

Cyclophosphamide + Cisplatin + Vincristine

Cyclophosphamide — 250 mg/m2 1.V., auu 1-5
Cisplatin — 25 mg/m2 L V., nuu 2-4
Vincristine — 1 mg/m2 LV., mau 1 u 7
[ToBTOpEeHue npe3 28 aHU.

Cisplatin + Mitomycin C

Cisplatin — 20 mg/m2 1L.V., nen 1-3
Mitomycin C — 4 mg/m2 L.V., nen 1
[ToBTOpeHnue npe3 28 aHU, PU CTPOrO MOHUTOPHPAHE HA XEMOII0e3aTa.

28. CAPKOM HA KAPOSI
CYVADIC

e Cyclophosphamide — 500 mg/m2 1.V., nen 1 Vincristine — 1.4 mg/m2 1.V., nen 1
Epirubicin — 70 mg/m2 1.V., aen 1 Dacarbazine — 400 mg/m2 L.V., aau 1-3
IToBTOpenue npe3 21 auu.

e Paclitaxel — 135 mg/m2 1.V., nen 1, moBTopenue npe3 3 ceamuiy win 100 mg/m?2
L.V., nen 1, noBropeHue npe3 2 CeAMHUIIN.

e Interferon-alpha — 3 mUI S.C. agueBHO, KOMOMHUpaH ¢ apuenedenue (10 gau).

e Interferon-alpha — 3 x 3 mUI S.C. ceamuuno (12 mecerna).

e Doxorubicin (PLD)** — 20 mg/m2 L.V., nen 1, npe3 14-21 nuu (1pu maiueHTH ¢
AIDS u ¢ Hucsk Opoit Ha CD4+ T-num- pouutn).

29. CAPKOMU HA MEKHU TBbKAHHU

CapkomuTe Ha MEKUTE ThKAHU MPEACTABIABAT OKOJIO 1 % OT BCHUKH 3JI0KAYECTBEHU TYMOPH Y

106



BB3PACTHU U OKOJIO 15 % oT Te3u y nena. CpenHara S-roauiHa npexuBsieMocT Bapupa ot 60%
no 80% mpu BB3pacTHH U 75% TpHU Jena, B 3aBUCUMOCT OT JU(EPEHIHAINS, XUCTOIOTHICH
BapHaHT, pa3Mep, JIOKAIU3aIus, pa3npocTpaHeHue Ha Tymopa. CapkoMUTE HA MEKHTE ThKaHU
MOTaT J1a Bb3HHKHAT BBbB BCHUKH OOJIACTH HA TSJIOTO, HO Hal-4ecTH ca Te3W B o0yiacTra Ha
nomau  kpadaumm - (40.5%), rtpweaen kom  (17.5%), ropum kpaviHuim  (16.5%),
peTrponeputoneanHo npoctpanctBo (13.3), BpTpemnu opranu (8.0%), B obmacTTa Ha riiaBa u
st (4.0%). CuctemHa Tepanusi ce mpuiiara rnpu HeonepaduiIHa Wik MeTacTaTuYHa O0JecT.

MOHOXMMHOTEpAIIHS

e Doxorubicin — 75 mg/m2 wiu
e Epirubicin — 90 mg/m2 B 72-4yacosa .V. undy3sus

[ToBTOopenue npe3 21 aHu.

e Epirubicin — 80-120 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 auu.

e Paclitaxel — 135-175 mg/m2 1.V., nen 1
[ToBTopenue npe3 21 aau.

o Ifosfamide 3.0 g/m2 i.v. — 4 yacoBa u.B. uH}Yy3us aeH 1 10 3
e Mesna 400 mr/m2 u.B. Ha 0, 4 1 8Mu vac u.B.

[loBTaps ce mpe3 21  jgHM_

KOM6I/IHI/IDaHa XUMHOTCPAIINA

| nnaus

Epirubicin + Ifosfamide

Epirubicin — 60 mg/m2 L.V., nau 1 u 2

Ifosfamide — 1800 mg/m2 1.V., nau 1-5

Mesna — 400 mg/m2 1.V., B wacose 0, 4 u § cien Hauanoto Ha ifosfamide
[ToBTOpenue npes 28 aHU.

Vincristine + Cisplatin + Ifosfamide

Vincristine — 2 mg o6mia qo3a 1.V, nen 1

Cisplatin — 20 mg/m2 V., nau 1-5

Ifosfamide — 1500 mg/m2 1.V., nuu 1-5

Mesna — 400 mg/m2 1.V. B yacose 0, 4 u 8 cnex Hayanoto Ha ifosfamide
[ToBTOpenue npe3 28 gHwu.

Gemcitabine + Docetaxel

107



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., aen 1
Vincristine — 1.4 mg/m2 1L.V., nen 1
Epirubicin — 70 mg/m2 L.V., nen 1
Dacarbazine — 400 mg/m2 LV., aau 1-3
[ToBTOpenue npe3 21 guu.

Olaratumab + Doxorubicine (Epirubicin)

Olaratumab — 15 mg/kg I.V., nau 1 u 8
Doxorubicine — 75 mg/m2 (Epirubicin — 90 mg/m2) I.V., nen 1
[ToBTOpenue npe3 21 auu.

[IpoBexxmar ce 8 Kypca, mocienBaHu OT MOAIbPKAII0 npuiioxenue Ha Olaratumab o

Iporpecus.

MAID

Doxorubicin 20 mg/m2 u.B. (5 no 20 muryTHa nH)Y3Hs) A¢H 1 10 3
Dacarbazine 300 mg/m?2 u.B. (1uacoBa uadysus) aex 1 o 3
Ifostamide 2500 mg/m2 nueBHO u.B. (3uacoBa uHy3us) neH 110 3
Mesna 400 mg/m2 u.B. Ha 0, 4 u 8 yac

[ToBTaps ce npe3 3 cenmunu — 6 Kypca

XUMHUOTEpaneBTUYHUTE PEKUMHU MOTaT J1a Ce MpujiaraT B HE0AAI0BAaHTEH ACTIEKT MPU
MOTEHLIMAIHO pe3ekTadunHu Tymopu (cramuii 11, 11I).

1I.B. II nunus

Pazopanib — 800 mg P.O. nHeBHO (He ce mpuiara mpu JUIMOCAPKOMH).

Eribulin mesylate — 1.4 mg/m2 I.V., nuu 1 u 8 (pu IUMOCapKOM ¢ TIPOTpecust Clies
AHTPAIUKIIUH-ChIBPIKAIINA PEIKUMH)
IToBTOpenue npe3 21 guu.

Cisplatin  + Mitomycin C =+ | Cisplatin — 20 mg/m2 L.V, qau 1-3

Cyclophosphamide Mitomycin C — 10 mg TOT L V., nen 1, npe3 42 quu
Cyclophosphamide — 500 mg/m2 LV, aeu 1l (B

Kypcosete 6e3 Mitomycin C)
[ToBTOpenue npe3 21 auu.
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30. OCTEOCAPKOMHA

[IbpBUYHKTE 3JI0KAYECTBEHM KOCTHM TyMopu mpezacraBisBar okoio 0,3 % or BcuukH
3JI0Ka4eCTBEHH HOBOOOpa3yBaHUs. B 3aBUCHMOCT OT TBKaHUTE, OT KOUTO MPOM3XOXKAAT, TE CE
paszesaT Ha: OCTE0CapKOMH (C NMPOU3XOJ OT OCTE00JIACTUTE), XOHAPOCAPKOMH (C MPOU3XOJ OT
XpYIISUIHA ThKaH) U NMPUMUTHBHU HEBPOEKTOJIEPMAHH TYMOPH, HAPHYaHU OIIEe CAPKOMH Ha
Ounr (¢ nescen mnpomsxon). Tyk cmamaT W JApPYTM peAKH TYMOPH Ha KOCTUTE, KaTo
alaMaHTHHOM, MAaJIMTHCH (1)H6pO6HaCTeH XUCTHUOLIUTOM Ha KOCTTa n MaJIUTHCH
THT'aHTOKJIETHUCH TYMOP Ha KOCTHTE.

KbM kocTHUTE TyMOpHU C€ OTHACIT U IbPBUYHUTE JOOPOKAYECTBEHU TYMOPHU HA KOCTUTE, KaKTO
U BTOpPUYHU (METACTaTUYHH) KOCTHU TYMOPH — MeTacTaTM4yHa KOcTHa Oonect. Haii- yect e
OCTEOCapKOMBT, cpella ce Hai-yecto y mnoapactBam (15-19 rox.). B Ta3u BB3pact
ocTeocapkoMuTe cberaBisiBar noede or 10% oT BCcuUkK conuaHu TyMOpH. ChOTHOILIEHHETO
MBbxkekeHn e 1.4 : 1.

Te3su TymMopu BB3HUKBAT B IEpUOJAa Ha CB3pPSABAHE Ha OpraHu3Ma, KOraro ce OT4YuTa
MaKCHMaJIeH pacTeX Ha CKeJleTa, pecil. BUCOKa MposindepaTiBHA aKTUBHOCT Ha OCTEO0IACTUTE;
BTOPHUSAT MUK € KbM 60-roauiiHa Bb3pact. pyru puckoBu GpakTopu 3a MosiBa Ha T€3U TYMOPH ca
JT'bUEBU BB3JICHCTBUS, KaKTO U (pamMuIIHA 0OpPEMEHEHOCT.

HeKapCTBeHO JICYCHUC CC U3BHpPIIBA CAMO B ICHTPOBE CbC CbOTBCTHU BB3MOKHOCTHU.

XuMuoTepanus Opy capkoM Ha Ewing

Vincristine + Vincristine - 1.5 mg/m2 (o6m1a qo03a 2 mg) 1.V. 6onyc, nen 1
Ifosfamide + Ifosfamide - 3000 mg/m2 1.V. 3-uacoBa undy3us, nau 1-3
Epirubicin + Mesna — 400 mg/m2 1.V, B yacose 0, 4 u § cie1 Ha4yaIo0TO Ha
Etoposide ifosfamide

Epirubicin — 30 mg/m2 1.V. 4-yacoBa uudysus, aau 1-3
Etoposide — 150 mg/m2 1.V. 2-yacoBa undysus, gau 1-3
IMoBropenue npe3 21 auu (¢ moakpena or G-CSF).

Ifosfamide + Ifosfamide — 1800 mg/m2 L.V., qau 1-5
Carboplatine + Mesna — 400 mg/m2 1.V, B gacoge 0, 4 u 8 ciex HAYaI0TO HA
Etoposide ifosfamide

Carboplatin — 400 mg/m2 L.V., nau 1 u 2
Etoposide — 100 mg/m2 I.V., qau 1-5
[ToBropenwue mpe3 21 aum (¢ moakpena ot G-CSF).
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VEC/IE Vincristine — 1.5 mg/m2 (o6mia qo3a 2 mg) 1.V. 6oayc, aex 1
Cyclophosphamide — 600 mg/m2 L.V., nen 1

Epirubicin — 75 mg/m2 1.V., nen 1 anrepuupaino c: Etoposide — 100
mg/m2 I.V., nau 1-3

Ifosfamide — 1500 mg/m2 L.V., nau 1-3

Mesna — 400 mg/m2 1.V., B yacose 0, 4 u 8§ ciie HAYAJIOTO HA
ifosfamide

[Toropenwue mpe3 21 aum (¢ moakpena or G-CSF).

XuMUOTEepanus Ipu 0CTe0CapKOM

MAP Cisplatin 60 mg/m2/ nu / 4 4 uadyszus/ vHa nen 1 u 2 (O[] 120 mg/m 2),
cenmuna 1 u 6

Doxorubicin 37.5 mg/m2 u.B. Ha neH 1 u 2 (O 75 mg/m 2) , cenmuna 1
u 6, clieIBaHM 3 CCAMHMIU CJIE] TOBA OT:

Methotrexate (MTX) 12,000 mg/m 2 u.B. 3a 4-6 4yaca Ha geH | + /
Leucovorin 15 mg IV, craprupaiiku 24 h cien nHadanoro Ha MTX u
CIIEJICHE Ha MeETOTpeKcaTeMusita nokaro He crane < 0,1 mM.
(cenmunia 4, 5, 9 u 10)

[ToBTaps ce 10 4 HUKbBIA

ICE Cisplatin 100 mg/m2 u.B. 32 2 h Ha nieH 1

Epirubicin 90 mg/m?2 u.B. 3a 15 min Ha zaeH 1

Ifostamide 2000 mg/m2/ nen IV 3a 4 h wa num 2 g0 4, 3aegHO ¢
Mesna 2000 mg/m2/nen u.B. 3a 4 h Ha quU 2 10 4 ( ToTayNHa J03a:

6000 mg/m2)
[ToBtapst ce mpe3 3-4 cenmuim ( 6 kypca, 3 Kypca npea u 3 Kypca
CJIe/IOTIEPaTUBHO).

Ifosfamid + | Ifosfamid 3000 mr/m2 u.B. (3uacoBa uHpy3us) aeH 1 1o 4

Etoposide Mesna 3600 mg/m 2/ ieH u.B. TPOABIDKUTENHA HHY3Hs Ha 1HU 1 10 4

Etoposide 75 mr/m2 u.B. (14acoBa undy3us) aex 1 go 4
[ToBTaps ce npe3 3-4 ceqmuru (2 Kypca)

Gemcitabine + | Gemcitabine 675 mr/m2 u.B. (90muH. uHby3us) nex 1 u 8
Docetaxel Docetaxel 75 no 100 mr/m2 u.B. (14acoBa und.) nex 8
[ToBTaps ce npe3 3 ceaMULIU.

Cyclophosphamide | Cyclophosphamide 250 mg/m2 u.B. 3a 30 min /an Ha guau 1 10 5
+ Topotecan Topotecan 0.75 mg/m2 u.B. 3a 30 min /nu Ha qHM 1 10 5
IToBTaps ce npe3 3 ceqmuiy, 3a 12 — 14 nukbia

I'MT'AHTOKJVIETBYEH TYMOP HA KOCTTA

Denosumab e mmoka3as 3a JeducHre Ha BB3PAaCTHU U FOHOIIN CHC 3aBbPHICHO CKCJICTHO Pa3BUTUC

C TUTAHTOKJIEThYEH TyMOpP Ha KOCTTa, KOWTO € HeonepabuIeH WM KOraTo UMa BEPOSITHOCT
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XUPYpPTUYHATA PE3EKITUS A TOBEE 0 TekKa 3a007I€BaeMOCT.

[IpenopbunTennara go3a Denosumab e 120 mg, npunoxeHa KaTo eTHOKPaTHA MOJIKOXKHA
WHXEKIUs B 001acTTa Ha OeApoTo, KopeMa WIM MUIITHUIATA BEHBK HA BCEKU 4 CEAMMUIIH, C
JTON'BIHUTENHU 10341 OT 120 mg Ha feH 8-Mu U 15-TH OT JICUEHHETO Mpe3 IbPBUSI MECEI] OT
Tepamnusara.

[TanimeHTHTE ¢ TUTAHTOKJIETHYEH TYMOP Ha KOCTTa TpsIOBa /1a Ob/IaT OIEHSBAHHU PEIOBHO, 32 J1a
ce OIpEENH J1ajli IPOIBJDKABAT J1a UMAT 110J13a OT JICYCHHUETO.

[Tpu manmenTH, yneTo 3adoisaBaHe ce KOHTpoaupa oT Denosumab, ehekThT OT IPEeKbCBaHE
WJIU CIIUPAHE Ha JICYCHUETO HE € OIICHEH, HO OTPaHWYCHUTE JTAHHM MPU TE3H MAI[UCHTH HE
MOKa3BaT HalIuuue Ha pebayHa eeKT cien MpeKpaTsaBaHe Ha JICYECHUETO.

Beuuku nanuenTu TpsaOBa 1a noiay4yaBaT 100aBku ¢ Haii-Manko 500 mg kanuwmii u 400 TU
BUTaMHUH D THEBHO, OCBEH aKO € HAIHIIE XUIIEPKATIIUEMHUSL.

31. TACTPOUHTECTUHAJIHU CTPOMAJIHA TYMOPH

I'actpounrectuHanaure cropmanHu Tymopu (I'MCT) ca penku MeE3eHXMMHH TyMOpu C
npousxox ot ractpouHtecTHHanHuA TpakT ([UT) cbe cnenunpuyna XuCTOIOTHMYHA
xapakTepucTuka. ToBa ca Hail-uecTo cpenjaHute Me3eHxuMHU TyMopu Ha I'UT, Bp3HMKBamm
cinen myranuss B KIT-Tupo3mH kuHa3HuS peuentop W/WiM B perentopa Ha TPOMOOLUTHUS
pactexen (akrop anda (PDGFR-alfa). /lmarxHozata ce mocTaBs WMYHOXHUCTOXHMUYHO BB3
OCHOBA Ha EKCIpecHs Ha ClelUu(UYHN PELENTOPH U Ce ONpPeNeNAT CTENeHU Ha PUCK (HHUCBHK,
CpPEIEH M BHUCOK). 3acAraT INPEAMMHO BB3PACTHU OKOJIO II€TaTra JAeKaza, HO Morar jJa ce
Ha0JII01aBaT ¥ BbB BCHYKH BB3PacTOBH TPYIIH.

I'MCT wmorar ma ce pa3BUSAT HaBCSIKBIAE B CTOMAIIHOUpeBHUsA TpakT. Oxono 60-70% ot
cllydyauTe ca JoKanmm3upanu B cromaxa, 20- 30% - TeHKO uepBO; mo-mamko ot 10% -
XPaHOIPOBO/I, KOJIOH, PEKTYM.

[Ipunara ce TapretHa Tepanusi.
AntoBaHTHA Tepanus

[Ipunara ce npu omnepupanu 6omnu (RO- u Rl-pesekiusi) ¢bc CpefieH U C BUCOK PHCK:
TyMopeH auamersp > 10 cm, Opoit Ha mu- To3u > 10/50 HPF, Tymopen nuamersp > 5 cm
witoc O6poit Ha muto3u > 5/50 HPF, cnontanna unu xupypruuna pyntypa. Haznauasa ce u
cinen R2-pesekums 3a cpok or 3 roauHu. [IpenoppunrteneH € MONEKYJISIPHO-IIATOJIOTHYEH
ananus 3a c-KIT (ex30H 9- u ex3oH 11- myTarnus).

Imatinib — 400 mg P.O. nueBHo (800 mg muerHO nipu c-KIT ex30H 9-myTarus).
[Ipunara ce 3 roauHu.
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I nunus [IpenopwrunTenen e MoieKyisipHonarooruder ananus 3a c-KIT (ex3onH 9- u
ek30H 11-myranms) u PDGFRA D842V-mytanus.

Imatinib — 400 mg P.O. nueBHo, 1o nporpecus (800 mg nueuo mpu c-KIT
ek30H 9-myrtauus). [Ipunara ce 1o nporpecus.

I nuHMS Imatinib — 800 mg P.O. aueBHO (710 mporpecust).
Sunitinib — 50 mg P.O. nueBHo, 28 nuu u 14 nau noyuBka, wiu 37.5 mg P.O.
JTHEBHO, 0€3 MPEKbCBaHE (710 MPOTPECcHs).

I nuaust | Regorafenib — 160 mg P.O. nueBHO (10 mporpecws).

32. MAJIMTTHEH MEJIAHOM

AJIOBaHTHA TEPAINs

Nmynotepanus ¢ Interferon-alpha — 3 x 3 mIU (2 x 10 mIU) S.C. ceqmuyno, 12 mecerna.
[IpoBexkna ce mpH MALMEHTH C KOKEH MEJIIAHOM C BHCOK PHCK 3a TOSBAa Ha PEIMJIUBU:
craquii [Ib/N1 (nebemmna mo Breslow > 2.01 mm W ¢ XUCTOJOTMYHA YIIEpamnusl Ha
bpBUYHATA JIe3us > 1 mm).

IIpu nokanHo aBaHcHpana Oo0JIECT ¢ KIMHUYHO IMO3UTHBHU CATEIUTHU WM WHTPAH3UTHU
numbHu BB31M (ctaauii 11I) ce mpunara nbyiHa TepaneBTUYHA TUM(HA JUCEKIUS, TOCIe/[BaHa
ot umyHorepanus ¢ Interferon-alpha — 3 x 3 mIU (2 x 10 mIU) S.C. cenmuuno, 12 mecerna.
IIpu BHCOK pUCK ce 00ChXKa TbueIeueHrne Ha TUM(QHUS PETHUOH.

ITpu cragmii III Oe3 mbaHA pe3ekuus ce Mpujara UHTpaje3HoOHAIHA Tepamus, JbuejIeueHue
WJIY APYTH PETUOHAIIHU OIILUH.

ITpu cragmii Il ¢ KTMHUYHO MO3UTUBHU JTUM(HU BB3NIU (BUCOK PUCK) MOXKE J1a C€ MPUIOKH
aJIlOBaHTHA OMOXMMHOTEpAIus, PH KOATO KbM UMyHOTepanusaTa ¢ Interferon-alpha — 3 x 3
mlU (2 x 10 mIU) S.C. ceamuuno, ce 700aBsAT KypCOBE C IMTOTOKCUYEH areHT:

Dacarbazine — 250 mg/m2 L.V., nau 1-3
[ToBTOpenue npe3 28 auu, 10 6 Kypca.

Cisplatin — 80-100 mg/m2 L.V, nen 1
IToBTOpenue npe3 28 auu, 10 4 Kypca.

e Dabrafenib — 2 x 150 mg P.O. aueBHO + Trametinib — 2 mg P.O. nHeBHO € nmoKazaH
KaTo aJl0BaHTHA Tepanus Mpu Bb3pacTHU nanueHTu ¢ MenanoM Cranuii 111 ¢ BRAF
V600 myranus, cies MbiIHa Pe3eKIHUs.

e Pembrolizumab 200 mg 1.V. ¢ukcupana no3a - Ha Bcexu 3 ceamuim win 400 mg L.V.
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Ha BCEKU 6 CcCaAMUIIN (bHKCI/IpaHa J03a . Karo MOHOTEpAInuAd € IoKa3aH 3a aJJlOBaAaHTHO

JICYCHHUE Ha BB3PACTHU C MCIAaHOM CTaI[I/Iﬁ III m 3acsarane Ha J'II/IM(i)HI/I Bb3JI4, IIpU

KOUTO € MU3BLPHICHA IIbJIHA PC3CKIMA. HpI/I aJIOBAHTHO JICUCHHUC Ha MCJIaHOM,

Pembrolizumab Tpsi6Ba na ce mpuiara 10 pernuauB Ha 3a00JsIBaHETO, HEMTPUEMIIMBA

TOKCHUYHOCT WJIM 3a nepruoa A0 €aHa rogruHa.

CucremHa TCpanusi IIpHu pCuuauBrupalia 1 MCTacTaTUu4Ha 0oitect

TaprerHa Tepanus 1 UMyHOTEpaIus

| muans Tepanust mpu BRAF V600-mytupanu tymopu

Vemurafenib — 2 x 960 mg P.O. nHeBHO, 10 mporpecusi.

Dabrafenib — 2 x 150 mg P.O. qaeBHo, 10 nporpecusi.

Dabrafenib + Trametinib Dabrafenib — 2 x 150 mg P.O. aueBHO
Trametinib — 2 mg P.O. ngHeBHO
IIpoasmxkasa 10 mMporpecusi.

Vemurafenib + Cobimetinib Vemurafenib — 2 x 960 mg auesuo P.O., auu 1-28
Cobimetinib — 60 mg auesno P.O., auu 1-21
IToBTOpEenue npe3 28 aHU, 10 IPOrpecusl.

e Nivolumab — 240 mg L.V., npe3 14 nuu nnu 480 mg 1.V, npe3 28 axu, 10 nporpecusi.

Ipilimumab 3 mg/kg i.v. npe3 21 auu /4 xypca/.

e Nivolumab+ Ipilimumab — wuxmyKIHS
Nivolumab — 1 mg/kg I.V., nen 1
Ipilimumab — 3 mg/kg I.V., nen 1
[ToBTOpenue npe3 21 auu /4 kypca /

[Monnbpxamnia Tepanus
Nivolumab - 240 mg 1. V., npe3 14 nuu umm 480 mg 1.V., npe3 28 quu - 10 mporpecust win
HETPHEeMJINBA TOKCHYHOCT.

Pembrolizumab — 200 1.V. na Bceku 3 ceaqmunu win 400 mg 1.V. Ha Bceku 6 ceMuIIH, 10
MIPOTPECHS WK HETPUEMIIHBA TOKCHYHOCT.

| - TuHMs Tepanusg ¢ UMYHHHE YeKnonHT-uaxuouropu npu BRAF WT tymopu
Momnoreparnus
e Pembrolizumab — 200 mg I.V. na Bceku 3 ceamuru win 400 mg 1.V. Ha Bceku 6
CEMMUIIH, 10 TIPOTPECHS WM HETIPUEMITBA TOKCHYHOCT.
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e Nivolumab — 240 mg 1.V., npe3 14 auu wim 480 mg 1. V., npe3 28 nHu, 10 nporpecus.

e Ipilimumab — 3 mg/kg 1.V - 4 kypca nipe3 21 qHu; 1SII0TO JIeYCHUE TPAOBA 1a ce
HpUIIoXKH 10 16-Ta ceaMuIia ciie]] MbpBara J03a.

Komb6unupana tepanus
e Nivolumab+ Ipilimumab
NunykuuonHo jieuenue - 4 kypca
Nivolumab — 1 mg/kg I.V., nen 1
Ipilimumab — 3 mg/kg L.V., nen 1
[ToBTOopenue npe3 21 gHu._

Toaaspkaliio JeyeHue

Nivolumab - 240 mg V., npe3 14 nuu  wium 480 mg 1.V, npe3 28 qau - 10 nporpecust

1l 1MHWA TapreTHa Tepaus

Crnen nporpecust Ha BRAF-unxubutop wim Ha komOuHanus ot BRAF + MEK-uaxuburop ce
npeBkitouBa kKbM PD-1-uaxuburtop mmu CTLA-4 uHXuOUTOp MM KOMOMHAIUS OT JIBETE.

Caen nporpecust Ha CTLA-unxu6utop ce npekitousa kbM PD-1-unxuburop u o6paTHoTO.
ITpu akpamHu ¥ MyKo3HU MenaHoMH cbe c-KIT-myTanms ce o6crxaa Imatinib — 2 X 400 mg

P.O. nuesHo.

XUMHOTEpAIIUs

[Ipunara ce kaTo BTOpa JUHUS WK KaTO CyOCEKBEHIMAIHA Tepalius, KOraTto ca u3yepraiu
Bb3MOXxHOcTUTE HAa BRAF- 11 UMyHHUTE YeKITOMHT-UHXUOUTOPHU.

Carboplatin + Paclitaxel Carboplatin — AUC 4 1.V, nen 1
Paclitaxel - 175 mg/m2 L.V., nen 1
IToBTOpenue npe3 21 guu.

CvD Dacarbazine — 800 mg/m2 L.V., nen 1
Cisplatin — 25 mg/m2 L.V., mau 2, 3 u 4
Vinblastine — 1 mg/m2 I.V., nau 2, 3 u 4
[ToBTOopenue npe3 21 guu.

Cisplatin + Gemcitabin Cisplatin —40 mg/m2 LV., nau 1 u 8
Gemcitabin — 1000 mg/m2 L.V., nau 1 u 8

[ToBTOpenue npe3 21 guu.

33. KAPHIUHOM HA KOXA
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3a0055€MOCTTa OT 3JI0KaUeCTBEHUTE TYMOPH Ha KO)KaTa € €JHa OT Hali-BUCOKHUTE B CBETA U B
Bbenrapus. Cnopen Hammonanuust Pakos Peructsp (HPP), Codust, npes 2013 1. e umano 4791
HOBHU citydasi, 12.9% oT BCHUKH 3JI0Ka4yeCTBEHH HOBOOOpa3yBanus (36 825).

Taprerna Tepanus

e Vismodegib — 150 mg P.O. naueno. Ilpuiara ce mnpu JIOKaaIHO aBaHCHUPA
OasorenyapeH KOKEH KapIMHOM, HEMOIXOMAIl 3a XHUPYPrusl WIN JIbuelicucHHe,
WM [IPY MEeTacTaTU4HA OOJIeCT.

e Cemiplimab - 350mg I.V. npe3 21 guu. Ilpuara ce mpu JOKaIHO aBaHCHpal HIU
METACTaTHYCH IUIOCKOKJIEThUCH KOXKCH KapIIMHOM, HEMOAXOSI] 3a paJuKaiHa
XUPYPIHs WK JIbUYCIICUCHHUE.

Q Mepkenos Tymop (MT)

Tymop ot knerkure Ha Merkel (HEBpO-€HIOKpPHHEH MPOU3XO0MA) € pPsAAKO 3a0oiisBaHE C
noBwMIaBaiia ce 3adbosieBaemoct. IlpuunnsBa ce ot monuoma Bupyc — Merkel cell polyoma
virus (MCPyV). Ilpu MT e or 3Hayenue neOenvHaTa Ha TyMopa, HaOmrOmaBaT ce
WHTPAH3UTHH METACTa3H, MPENopbyYBa ce OMOICHUS HAa CTPAKEBUS BB3e] U CIEJONEpaTHBHA
JTbUETEpaIus 3a JIOKO-PETUOHATICH KOHTPOI.

HmyHoTepanus

Avelumab — 800 mg L.V., npe3 14 quu. [Ipunara ce npu metacratnueH Merkel-kinerbueH
KapIMHOM JI0 TIPOTPECHs MIIM HETTPHEMIIHBA TOKCHYHOCT.

Xumuorepanus

[{utoTOoKCHYHATa Tepanus He € cTaHaapT. Ilpuiara ce psAaKo MpuU JOKAJIHO aBaHCHpall WIH
MetactatmdeH  Merkel-kileTbueH  KapIMHOM; W3IMOJ3BaT C€ PpPEXKHMH KaTo TIpH
npebHokierrueH Oemoapoden kapmuHom: Cisplatin (Carboplatin) £ Etoposide, Topotecan
ni CAV (Bux. Kapriunowm Ha 05151 1po0, J[peOHOKIeThYeH KapLIHOM).

IIpy 7nokamHO aBaHCHpal MM METacTa3upal IJIOCKOKIEThYEH KOXKEH KapLHMHOM,
BKJIFOUMTEIHO KaplMHOM Ha BYJIBa, TOPHA U JOJHA YCTHA, XUMHUOTEpANus ce 00ChKaa pAIKo
B [TOCOYEHUTE MO-710JTy Bb3MOXKHU U300pHU.

Cyclophosphamide + Bleomycin Cyclophosphamide — 250 mg/m2 L.V., aau 1-5
Bleomycin — 30 mg o6mia mo3a .M., 2 mbTH CEAMUYHO
IToBTOpeHue npe3 28 AHU.
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Cyclophosphamide + Cisplatin

Cyclophosphamide — 250 mg/m2 LV., aau 1-5
Cisplatin — 25 mg/m2 LV., nau 2-4
IToBTOpenue npe3 21 aHu.

Cisplatin + Fluorouracil

Cisplatin— 100 mg/m2 1.V, nen 1
Fluorouracil — 1000 mg/m2 LV., aau 1-5
[ToBTOpenue npe3 28 aHM.

Paclitaxel + Cisplatin

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

Carboplatin + Paclitaxel

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

Cisplatin + Cyclophosphamide

Cisplatin — 75 mg/m2 L.V., nen 1
Cyclophosphamide — 100 mg/m2 P.O., nau 1-10
[ToBTOpenue npe3 21 axu.

[IpeBeHnMs HA HEMEITAHOMHH KOKHH TYMOPH TP UMYHOCYIIPECUPAHM MMALIMEHTH

Nicotinamide — 2 x 500 mg P.O. nHeBHo.

34. KAPHUHOM C HEU3BECTEH ITPOU3XO0/

I/I360p’I)T Ha OUTOCTATUYCH PCXKUM CC OCHOBaBa Ha XUCTOJIOTHMYHUA BHJ Ha MCETACTAa3UTC.

XuMuoTepanusi ce Tmpwiara npd OodHM B J00po 0010 CBHCTOSHUE

(PS).

[Tpu

HCBPOCHAOKPUHHU TYMOPH C HCU3BCCTCH IPOU3XOA C€ Ipuiiara JICHCHHUEC KaKTO IIpH

raCTpOCHTCPO - MAHKPCACHHU HECBPOCHAOKPUHHU TyMOPpHU (BI/I)K HeBpoeHIlOKpI/IHHI/I TYMOpPH, T.

11.B.).

Cisplatin + Etoposide

Cisplatin — 75 mg/m2 LV., nen 1
Etoposide — 200 mg o6ma no3a L.V., qam 1-3
[ToBTOpeHue npe3 28 aHM.

Cisplatin + Epirubicin + Fluorouracil

Cisplatin — 75 mg/m2 L.V., nen 1
Epirubicin — 50 mg/m2 L.V., nen 1
Fluorouracil — 500 mg/m2 L.V., nau 1-3
[ToBTOpenue npe3 21 auwm.

Cisplatin + Gemcitabine

Cisplatin — 75 mg/m2 LV., nen 1
Gemcitabine — 1000 mg/m2 L.V, nau 1 u 8
[ToBTOpenue npe3 21 auwm.
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Paclitaxel + Carboplatin

Paclitaxel — 200 mg/m2 1.V, nen 1
Carboplatin AUC6 1.V, ngen 1
IToBTOpenue npe3 21 aHu.

Paclitaxel + Fluorouracil + Cisplatin

Paclitaxel — 175 mg/m2 L.V, nen 1

Fluorouracil — 500 mg/m2 1.V. npoasmkurenHa
uH(py3wus, nex 1

Cisplatin — 100 mg/m2 1.V., nen 2

[ToBTOpenue npe3 21 auwm.

Carboplatin + Docetaxel

Carboplatin AUCS L.V., gen 1
Docetaxel — 75 mg/m2 L.V., nen 1
[ToBTOpenue npe3 21 aHu.

Irinotecan + Oxaliplatin

Irinotecan — 160 mg/m2 1.V, nen 1
Oxaliplatin — 80 mg/m2 L.V., men 1
[ToBTOpenue npe3 21 auu.

CAPOX

Capecitabine — 2000 mg/m2 P.O., nuu 1-14
Oxaliplatin — 80 mg/m2 1.V, nen 1
[ToBTOpenue npe3 21 axu.

Fluorouracil + Mitomycin C

Fluorouracil — 500 mg/m2 LV. bolus,

NOCICAOBATCIIHNU JHU

Mitomycin C — 10 mg TOT L.V., nen 1, npe3 42 qau

IToBTOpenue npe3 21 nHu.

3

35. HOBEAEHUE ITPU METACTATHYHA KOCTHA BOJIECT
N 3AI'YBA HA KOCTHA MACA

B ckenera Haii-uecTo MeTacTazupa KapLMHOM Ha I'bpJa, IPOCTaTHA kJie3a, 0571 1po0, ObOpek u
ap. Bozemio e nedeHneTo Ha MbPBUYHUSA TyMOp (XMMHUOTEpAIus, XOPMOHOTEpanus u 1p.). 3a
MPeJOTBpaTsABaHEe HA YCIOKHEHHUS OT KOCTHU MeTacTasM (IMaTOJOTWYHM (PaKTypu, KOMIIPECHS
Ha TrpbOHAYEH MO3BK, XUMEpPKAILUEMHUs MU Jp.) ce mnpuiarat o6udochoHatn u OHOIOTHYHU
nexapctBa. [Ipu sedenne ¢ Denozumab u3cnenBane Ha CepyMHO HMBO Ha KpEaTWHHH HE Ce

HaJjiara.

Jleuenue Ha TYMOp-MHIYLIUpPAaHA XUTIEPKATIAEMUS

Zoledronic acid — 4 mg 1.V. 15-munyTHa HHDY3HSI.

JleyeHre Ha KOCTHU METACTa3u
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[Ipenu Besika nHGy3ust Ha OudocoHaTH ce M3CIeIBa CEPYMHO HUBO Ha KaIIUN U
KkpeatuHuH. BeHo3nuTe nHpy3un Ha 6udochonatu ce npaBsaT npe3 3-4 cenMHuIy.

KocTHH MeTacTa3u OT KapIiMHOM Ha r'bpJia
Denosumab — 120 mg S.C., npe3 28 aHu.
Zoledronic acid — 4 mg 1.V. 15-munytHa uH}Y3Hs, pe3 28 THH.

KocTHu MeTacTa3u OT KapIiMHOM Ha [IpocTaTa

Denosumab — 120 mg S.C., npe3 28 aHw.

Zoledronic acid — 4 mg 1.V. 15-munytHa undys3us, npes 28 aHH.
Radium-223* — 55 kBq/kg, npe3 28 nuu (6 ariukamnum).

KocTHU MeTacTas3u OT APYTU COIMIHU TYMOPH
Denosumab — 120 mg S.C., ipe3 28 aHu.
Zoledronic acid — 4 mg 1.V. 15-munytHa undy3us, npe3 28 aHU.

HpI/I ManyuCHTH, IMPOBCXKAAIIN CHAOKPHHHA TCPAIIUA 3a KapLUUWHOM Ha I'bp/Jada WK aHAPOI'CH-

IMOTHCKallla TCpaIrd 3a KaplrHOM Ha IIpocCTaTra, € HaJIUulC PHUCK OT 3ary6a Ha KOCTHa Maca u

MOXE J1a ce TpWIoKH OuojormyHa tepamus ¢ Denosumab — 2 mptt mo 60 mg S.C.

ronuinHo (mpe3 6 mecena).

PaanonykiuaHa Tepamus

M3nomssa ce Samarium-153* u Radium-223*.

36.
KOJIOHUCTUMYJIUPALLl PAKTOP

[TpodunakTHIHO MPUIOKEHHUE HA TPAHYIONUTEH KooHuCcTUMYyHpar dpaktop (G-CSF)

Ilenta My e ga peaynupa dectoraTa Ha (eOpuiiHa HEYTPONEHHUs, HWHAyLHpaHa oOT
XUMHOTEparnus.

IHPABUJIA 3A TIIPUWIATAHE HA T'PAHYJIOUUTEH

Onenka Ha puck 3a @eOpunna Heyrponenus (PH) (u3BppmBa ce npeau BCekd

XMUMUOTEPANeBTUYEH KypC): PUCKOBH (DaKTOpH, CBBP3aHM C XHMHOTEPANEBTHUHUS PEXKHUM

(XTP):

e crangaptHu XTP: >20%, 10-20%, < 10% (Bux IIpunoxenue A);
® J1030BOILTBTHU M 1030BoMHTEH3UBHU X TP (Bux [Ipunoxenue b);

(6) puckoBu (hakTOpH, CBHP3aHU C TAIUEHTA!

e BB3pacT Haj 65 roauHY;
e HampeaHal cTaauil Ha OOJeCTTa;

e npeaxoxaamu enuzoau Ha OH;
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e ueusnoiassad nocera G-CSF;

e 0e3 aHTHOMOTHYHA TPO(PIIIAKTHKA;

e Jio bp(hOpMaHC/XPaHUTEIICH CTATyC,

e yBpeneHa ObOpeuHa, YePHOAPOOHA UM CHPACYHOCHAOBA (DYHKIIUS;

(B) ey Ha TepanusTa;

e [OTEHIMAJIHO JeueOHa/al0oBaHTHA;
®  yIb/DKABaIllA MPEKUBIECMOCTTA;

® JIaJIMaTHBHA.

[Ipenopbku 3a nmpunoxxkenue Ha G-CSF: (1) e ce npunara npu XTP ¢ puck 3a ®H < 10%; (2)
npuiara ce npu XTP ¢ puck 3a ®H > 20%; (3) npunara ce npu XTP ¢ puck 3a ®H 10-20%,
KOrato Bb3pacTTa € Haja 65 rogunu; (4) obewxnaa ce mpu XTP ¢ puck 3a ®H 10-20%, xoraro
ca HaNMIE OCTaHAJIUTE PUCKOBU (PakTOpH, CBBp3aHH C manueHTta; (5) oOcwkxkna ce mpu
QIIOBAaHTHU WM YABDKABAIIM TIPEKUBIEMOCTTA JIO30BOIUTBTHU HIIM JI030BO-HHTCH3WBHH
XTP, koraTo pegyKuusaTa Ha UHTEH3UBHOCTTA € CBbp3aHa C BJIOLIaBaHE Ha IIPOTrHO3aTa.

TepanesruuHo npmioxenue Ha G-CSF

]_IeJ'ITa MYy € 1a peayuupa 4e€CToTara Ha I/IH(I)GKHI/IOSHOCB’Lp3aHI/I YCIOXHCHHSA ITPU ®H.

[Ipenopbku 3a npunoxenue Ha G-CSF: (1) mpoabimkaBa ce NMpH MAlMEHTH ChC 3alIOYHATO
npopmIakTiyHo mpuioxeHue Ha Filgrastim wnmm  Lenograstim; (2) mnpu mNaiueHTH,
nony4aBanu Pegfilgrastim, ce npoabmkaa c¢ Filgrastim; (3) npu nmanueHTH, He MOTy4aBaiu
npopminaktuyHo G-CSF: (a) oOchbkaaHe Ha MPUIOXKEHHE IPH PUCKOBH (akTopH 3a
WHQPEKIMO3HN YCIOKHEHHUS WM JIOII KJIWHUYEH HW3XOJ: CETCHUC, BB3pacT > 65 roauHH,
abcomoren Heyrpoduinen Opoit (AHB) < 0.1 G/l, ouakBaHa NPOIBIHKUTEIHOCT Ha
HeyTporieHus >10 nHU, MHEBMOHUS, MHBa3uWBHAa (yHruanHa HWHGQEKIUs, OPYrH KIMHUYHO
JTOKYMEHTHUpaHU HWH(EKINH, Hadajio Ha (eOpwimrer B OonHuina; (0) He ce mpwiiara Mpu
OCTaHAJIUTE MAI[MCHTH.

M360p Ha G-CSF 3a npodwmnaktrka u geuenne Ha ©H

Filgrastim: nueBHa mo3a — 5 mcg/kg S.C. mo moctHamupHO BB3cTaHoBsiBane Ha AHb u no
HOPMAJTHO WJIM OJIM3KO JI0 HOPMAITHOTO HMBO; Hadano — 24-72 gaca cnenx kpas Ha XTP; (2)
Pegfilgrastim (HamansiBaHe uecTOoTaTa Ha HEYTPONEHMUATa M NPEJOTBpaTsIBaHE Ha
(dheOprtHa HeYTpOTIeHUs] ): eTHOKpaTHa fA03a — 6 mg S.C. 3a elMH Kypc Ha JICUeHHEe;, Hadalio

— 10 24 gaca cnexn xpasg Ha XT. (3) Lipegfilgrastim (camo 3a mpo¢uinakTuka): eqHOKpaTHa
no3a — 6 mg S.C. 3a elMH Kypc Ha JIeueHHe; Hadaao — 1o 24 yaca cien kpast Ha XT.

37. TIOBEAEHUE NTPU ®EBPUJIHA HEYTPOIIEHU A
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OcCHOBHHY MOHATHS U IeHDUHUTTUN

Oebpunna Heyrtpornenus (PH): mnoBumena akcumapHa temrepatrypa Han 38.0° C B
npoabbkeHue > 1 gac, abcomoren Heyrpodmien Opoit (AHB) < 0.5 G/l wmm < 1.0 G/l ¢
TeHaeHnus 3a Hamaisisade nox 0.5 G/1 B cnenBamure 484aca.

MuxkpobuosnorndHo AokymeHTupana uHbeknus: (1) umHpeknus B KpbBTa, NPUYMHEHA OT
Oakrepuu (O0akTepuemus) win Gyuru (yHremus), 6e3 naeHtTudunrpan naexkroszeH Gpokyc;
(2) MUKPOOHOJIOTHYHO JOKA3aHO MSCTO Ha HH(EKIIHS.

KnuanuHo nmokymeHTHpaHa WHQEKHus: (EOpHIMTET C SCHO JIOKAIM3UPAHO KIMHHUYHO
JI0Ka3aTeJICTBO 3a MHEKIus, 0e3 uIeHTH(GUIMpPaH TPUINHUTEIL.

@ebpunuteT ¢ HesiCeH mpom3xon: ¢eOpuaurer 0e3 KIMHHUYHO WJIM MHUKPOOHMOJIOTHYHO
JI0Ka3aTeJICTBO Ha MH(EKIIHSL.

HauvanHa KJIMHUYHA OIICHKA

AnamHe3a u 00exTUBHO u3cienBaHe: (1) mMecrta Ha mepudepeH BEHO3EH BT H/WIN IIEHTPAJICH
BeHo3eH kateTwsp (LIBK); (2) xoxa, HOKbTHO noxe; (3) Os1 1pob u cuHycwH; (4) ycTHa KyXHWHa,
(bapuHKC, XpaHOIIPOBOJ, YepBa, peKTyM; (5) mepuBarvHaIHa/IepupeKTaiHa o01acT, aHyc.

HonbauutenHa uHpopmarus: (1) xomMopOuaHu cbCTOSHMSA, (2) HMHTEpBal OT IOCIEIHA
xumuoTrepanus; (3) mpeaxoxaama AOKyMeHTHpaHa uHbekmus; (4) mocineaHa aHTUMUKpPOOHA
Tepanus/npodpuiaktuka; (5) sekapcrBenu nponaykru; (6) HIV-cratyc; (7) koHTakT ¢ 60yHU C
oJIOOHM CUMITOMH, JOMAIIHU KUBOTHH, OOJHU OT TyOepkyso3a; (8) mbTyBaHe; (9) mocneana
TpaHcy3ust Ha OUONIPOTYKTH.

JlaGoparopHun/obpa3nu uscnensanus: (1) kpbBHA KapTuHa, TudepeHlnaIHo OpoeHe, cepyMHa
ypesi, KpeaTHHHH, eJIEKTPOJIMTH, aMHHOTpaHCaMHUHA3H, OnpyonH, C-peakTHBEH NMPOTEHH;
(@ obcwxmane 3a pentreHorpadus Ha Osul ApoO, YPUHEH aHAIW3 M IMyJCOKcHMeTpus; (3)
peHTreHorpadus Ha 0571 1po0d Mpu pecnupaTOpHU CUMITOMHU.

MuxkpoOuonorus: (1) xemokynrypa (OakrepuasHa W (yHrHalHa) OT IIOHE JBE MeECTa:
nepudepna BeHa + LIBK (ot Bceku nymen), ae nepudepuu Benw, asa LIBK; (2) ypokynrypa
(Ipu cUMNTOMH, KaTeThp WM aOHOPMEH ypuHEH aHaiu3); (3) u3cienBaHus CIOpEa MSACTOTO
Ha uHbekiwst: (a) nuapust — Clostridium difficile; (0) koxa — aciupar/Ouorncust ot jie3uu; (B)
BB3MaNeHuss mo koxka or urim wim LBK — oOckxnane 3a ¢yHruamHu/MHKOOaKTEpHH
n3cieaBaHus.

Bupyconorus: (1) npu BesukynapHu/ yluepo3HU /IATaBUYHU JIe3uH; (2) IpU pecrupaTopHU
CUMIITOMH OTT'HPJIO/Ha30(apuHKC.

Hauganao emnupuyHo anTrnonotnyHo seuenne (ABJI)
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3a meraiinu, CBbp3aHu ¢ u300pa Ha aHTUOMOTUYHO JieueHue, Bk [Ipuinoxenue ['2.

daktopu 3a u3zbop: (1) omenka Ha wHpeKHHO3HUA puck (Bwk. T. 1V); (2) Haii-uectm
MOTCHIIMATHYU MMAaTOTeHU, BKJ. aHTUOMOTUK-PE3UCTCHTHH, MPOAYIUPAIIN IIUPOKOCIICKTHPHH
oera-nakramasu (ESBL), vancomycin-pesucrentan eHtepokoku (VRE); (3) xomonuzarus
nmu npenxoxaamnia uHpeknus ¢ methicillin-pesucrenren S. aureus (MRSA); (4) mscto Ha
nHpeknus, (5) wmectHa OOJMHMYHA AHTUOMOTHYHA PE3UCTEHTHOCT, (6) opraHHa
muchyHKIus/nexkapcTeeHa  aneprus; (7) mpeaxokaama aHTHOMOTHYHA Tepanus/
npopuIakTuka; (8) GaKTepUIIMIHOCT, IMUPOK CIIEKTHP, AHTUIICEBIOMOHACHO MTOKPUBAHE.

HNHutpaBeHo3na moHotepanus: cefepime, ceftazidime, imipenem/ cilastatin, meropenem,
piperacillin/tazobactam.

WNuTpaBeHo3na komOuHupana tepanus: (1) amuHOrIMKO3ual+ aHTHUIICEBIOMOHACEH
NEeHUIWINH =+ Oera-JlakTamMa3eH WHXHUOW TOp WM IIUPOKOCIEKTHhPEH 1edarocrnopuH
(cefepime, ceftazidime); (2) ciprofloxacin + aHTHIICEBJOMOHACEH ITCHUIIMIINH.

Opanna xoMOnMHMpaHa Tepanus npu HUCHK puck: (1) ciprofloxacin + amoxicillin/clavulanate
(mpu meHuIIMHOBA aneprusi— ciprofloxacin + clindamycin); (2) He ce nmpenopbuBa opajieH
AHTUOMOTHK cJie] MPOPUIIAKTHKA C XUHOJIOH.

Havanua onenka Ha HHOEKIIMO3EH PUCK

Bucok puck e nanuye npu 6cexu eoun om cieoHume puckosu hakmopu.:

(A) PuckoBu dakropu: (i) Havyano Ha GeOPHIUTET B OONHUYHU yCIIOBHUs; (ii) CHTHU(HKaHTHA
KOMOPOUIHOCT WIM KIMHUYHA HecTaOMiIHOCT; (ill) OYakBaHa MpPOABIDKUTENHA TEeXKa
neytponenus: AHb < 0.1 G/l u > 7 nmuu2; (iv) yepHoapoOHa nuChYHKIUS (TETKPATHO
3aBMILIEHN aMUHOTpaHcaMuHa3M); (v) ObOpeuHa auchyHKIUS (KpeaTUHUHOB KiIMpbHC < 30
ml/min); (vi) Jaumnca Ha KOHTPOJ/IpOrpecusi Ha OCHOBHAaTa OoiiecT; (vil) MHEBMOHUS WU
IpyTU cepuo3HU MH(peKIuu; (vViil) MyKo3uTH 3-4 cremneH.

N MASCC Risk Index <21 (Bux IIpunoxenue B).

(B) Mscro u BuI Ha NledeHHe: OOHUIA C UHTPABEHO3HA TEpAarus.

Hucvk puck e nanuye npu npu Hanuyue Ha 6CUYKU PUCKOBU (DAKMOPU.:

(A) PuckoBu daxrtopu: (i) amOynaTopHo Hawaino Ha ¢deOpunuret; (i1) JaurIca Ha
KOMOPOUIHOCT, HaJlaraia XOCIUTalIu3alus UIN aKTUBHO HaOMroaeHue; (ii1) oyakBaHa KpaTka
texxka HeyTponeHus: AHbB < 0.1 G/l 3a < 7 gawm; (iv) 1066p mephopmanc craryc (ECOG 0-
1); (v) uepHopoOHa QyHKIHMS ¢ < TPUKPATHO 3aBUIIEHU aMUHOTpaHcdepasu; (Vi) HopMaiHa
O0bOpeuHa QyHKIHSI.

Nnu MASCC Risk Index > 21 (Bux [Ipunoxenue B).

(b) Msicro u Bun Ha nedeHue: (i) OONHHWIIA C WHTPABEHO3HA WM CEKBEHI[MAIHA
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WHTpaBEeHO3Ha/opanHa Tepanus; (ii) OonHuna c opanHa Ttepanus; (iii) oOChXKIaHe Ha
aMOyJTaTOpPHO-KIMHWYHA WM JOMAIllHA TEpamus 32 CEJICKTUPAHHU MAIUCHTH C HUCBHK PHCK,
IIpH aJIeKBaTHA U3BBbHOOTHUYHA HH(PPACTPYKTYpa (YCIOBUS).

JIObJIHUTETHU HAYaJIHU U3CJIC/IBAHUS U TepaIlus
3a nmeraiinu, CBbp3aHu ¢ u300pa Ha aHTUOMOTUYHO JieueHue, Bk [Ipunoxenue I'.

Opanna myko3a: (a) mpy HEKpOTHYHH yiuepanuu: (1) u3cinensaHus: mocsiska 3a HSV wu
rpOM, OMOTICHS HA CYCIIEKTHH 3a TJICCeHH Jie3ud; (i1) Jedenue: oochxkaane 3a antu-HSV wnn
cucremMHa aHTudyHramHa tepamus; (0) npu coop: fluconazole (wbpBa nWHUSA) WK
voriconazole (mpu pedpakTepHOCT); (B) MPH BE3UKYIapHU Je3uu: (1) HU3CICIBAHUS: TTOCSIBKA
3a HSV u VZV; (i) neuenne: antu-HSV tepamnusi.

XpanonpoBoa: (a) mpu peTpocTepHanHa Oojika, aucdarus/oguHodarus: (1) U3CICIBAHUS:
mocsiBka 3a Te0u; (i) JieuyeHWe (Cropeln Hajdudhe Ha COOp WM TIEPUOPATICH XEpIec):
fluconazole (mppBa nuHUA) U voriconazole (mpu pedpakrepHocT) wim acyclovir (mpu BUCOK
puck 3a CMV — ganciclovir wim foscarnet).

Cunycu: (a) mpu Ooyika, TEpUOPOUTANICH UEIYJIUT, HOCHH YIILEPALUH, E€IHOCTPAHHO
ChI30TEYEHE: (i) U3CJIeIBAHUS: CT/ opbOuTaiHa MRI,
OTOPUHOJIAPUHTOJIOTHUYEH/0()TaIMOJIOTHYEH TpPETJieNl, TMOCsABKa Ha cekper; (il) JieueHue:
vancomycin (mpu nepuopoburtanes ueiayiurt), amphotericin B (mpu Bucok puck u CT/MRI-
CYCHEKITHS 32 acClepruiio3a Wi MyKOPMHKO3a).

Kopemna 6ouika: (1) uscnensanus: abnomunania CT unu exorpadust, cepymua AP,

aMMHOTpaHCaMuHa3u, OwnupyOuH, amuiasa, junasza; (ii) snedenue: metronidazole (mpu
cycnekreH C. difficile).

Ilepupexranna Oosaka: (i) mepupekTamTHo wu3cienBaHe; (il) JedeHwe: OOCHXKIaHE Ha
SHTCPOKOKOBA HH(EKITUS, CSISANTN 0aHU, MEKU H3IPAKHEHUSI.

JMuapus: (1) uzcnensanus: konpokyntypa 3a C. difficile; (i1) neuenue: opanen metronidazole
(mo pesynrar 3a cycnekreH C. difficile).

Beno3nu ycrpoiicTBa: (a) mpu Bb3MaJeHHWE HA BXOA/M3X0A Ha wurina (karersp): (1)
W3CJIC/IBAHMS: HATPUBKA WJIU APEHAXK 3a MOCSABKA, XEMOKYJITYpa OT BCEKU M3XOJ; (11) IedeHue:

vancomycin (Ha4ajgHO WJIM MPH JIUIICa Ha OTroBop cien 48 daca); (0) mpu TyHenHa WHOEKIIHS:
() m3cnemBaHMs: XEMOKYJITypa OT BcekH H3Xxoj; (il) JieYeHUe: MPEMECTBEHE Ha KaTeThpa,
vancomycin.

Benoapoonn mnduarparu: (i) u3cieaBaHus: XeMOKYJITypa M TOCSIBKA Ha Xpadka, HazajHa
nmocsiBka, Tect 3a Legionella, cepymen ranakroManan win 0eTa-TIIIOKaH TeCT (IIPH BUCOK PUCK
3a acmeprusiosa), oocexkaane 3a OponxoanseosapeH naBax, CT Ha rpbaeH kour; (ii) JTedeHue:
azitromycin MM pecrnupaTropeH (HIyOPOXMHONOH (IPU CYCIIEKTHA aTUMUYHA ITHEBMOHU),
vancomycin wiu linezolid (mpu cycnektHa mHpekmus ¢ MRSA), o6cexnane 3a G-CSF,
IUIeCEH-aKTUBHU aHTU(YHTHAIHU areHTH (IpU BUCOK PHCK 3a acriepruios3a), TMP-SMX (npu
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puck 3a ek ¢ Pneumocystis jirovecii).

HeayauTn: (1) u3ciaeaBaHus: o0OCHKIaHE 3a TOCSIBKA OT acIUpat win ouoricus; (i) JIeueHue:
oOcBHXKIaHe 32 vancomycin.

Panu: (1) u3crnenBanus: nocsBka; (ii) JedeHue: o0OCHKIaHE 3a vancomycin.

Be3ukysio3Hu ge3um: (i) w3cienBaHus: acrnupanus wim ckpan 3a VZV wm HSV; (ii)
nedeHue: o0cwxaaHe 3a acyclovir.

JluceMHHUPaHU NMANYJIW WIH JAPYrH Jie3uu: (1) U3CIeaBaHM: acUpauus Wik OHOICHS 3a
MUKpoOHonorus (6akrepun, rbOM, MUKOOAKTEPHH) U XHUCTOJOTHS; (ii) JeueHne: oO0ChKIaHe
3a vancomycin Wi 3a TIECeH-aKTUBHA aHTHU(YHTHATHA Tepanus (IPU BUCOK PUCK).

CuMnTOMH OT ypHHAapeH TPakT: (i) W3CIEIBaHM: YPUHEH aHaIU3, ypokynrypa; (ii)
JeueHue: cie] uIeHTU(UIpaHe Ha TaTOreH.

Cumnromu ot HHC: (1) uzcnenBanus: koucynt ¢ uapexnuonuct, CT u/unu MRI, nymbanna
MYHKIMSI, KOHCYJIT ¢ HeBpouior; (ii) JieueHHe: NMPH CYCIEKTEH MEHUHTUT — OeTa-JaKTaMu
(cefepime, ceftazidime, meropenem) + vancomycin + ampicillin; mpu cycnekteH eniedanur

— acyclovir (10-12 mg/kg 3 mbTH JAHEBHO), XUApAaTalys, MOHUTOpUpaHE Ha OBOpeuHa

GbyHKIHS.

I'pynara e ¢ noreHnuantHa HepPOTOKCUIHOCT, HAMAJISBAIA Ype3 €THOKPATHO MPHIIOKEHUE,
OCBEH B CJIy4au ¢ MCHUHTUT WIHA €HIOKAPIUT.

Puckos (1)aKTOp IIpu MalueHTH € MHOI'0 KYPCOBE Ha MHCIOCYIIPECHBHA XUMHOTCpPAIIUS, C
METaCTaTH4YHa KOCTHa 60J'ICCT, JIBYCIICUCHUC Ha MAJIbK Tas, rp1,6Haqu CTBIO HIIH ABJITU
KOCTH.

OrneHka Ha 0TToBOpa KbM eMnupudHo ABJI

OcpobiecTBsiBa ce Ha 72-120-u gac.

OtroBopunu namnueHTu: (a) HamansBaHe Ha ¢edpunutera; (0) cumMnToMu Ha WHpEKIHs 6e3
MPOMSIHA WJIM HaMaJsiBally; (B) cTabMIIHA XeMOJMHAMHUKA.

HeotroBopunu nanueHTH: () NepCUCTUpAL] WIIM HHTEPMUTEHTeH QeOpminTeT; (0) cMMITOMU
Ha uHbeKknus 0e3 momoOpeHue; (B) XeMOJWHAMHUYHA HECTaOWIHOCT, (T) MEpCUCTUpAIIX
MOJIOKUTEITHA XEMOKYITYPH.

IloBenenue mpu 0TroBOp KbM eMoupuaao AbJI

[Tnanupa ce va 72-120-u yac.

OcHoBHU TpuHOMNH: (a) TmpoabbkaBa emmupudHoTo ABJI; (0) mpu craprt ¢ ,,moaxoxsms”
vancomycin JE4eHHETO MPOAbIIKaBa; (B) aHTHOMOTUYHHUAT PEXUM Tpoabikasa 10 AHB >
0.5 G/I u mpoabIHKABAIIO MTOKAYBAHE.
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[Ipompmxurennoct Ha ABJI mpu nokymentupanu wuHpeknuu: (a) HavamHoTOo ABJI
npoabbkaBa g0 pocturane Ha AHB > 0.5 G/l u npoawimkaBamo nokausane; (0) ABJI ce
WHIUBUAYAIN3Upa HA 06a3aTa Ha: HEYTPO(HIHO BH3CTAaHOBSIBaHE, Obp3WHA HA HOPMATU3UPAHE
Ha TeMIeparypara, CHEIMU(PUYHO MICTO Ha WHOEKIHs, MaTOreH, KOMOPOWIHOCT; (B)
BpemetpaeHe Ha ABJI mpu noxkymenTupanu napeknun: (i) Ha KoKa/MeKH ThKaHu — 7-14 nHu;
(il) meycmoxxuena 6akrepuemus: ¢ Gram (—) maroreru — 10-14 nguu, ¢ Gram (+) maToreHu.

— 7-14 guu, cwhc S. aureus — MOHE 2 CEAMMIIM CJIENl ITbpBa HETaTHBHA XEMOKYJITypa H
HOpMaJHa TpaHcezodareaiHa €XoKapauorpama, ¢ r'eOM — TIOHE 2 CEOMUIM Cle] MIhpBa
HEeraTUBHA XeMOKynTypa; (iii) cuayutu — 10-21 guwm; (iv) 6akrepuanHa nmueBmonust — 10-21
T,

(V) ¢dynrmanam wuadpekumu: ¢ Candida — moHe 2 cenmMunM cjiel IbpBa HEraTHBHA
XeMOKynTypa, ¢ 1ieceHu (Aspergillus) — munumym 12 ceamuiy; (vi) BUpyCHH WHMEKIHH
(HSVIVZV) — 7-10 auu.

[Ipoapmxurennoct Ha ABJI mpu ¢pedpunurtet ¢ Hesicen mpousxo: (a) npu gocturane Ha AHbB
> 0.5 G/l ce npexbeBa;

(6) mpu AHB 0.5 G/l: (i) mpoagbibkaBa O BB3CTAHOBSIBAHE HA HEyTpoOIeHUsATa WiH (ii)
NPEBKJIIOYBAHE HAa OpaJHM AaHTHOMOTHUIM JO BbB3CTAHOBSIBAHE HAa HEYTPOIEHUsATA
(ciprofloxacin — 500 mg Bceku 8 ywaca + amoxicillin/clavulanate — 500 mg Bceku 8 yaca),
uiu (iil) oOchkaaHe 3a mpeKbeBaHe ciesl 7-14 qHU MpH KIMHUYHA CTa0MIIHOCT.

TloBenenue 1pu Jaurica Ha OTroBop KM emMoupuyao ABJI

ITnanupa ce Ha 72-120-u yac.

@eOpuurer ¢ HesiceH mpou3xon: (a) crabwnHM nanueHTtu: (1) OpoAbIKaBa
aHTHOaKTepuaIHO JeueHne; (i1) 00ChkaaHe 3a aHTU(YHTHAIHA Tepanus ¢ aKTUBHOCT CPEIIy
rwieceHu (npu ¢pedpunuter > 4 nuu cien emnupudano ABJI); (6) HecTaOUITHU MaMeHTH:
IIUPOKOCTIEKTHPHO MOKpHUBaHe (10 KIMHUYHYA WHIVKAIMK) Ha aHaepoOu, pesucteHTHr Gram
() u Gram (+) martorenu; (ii) oOcwxmane 3a G-CSF; (iii) mokpuBane 3a Candida; (iii)
00CBHXK/IaHe 32 aHTU(YHTHATHA TEepaIus ¢ aKTUB- HOCT Cpelly IuieceHu (mpu gpedpunurer > 4
nHU cien eMmnupudHo ABJI).

Jokymentupana uHdeknus: (2) IpeleHka 3a Hal-MoAXOASIIM aHTHONOTHIIN (0a3upaHo Ha
Mukpobuonorus); (6) oocwrxnane 3a G-CSF.

AM6VJ’I3TODHO JJCUYCHHUC Ha IMalTMCHTH C HUCHK PUCK

[Ipenenka 3a mpoBexaane: (a) oOeKTHBHO wu3cnenBane; (0) oreHka Ha npaboparopHU
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u3cienBaHus; (B) OICHKA Ha COIMAJIHM KPUTEPHM 32 JIOMANIHO JICYCHHUE: ChIJIacHe Ha
MaIKenTa, HaTune Ha 24-4acoBU JIOMAIIHU TPHIKH, AOMaIleH TenedoH, Je- CeH JOCTHII MpH
CIICIONHOCT, aJICKBATHU AOMAIIHWU YCJIOBUA, JUCTAHIHA OKOJIO 1 gac ot MCIUIMHCKU LHECHTHP
WM JIeKapcKu KaOuHeT; (T) oreHka 3a opanHo ABJI: 6e3 moBpbInane u rajaeHe, ToJIepUpaHe
Ha OPaJHM JIEKApCTBEHU NPOAYKTH, O€3 Mpeaxoxkama NpoQuiakTuka ¢ pryopoXuHOIOHH.

Hauanna onieHka (¢ KpaTbK npecToii B 00JIHUIIA, JIEKapCKU KaOMHET WIIM BKBIIHM 3a 2-12 Jaca):
(a) mOTBBpPKIACHUE HA HUCHK PUCK; (0) mpuiarane Ha mbpBa qo3a oT ABJI u HabmoaBaHe 3a
peaknus; (B) IUIaHUpaHe 3a U3MUCBAaHE M JOMAIIIHO Ha0toieHre; (r) oOyuyeHne Ha MallueHTa;
(1) mpenocraBsiHe Ha TeneoOHHA TOMaITHA Bpb3Ka 3a 12-24 gaca.

TepaneBTuuan u300opu: (a) HMHTPABEHO3HWM aHTUOMOTHIIM B J0oMa; (0) €IHOKpATeH
JUBJITOICMCTBAII HHTPABEHO3EH areHT

+ opanna tepamus: (i) B goma, (ii) B xabuuera; (B) camo opainHa Tepanus (ako He €
MpoOBeXIaHa XWHOJOHOBA mpodmimaktuka): (i) 500 mg ciprofloxacin ma 8 waca + 500 mg
amoxilillin/clavulanate na 8 yaca; (ii) xpyru opanuu pexxumu — levofloxacin.

HaGnronenue: (a) exenHeBHO MOHHUTOpHpaHe (OT MeIUIMHCKO Jmie); (0) exenHeBeH
¢usukaneH mpernes (B KIMHWKA WIM JOManiHa Bu3wTa): (1) mpe3 mbpBUTE 72 dYaca — 3a
OLIEHKa Ha OTTOBOPA, TOKCUYHOCT U KbMILIAWBHC; (11) IPH OTTOBOP

— Ype3 eKEeTHEBHO TeNIe(hOHHO MPOCIIE/IIBAHE.

[IpyunHu 3a BpblLIaHe B OOJHUIA: (a) MOJOXKUTUIHU KYyATYpH; (0) HOBH CHUMIITOMH; (B)
MEepPCUCTHUPaHEe WIM BBH3CTAaHOBSIBaHE Ha (edpuiureT Ha 3-5-u JeH; (I') HEBB3MOXKHOCT 3a
npoabkaBane Ha ABJI (opanen uHTONMEpAHC).

AnTHOaKTEepUaNHa NpopUIaKTHKA IPH HEYTPOIICHUS

O6cwxmane 3a pecrnupatopHu xuHonoHu (levofloxacin, ciprofloxacin) mpu ouakBaHa
npoabJkuTenHocT Ha HeyTponeHus: (AHB < G/1) noBeue ot 7 nHu.

38. HOBEAEHUE ITPU KAPHHIUHOM-CBBbP3AHA AHEMUSA

AHeMusiTa € 4eCTo CpellaH CHHIPOM IPHU MAlUEHTH ChC 3JI0KAYECTBEHH COIUIHH TYMOPHU.
CpBpeMEeHHOTO JiedyeHHMe € ¢ eputponoetnH — Darbepoetin, Erythropoietin-alpha wu
Erythropoietin-beta. OCHOBHU 11e7M Ha JICYUEHUETO Cca: MOJA00PsBaHE Ka4eCTBOTO HA JKUBOT U
MpeoTBpaTsBaHe Ha XxeMoTpaHchy3uute. HIKoM MONMBIHUTEIHNA NMPUYUHH 32 aHEMUsI, KaTo
Kene3eH JedUINT, KbPBEHE, XpaHUTENCH ACPUIMT WM XEeMOoJju3a, TpsOBa 1a Obaar
Kopurupanu mnpeau jedenune ¢ Erythropoietin. [lpu manueHTH ChC CONMIHU 37TOKAYECTBEHU
TYMOpPH Ha XMMHO- W/WJIHU JIbUelieueHne TepanusaTa ¢ Erythropoietin  TpsiOBa ma 3amodne
npu cToMHOCTH Ha Xemortooun (Hb) 90-110 g/l.
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[Tpy maumeHTH ¢ aHeMus, CBbp3aHa ChC 3JI0KAUYECTBEHH COJIMAHU TyMOPH, KOUTO HE ca Ha
XMMHUO- W/WIM JbUesieueHune, tepanusra ¢ Erythropoietin TpsioBa na 3anoune npu HuBa Ha Hb
90-110 g/l u cumMnToMu Ha aHEMUSI.

HpI/I MMalMCHTHU C aHEMUS € HCO6XO,Z[I/IMO IIPOBECKAAHE HA XeMOTpaHC(l)YSI/II/I npean 3alio4YBaHe
Ha XUMHUOTEPpAIIHA 3a JOCTUI'aHC Ha KCIIAHUTEC croriHocty Ha Hb.

HpI/I MaIMEHTU C HUCKO CEPYMHO XKCJIA30 CC INPCIOPHhUYBA IMPUTOKECHUE HA BEHO3CH KCJIC3CH
mnmpenapar 40 AJOCTUI'aHE Ha HOPMAJIHHU CTOMHOCTH Ha TOTAJICH KCIIA30CBBpP3BaAIll KAllaluTeT
(TXKCK).

He ce mpenopbuBa npodunaktuyno npuioxenue Ha Erythropoietin 3a npeBeHnus Ha aHeMUs
MIpH MALMEHTU C MPECTOAa XUMUO- W/UIIK JTbYeliedeHHe U ¢ HOpMalHU cToiHocTu Ha Hb
IIpY 3all0YBaHE Ha JICUEHUE.

JleuenueTo mpoabiKaBa OO AOCTUTaHE W MOAAbpkaHe Ha cToWHocT HAa Hb < 120 g/l u
nmogoOpeHnue Ha CHMOTOMHTE Ha aHemus. [Ipum gocTurane Ha HopMalHM cToiHOCTH Ha Hb
J03aTa ce HaMaJisiBa Ype3 TUTPUPAHE.

Erythropoietin ce npunara eqnokparao ceamuyuto B 1031 30 000 U wnu 3 net mo 10 000 U.
He ce mpenoppruBa n3noi3BaHe Ha BUCOKHM HauaaHu A03H. [Ipu m3nomsBane Ha Darbepoetin ce
npunara no3a 2.25 mcg/kg (150 mcg) cenmuuno wim 6.25 mcg/kg (300, 500 mcg) Ha 3
CEMUIIU, CHHXPOHHO C Kypca XUMHOTEpaIius.

39. HOBEJAEHHUE nPHU I'ACTPOUHTECTHUHAJIHA
TOKCHUYHOCT

JIuraBuyHa TOKCUYHOCT - OpajieH MYKO3UT (CTOMATHT)

[Topanu Bucokara cu nponudepaTiBHA AKTUBHOCT,MyKO3HHUS enuTea Ha jgurasuiarta va ['UT
€ 0co0eHo YYBCTBUTCJICH Ha HeﬁCTBHeTO Ha OUTOCTATUYHUTC arcHTU W HAKOU TapreTHU
Mouekynu, kato Cetuximab.Haii-uecto ce 3acsraTr JUraBULUTE HA YCTHUTE,0y3UTE ,MEKOTO
HeOlle,lo/la Ha yCTHaTa KyXMHA M BEHTpajHaTa MOBBPXHOCT Ha e3uka.llporpecuBHOTO
YBpEXKIaHE Ha JIMraBULaTa Ha yCTHaTa KyXWHAa M HOCOINIbTKara BOAM [0
epuTeM,eeM,aTpo(Ust U B TEKKUTE CIIy4au 0 YIlepaluu.

HDO(bI/IJ'IaKTI/IKa " JICYCHUEC HA CTOMATUT

CroMaTuThT MOXe Ja ObJe BXOJHA BpaTa HAa MPHYMHUTE] HA WHOEKIHWH / IMAIHEHTUTE C
OpaJICH MYKO3HT Ca YeCTO HEYTPOTICHHYHN W TPOMOOIIMTONICHUYHN U MHEHETO Ha 350M MOXe
Ja TPUYMHU KBPBEHE OT BEHIUTE, W Ja JOBelAe A0 MpexoaHa Oakrepuemws/. Yecto ce
YCIIOKHSIBA OT I'bOMYHN MHPEKITUH.

Mpuene Ha 3p0MTE C MeKa 4eTKa CleJ] BCIKO XpaHEHE W MpEeAU JIATaHe Beuep; IMpaBeHe Ha
raprapa ¢ Je3uH()eKIMpaIy pa3TBOPH, TOIUTH COJICBH Pa3CTBOPH, HAIp. JaiKa, CMpPaITUKa.

UYecToTO NMpOMHUBAHE C pa3TBOP HA HATPUEB XJIOpUJ IIOMara 3a 3ala3BaHE Ha JIMTAaBULIATA
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BJIaKHA, HAaMaJIIBa BTBBPSBAHETO HA CEKPETH, M YCIIOKOSIBA Bb3IaJICHATA JINTaBUIIA
Hukakns aJIKOXOJI/HI/IKOTI/IH M0 BpEMC Ha XUMHUOTCpaIuna U JIbYCICUCHHUC.
Xpana OeHa Ha KUCEIMHU, MEKa, CMJIsiHA (TTHOpE)

Kpuotepanus ¢ xkybuera nies /manueHTure TpsiOBa fa cMydaT KyOueTa jieq B IPOIbIKCHIE Ha
30 MUHYTH TIpeJ ¥ TI0 BpeMe Ha HH(]y3us Ha XuMuoTepanus/ epeKTHBHO HaMassBa MosiBaTa
M TEXKECTTa HA MYKO3UT TNpU TAIUCHTH, MOUIONKEHH Ha XHMHOTepamus ¢ Oomyc 5-
(bayopoyparui u Mendanas.

JlazepHa Tepanus 3a NPeJOTBpPATsIBAaHE U YNPABICHUE HA OPAJICH MYKO3HT, HO M3IOJI3BAHETO
I € OTpaHUYEHO.

Jleyenne Ha 1MoI03MpaHa KaHANU03a. AaHTUMUKOTHYHO JIEYEHHE C pa3TBop Ha ampoTepunH B
4x5wmi. cycniensus , Fluconazole 1x200mr niep oc

bonka npu nmanueHTH ¢ opaneH MyKo3uT- jokanHu/ Lidocain spray/, ciCTeMHU aHAJITETHIIH,
HCTIBC. ITpu MHOTO cuiiHa 60JKa ce MPEenopbuBaT OMHOUIHN.

[TapentepasiHo XpaHeHe MPU U3PA3EH CTOMATUT WIH €30(aruT
[IpodunakTrka Ha TaJEHETO U TMOBPBIIAHETO MPH XUMHUOTEPATTHS

lNageneto, MOBPBIAHETO U AUAPHATA Ca €IHHU OT HAW-TPEBOKHUTE CUMIITOMH 32 OOJIHUS. AKO
HE C€ IMoATHUCHAT e(l)eKTI/IBHO BOAAT A0 TEKKHU YCIIOKHCHUA- ACXUApAaTalna, CICKTPOJIUTCH
nucOanaHc, BIOUIEHO OO0 ChCTOSIHUE, OTJaraHe Ha JI€UEHUEeTO, PEAYKIMs Ha 103U U HUCKA
€(heKTUBHOCT Ha JICUEHUETO.

Pazmmuasart ce aaxoako suga UXTI1I:

e OcCTpo — Bb3HHKBA B IbPBUTE 24 4 clle]] XUMHOTEpanusATa
e OTCpOYEHO — NOSBSABA C€ HA BTOPHS JIEH WIH ITO-KbCHO
e PedpakrepHo — nosABsIBa ce HE3aBUCUMO OT IIPOBEXAaHATA aHTHEMETUYHA TEPAIUs
e [lpenBaputenHo — mosiBsIBA c€ MpEeAM HAYAJOTO Ha JICYEHHUETO U OOUMKHOBEHO €
pe3ynraT OT Hee(pEeKTUBHO MOTHCKaHE Ha TE3M CHMIITOMHM IpH IpeallecTBallo
JICYCHUE
OcBeH 0T npoBekJaHaTa JEKAPCTBEHA TEPAINsl, TE MOTaT J1a C€ IPOBOKUPAT U ATPOTEHHO, OT
JI'bYETEpaIns, BCICACTBUE HA AaHECTE3Us IIPU OIEpaTHBHA MHTEPBEHLIMS, MOTaT J1a CE€ AbJDKAT
Y Ha caMOTO 3a00JIsIBaHe.

MexaHu3MHUTE Ha T'aJIEHETO U TOBPBIIAHETO BKIIOYBAT JBA BT — epudepeH U LeHTpaJeH.
[lenTpaneH mbT - BKIIOYBAHE HA 33 JHUS BaryCoB pedIeKc upes:

AdepeHTHN cUTHAIM OT pa3KJIOHEHUATA Ha Ha N.vagus B CTOMAIIIHATA U YPEBHATA JIMTaBUIIA B
pe3yaTar Ha MOCTHIWIM JAPa3HUTEIN TaM KbM LIEHThbpa Ha noBpbiuaHero ( nucleus tractus
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solitarii) B MO3bYHUS CTBOJI.

AKTHUBMpaHEe Ha XemopeuentopHara TpurepHa 3oHa (XPT3) B 4eTBbpTH MO3BUEH
BEHTPUKYJL,KOSTO € B IMPSK KOHTAKT ¢ nepudepHOTO KpbBooOpwineHne. HeBpomeauaropute
Ha XPT3, xouTo urpast pojis B NOBPBIIAHETO Ca: ALETUIXOJIMH, JONAaMUH, XUCTAMMH,
GABA, cepoTtonuH, cyocTanuus P, KakTo 1 CbOTBETHUTE UM PELENTOPH.

E(i)epeHTHI/I BaryCoBu CMIroaJii KbM XpaHOIIPOBOJ4d, CTOMaxa, YpCBHaTa JIMraBulla, HCBPOHU B
I[I/Ia(l)paFMaTa, ABTOHOMHMU e(bepeHTHI/I CUTrHaJii KBbM CBpPLUETO, AUXATCIHUTC IIbTUIIA,
CIIOHYCHUTC XKJIC3U, KOXKaTa, KOCTO 00sCHsBA IMOSBAaTa Ha npoapoMaJIHi CUMIITOMU Ha aKTa
Ha IIOBPBIIAHCTO.

[lepudepHuar mbT ce akTHBHpA, KOTaTo OMNPEACICH Apa3HUTEN, B Ciydas IMTOCTATHK,
CTUMYJIMpa eHTepOXPOManI/IHHI/ITe KJICTKH B T'OPHUA CTAK HAa IaCTPOUMHTCCTHHAJIHUA TPAKT,
OTJIeNIsl C€ CEpPOTOHMH, KONTO ce cBbp3Ba ¢ 5-HT3 peuenropure um upe3 BarycoBHM HEPBHU
Pa3KJIOHEHMs U3Ipalla €eMETUYHM HUMITYJICH TUPEKTHO 1O IIEHThpa Ha MOBPBLIAHETO HIIU
UHAUPEKTHO Ype3 XeMOPELENTOPHATA TPUT€PHA 30HA.

prHI/I III/ITOCTaTI/IIII/I/6HOJIOFI/I‘-IHI/I arcHTH, B 3aBHCHMOCT OT CEMCTOI'CHHHS IIOTCHIMAI U
MMpeBCHLUA HAa TOPHO-AUCIICIITUYHNUA CUHAPOM

Bucoxk (>90%) Cpenen (30% - 90%) | Hucbk (10%-30%) | MunumajiaeH
(<10%)

SHT -3 SHT -3 SHT -3 anTaronuct HE ce IpuJiarar

aHTaroHuct+aprepitant+ | antaronucr+Dexa
methasone

dexamethasone

Carmustine>250 mg/m2 | Altretamine Abraxane Aflibercept

Cisplatin Amifostine  >300 Amifostine <300 | Alectinib
mg/m2 mg/m2

Cyclophosphamide > 1500 mg/m2 | Cabazitaxel Asparaginase

Azacytidine

Cyclophosphamide/Dox | Bortezomib Capecitabine Bevacizumab

orubicin

Cyclophosphamide/Epir | Carboplatin Cetuximab Bleomycin

ubicin

Cytarabine >/=2 g/m2 Carmustine <250 | Cytarabine 100-200 | Busulfan
mg/m2 mg/m2

Dacarbazine Cyclophosphamide Docetaxel Cabozantinib
<1500 mg/m2

Dactinomycin Cyclophosphamide p.o. | Doxorubicin<20 Ceritinib

mg/m2
Lomustine Cytarabine Liposomal Chlorambucil
Doxorubicin
Mechlorethamine Daunorubicine Eribulin mesylate Cladribine
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Procarbazine Dextrazoxane Etoposide i.v. Cobimetinib
Streptozocin Doxorubicin  >20 Fludarabine Crizotinib
mg/m2
Epirubicin Fluorouracil Dabrafenib
Etoposide p.o. Gemcitabine Dasatinib
Idarubicin Lapatinib Erlotinib
Ifosfamide Methotrexate <250 | Everolimus
mg/m2
Imatinib Mitomycin Gefitinib
Irinotecan Mitoxantrone <12 | Fludarabine
mg/m2
Melphalan Paclitaxel Hydroxyurea
Methotrexate >250 | Panitumumab Interferon
mg/m2
Mitoxantrone >12 | Rituximab Ipilimumab
mg/m2
Oxaliplatin Temsirolimus Melphalan
Pemetrexed Teniposide Mercaptopurine
Temozolomide Thiotepa Mesna
Topotecan Methotrexate
<50 mg/m2
Trifluridine/tipiracil | Nivolumab
Vinorelbine Olaparib
Vorinostat Osimertinib
Palbociclib
Pazopanib
Pembrolizumab
Pertuzumab
Regorafenib
Sorafenib
Sunitinib
Thalidomid
Thioguanine
Trametinib
Trastuzumab
Vandetanib
Vemurafenib
Vinblastine
Vincristine

OcHoBHH npaBuJjia 3a aHTUEMETHYHA Tepanus:

I[03HpaHe — 3aII04Ba ce ¢ Hali-majkara C(I)CKTI/IBHa [03a 3a CbOTBCTHATA TCPaAIInAd

N300p Ha aHTHEMETHK — 0a3upa ce Ha €METOreHHMsI PUCK OT MPOBEXJAaHaTa MPU KOHKPETHUS

nanueHT Tepanus. CorinacHo npenopbkure Ha MASCC nu ESMO:

- Ilpu nunca va NKI1 peunentopeH aHTaroHucT, 3a MPEANIOYUTAHE € MPUIOKEHHE Ha

[TaonoceTpoH
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OTxBbpisiHE HA JPYrM NPUYMHU 3a rajieHe M MOBpBIIAHE: XUIEPTOHUYHA KpU3a, YpeBHA
OOCTpYKIMS, MO3BYHHM METAcTa3H, NpoOIeMU C BecTHOyTapHUS amapar, eJIeKTPOJIUTEH
nucbanaHc, ypeMus, APYTH JeKapcTBa (OMHOWIN, AHTUOMOTHUIM), TCUXO(PU3UOIOTUIHH
IIPUYUHU (TPEBOKHOCT).

IIpu npoBexaaHe Ha JIbYETEpaIus ChILO TPAOBa Ja ce MPELEeHU PUCKA OT EeMETOIeHEH e(eKT
Ha Tpujara€ata jo3a M o0JacTTa, KOATO ce oOibuBa. BBB BCHUKM cilyyal ce Haara
npodpmnaktuka ¢ 5-HT3 peuentopeH aHTaroHUCT NpeAM BCsSKa (Qpakuus, CbC WM 0e3
N00aBsiHE Ha JE€KCAMETa30H.

I'ajcHe ¥ MOBPBIIAHE IPU 00JIHU C HanmpCaHaJI0 3JIOKa4YCCTBCHO 3a00/11BaHE

Haii-uecto B TO3U cTaguii Ha 3a00/I51BaHETO raicHCTO U IOBPBIIAHECTO Ca O6YCJ'IOB6HI/I oT
MHOI'O (1)aKTOpI/I, KOCTO oIpeacys U IMPEAIIOUYNTaHNUATA KbM €IUH UJIU APYT aHTUEMCTUK —

- HapylIeH MOTHJIUTET Ha CTOMaxa (METOKIJIOTPaMHIT),

- XemaroMeranus,

- KOHCTHIIAIHS,

- TpUeM Ha ONMOUJH,

- TOBMILIEHO BBTPEUEPENTHO HAJIATaHE (JIEKCaMETa30H),

- uypeBHa OOCTPYKIUS (CKOTIOJAMHUH U OKTPEOTH]] P OOUITHA YPEBHA CEKpeLus U
HEBB3MOXHOCT 3a OTlepaTUBHA UHTEPBEHLIUA).

NK1 PCUCIITOPHUTE AHTAIOHUCTH HE CC IIpUJIaraT B TE3U CJIydau Iopaar BUCOKATa UM LICHA.

AHTHEMETHIIN |

CepoToHNHOBU pELENTOPHU aHTaroHUCTU-CEepOTOHUHBT ce CEeKpeTHpa oT
eHTepOoXpoMaUHHUTE KIETKM B TopHUTe oTnenu Ha IUT u e oTroBopeH 3a
MOBPBLIAHETO,CTUMYJINPA EPUCTAITUKATA U CEKPETOPHUTE PEPIIEKCH.

1. SHT-3 anTaronucT

UTOCTATUYHA TCpaIHrd, MIOCTOIICPATUBHO U JIBYUCBOUHAYIIUPAHO I'aICHC U ITOBPBIIAHE

CenextuBHu 5-HT3 aHTaroHucTu:

[Tpunarar ce 30 min mpenu XUMHOTEpanus, NpoAb/KaBa Mo BpemMe Ha X1 M HAKOJIKO
aHM  cnen pukimouBaHetro Ha HJIP: rmaBoGomume, "flush", mpexomnHo pasaBmkBaHe Ha
CEpyMHHTE TpaHCAMHMHA3H, 3aleK, yabbkaBaHe Ha QT uHTepBan.

Ondansetron hydrochloride: 2x8 mg per os/ i.v./im. Makcumannara mo3a 3a 244. e
32mg/nu, 1-5 nen. EmHokpatHa mo3a mo- romsma ot 16mg B 50-100M1 0,9% NaCl 3a
MUHUMYM 15 MuH. Buumonue! Jlozo3aBucumo yBennuenue Ha QT nnrtepBana.

Granisetron hydrochloride: i.v. 1-3 mg (10-40 ug / kr) 6aBHa HHTpAaBEHO3HA WHYKEKIINS WIIH
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MHTpPaBEHO3Ha MH(Y3Ms pa3pex]a U ce Ipuiara B IpoAbIDKEHHE Ha 5 MUHYTH. Pa3TBOpBT
TpsA0Ba J1a ce paspeau 10 5 MI Ha MUIWINTBP. MakcuManHata no3a 3a 244. He TpsAOBa na
HazBuiaBa 9 mg per os-1 mg 2x aHeBHO miaM 2 mg 1x aHeBHO J0 1 ceamuma cien
apueTepanus wim xumuorepanus. IIspBara no3za Kytril Tpsa6Ba na ce npuiiara B paMKuTe Ha
1h npenu .HayanoTO HA JICYEHUETO.

Palonosetron hydrochloride /mpenorBparsiBane Ha TrajeHe M TOBpBIIAHE, CBHP3aHO C
xumuoTepanus/: 250 mMukporpama egHokpatHo 6onyc 3a 30 cexynaum; 500 mukporpama
eAHOoKpaTHO mep oc 1h npeau xumuorepanusra

Dolasetron Mesylate — mpenoTBparsiBa rajeHe ¢ TOBPBIIAHE WHIYIHPAHH OT
XUMHOTEPAIHs, TOCTONEPATUBHO rajicHe U MoBpbINane - 1,8 mg/kg enuanyna i.v.103a

Tropisetron -3a npenoTBpaTsBaHe HA raJcHE W NOBPBIIAHE UHIYIUPAHH OT XMMUOTEPAIIHSL
5 mg/nH. untpaBeHo3Ha uHPy3us pazpenex B 100 mi. 0,9% NaCl unu 5% p-p na ['moko3a.

HecenexktuBuu 5-HT3 penentopHu aHTaroHUCTH- T€ C€ CBBP3BAT U C JAPYTH pEUEHTOPH-
JOTIaMUH 2, XOJMMHEPrMYyHU win XuctamuH 1 peuentopu. ToBa BoAM 10 MOBHINABaHE Ha
aHTHeMeTU4YHaTa UM ePekTHUBHOCT.Te uMar Ibabr mony:xkuBoT /20-50 yaca/ U ce mpuiarar
€I1H BT IHEBHO.

NKI1 penentopen anraronuct: ymepeHo CYP450 3A4 wunxuOuTtOop, M €IHOBPEMEHHO
npunoxenue ¢ CYP450 3A4 cyOctpatu Morat Jia nmoBUIIaT TokcMuHocT. He ce mpenopbuBa
3a ynotpeba ¢ nukiodochamMua-chabpIKaIIM CXeMU WIM CXEMM Ha JIOLETaKceN; U JiBaTa ce
metabonu3upar ot CYP450 3A4 , xoeTo e mpeArnocTaBka 3a JOI'bJIHUTETHA TOKCUYHOCT.

Hen 1 Hen 2 Hen 3
Aprepitant /| 125mr opaiHO/ 80 mr opaiHo / 80 mr opanHo/
Fosaprepitant

150mri.v. 3a30mur | HE HE
Dexamethasone 12 Mr opanHo HUTO €IUH HUTO €IUH
5-HT 3 anTtaronuctu | CtanmapTHa 1032 OT | HUTO eAHH HHUTO €JIUH

5-HT 3

AHTarOHUCTH

Kopruxocreponau / nucleus tractus solitarius, 5-HT3 anTaronuct/.
IUTOCTATUYHA TePATHsl, TATHATUBHUTE TPHIKU
HOCTOHepaTI/IBHO nu J'IT)‘—ICBOI/IH,ZIYHI/IpaHO TracHE " HOBpLH_[aHe

Dexamethasone 2x8 mg i.v./i.m.; 20 mg i.v.HemocpeACTBeHO npean X T

JlonaMiUHOBH peleNTOPHU AHTATOHUCTH: C €(DEKT BBPXY TONAMHUHOBUTE 2 U 3 PEICNITOPH.
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Metoclopramide /antaromwct Ha gomamMuH-2 penenrtopure, cnad 5-HT3 peuenrtopen
aHTaroHucT, cenektuBeH 5-HT4 peuentopen antaronuct/: Jlo3a:10-20mg i.m./i.v. 6aBHo 1/2h
npenu XT u mpu He0OX0IUMOCT MOBTOpeHue Ha 6h

HJIP: EKCTpaHI/IpaMI/II[HI/I CHUMIITOMU: OCTpa IUCTOHUA, TMCKUHE3W A, IAPKUHCOHOB CUHAPOM,
aKaTusus, CJICO Ipujdarane Ha CIHOKpPAaTHU AO3HU MCTOKJIOIIpaMu I, 0CO0€EHO IIpyu MJ1aad Xopa.

Antugor: Akineton Smg i.v. 6aBHO

Chlorpromazine

25 mg/ml amp. — 1 mMi1/9 ipu CTPOT KOHTPOJI Ha KPHBHOTO HalAraHe!

Haloperidol - mocroneparusHo ragene 1,5-3 mg per os/ s.c. Bedep

Droperidol csiio ce u3mos3Ba 3a JieueHre Ha MOCTONEPATUBHO I'aJICHE M MOBPBIIIAHE.
MycKaprHOBH XOJUHEPTUYHHN U XUCTAMUHOBH PELIEHTOPHUA aHTarOHUCTH

[Tpu HapymieHust BbB BECTHOYIapHHUSI arapar

Dimenhydrinat 50mg tab._

6. AIIOBaHTH, IpHJIATaHU C aHTHEMETHIIATE:

HpI/I pe(bpaKTepHI/I Ha JICYCHUC I'aICHC U IOBPBIIAHC B KOM6I/IHaHI/I${ C aHTUECMCTHUIIN

Gabapentin — anamor Ha ramMa-aMHHOOYTHpOBATa KHCEIMHA C PEIAKCHPAll, MOTHCKAIL
TPEBOKHOCTTA U aHTUKOHBYJICHBEH edek 300 mg 2-3 mbTU JHEBHO - 2 THU MIPEIU 3alo4yBaHe
Ha XUMHUOTepanusaTa 1 1 ceqmuua cies ToBa.

Olanzapine - arumuyeH aHTUIICUXOTHK, C AHTUXOIMHEPIWYHH €(EKTH M TapreTHpall
MHOecTBO peuenropu B [THC, Bkiarountenno u SHT-3; 10 mg Beaubk JHEBHO, 3a110UBaliKH
OT ITBPBHU JI€H HA XUMHOTEPANEBTUYHNUS LIUKBJI U IPOIBIDKABANKH OLIE 3 JTHU CIIE] Kpas My.

BCHSOI{I/IaBCHI/IHI/I - Lorazepam U Op.- TIIpU ICUXOI'CHHA Hacloika u AHTHIUIIATOPHO
MOBPBITAHE: OT ACHA NPEAU 10 ACHSA CIICA XUMHUOTCPAIICBTUYHWA HUKDBJI.

JAuapus

[IpencraBnsaBa yciaoxHeHue ot jgedeHuetro npu 50%-80% oT OHKOJOTMYHO OOJHHUTE, KOUTO
MPOBEXJAT JbUeTepanus Ha Ta3oBaTa 00jacT, XuMHOTepanus ¢ (IyOopONUPUMUANHU, UIH
MoJIy4yaBaT THUPO3WH-KWHA3HU HUHXUOUTOpH. [lMapusta € A030JMMHUTHpAIla TOKCHYHOCT,
0c00€HO MPU KOMOMHUPAHU PEXUMHU. 32 JUAPHsI CE TOBOPH, KOTaTO U3X0XKIaHHITA ca II0BEYe
ot 3 gHeBHO, HAAXBBPIT 300 cm3/enu3on u chabpxkat >70% Boma [11].

CeriacHo cucTemaTa 3a TpaJdpaHe Ha HEXENaHUT € JICKapcTBeHHW peakuuud Ha National
Cancer Institute, nuapusta 6uBa:
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- creneH 1 (<4 gedekanuu THEBHO);
- creneH 2 (4-6 nedekayu JHEBHO ChC CIICITHOCT);
- creneH 3 (>7 gedekanyu THEBHO, MHKOHTHHEHITUS, U.B. OBOJHSBaHE >24 4, N3UCKBa

XOCHI/ITaJ'II/ISaHI/IH);

- cTereH 4 — KHUBOTO3acTpamaBaio CbCTOAHUE, XEMOJUHAMHUYCH KOJIAIIC.

Haii-yecto nuapusi BB3HHMKBA Ipu JiedeHue c: 5-OY, kanenutaOWH, TOMOHU30MEpa3HH

WHXUOUTOpPHU, TaKCaHH,

epIAOTHHHO,

reutunmo,

€BEPOIMMYC M KOMOWHAITUH OT TSIX.

copageHnuo,

CYHUTUHUO, WMaTHHHO,

HpennonaraeMI/I MCXAaHU3MH Ha BB3HUKBAHC Ha JUApHATA, YCCTOTA HPU MNPOTHBOTYMOPHO

JICUCHHUC

JlekapcTBeH NPOAYKT

Mexaunsnom

YecroTa, BpeMe 3a mosiBa

Fluoropyrimidines:
5-FU

Capecitabine

[lotuckane B MHTO3a Ha
KJICTKUTE Ha eNUTEIHUTE
KPHUITH, KOETO BOJIU /10
HapyleH OamaHC — Mexay
cekpenusTa u abcopbuusra B
THHKOTO YEpPBO

[Ipu oxono 50% ot GonHuTeE,
MOJTy4aBaIu 5-FU —
ceIMUYHU BimBaHus. l[lpu
IIOJIOBHHATA OT TAX CE Hajara
napeHTepaliHa XUPATAIUS

Tonowusomepasznu Octpo Hayvajio — | OcTpo Havaslo — MPH OKOJIO
MHXHOUTOpHU: XOJIMHEPTUYHU CBOMCTBA 80% ot 6omHUTE
ce HaOmomaBaT IeKH 10

Irinotecan OTtcpouena nosiBa — | yMepeHO TeKKH

JIEKOHIOTUpaHe Ha | cumnTomu; ipu 10% - Texxku

metabonura Ha CPT — SN-38

TJIIOKYPOHHJT  OT  YPEBHH

Oakrepuu,

KOETO MO3BOJISIBA TUPEKTHO OtcpoueHa mosiBa — TIpH

BB3JICHCTBUE BBPXY UpeBHUS | 0K0ii0 60% - 87% oT

enuTel; HHAYIIUPaHa OT OoJHUTE

JIEKapCTBCHH MIPOYKTH

MIPOYKIIHS HA

porHpIaMaTOpHU

UTOKUHU
Takcanu — IIpenu3BukBa wucxemuss Ha | Oxomo 25% ot OomnHHTeE,
Docetaxel ne6enoTo YepBo cnabo u3pazeHa

9pes:

-IUpeKTeH  e(dexT
enurena (HeKpo3a)

BBPXY

-aHTUAHTHOTEHEH e(PeKT
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Erlotinib Hescen mexannsbM, moxe 0u | 40% - 60% ot OGoiHure,
Gefitinib Urpae poJjia MOTUCKAaHETO Ha | PSJIKO € TEHKKa
EGFR, koeTo nmoBnusBa
CeKpenusiTa Ha  XJOPHIA
(moBumieHata cekpeuus Ha
XJIOPUJIA BOJH IO
MOHMKCHA HaTpUeBa
abcopOITus)
Sorafenib Hescen 30%-40% ot 6omuure, 5% -
TEXKKa CTETICH
Sunitinib Hescen 40% - 53% ot Gonnwure, 3%-
5% - TexKa cTerneH
Imatinib C-Kit UHXUOUpaHe B | 30% - 50% ot GonHuTe,
ypeBHuTe Kietku Ha Cajal, | 1%-5% Texka cTenen
JTHUPEKTHO
yBpEXKIaHE Ha
YpeBHATa MYKO3a
mTOR uaxubutop | Hapymena ypeHa | 30% or OoaHUTE, PAIKO
Everolimus MUKpodIIopa TEXKKa
Mana6coporus

Jleuenue
[IpoGuotuninTe MMat GiaronpusitTeH eQeKT 3a MUHUMH3UpaHe Ha eGekTuTe Ha 5-DVY.

Loperamide hydrochloride — nauyanna 1o3a 4 mg, mocieaBana ot 2 mg Ha Bceku 4 h. 10
[PEyCTaHOBSIBAHE HA THAPHATA.

Axo nuapusTa He ce oBiajee npe3 mbpeute 12 — 24h,

Loperamide hydrochloride ce Ha3nauaBa B mo-Bucoku 031 — 2 mg Ha Bceku 2h (1o 24 h).
Octreotide e mokasaH 3a BTOpa JHHUS JIEYEHHUE TPU pePpaKTepHU AUAPUH.

[Tpunara ce mo 100 — 150 mxr - 3x nHEBHO S.c, uau 25-50 mkr/h 1.v.

AnexBaTHaTa XuUapartalus, KOpUrupaHe Ha eJIeKTPOIUTHUS qucbanaHc, JUeTa, ca HeU3MeHHa
4acT OT TepParneBTUUHUTE MEPKH MPH JIEYEHHE Ha AUAPUSL.

40. CBbP3AHA C XUMHUNOTEPAIIUA KAPIUOTOKCUYHOCT

Copaeunara qucyHKIUS Ciiel MPOBEACHO JICUCHHUE MPH MAIIMEHTH ¢ KApIIMHOM € U3BECTHA OIIIEe
oT 1960 ronuna cien MMUPOKOTO HABIM3aHE HA aHTPAUMKIMHUTE B OHKoJorusta. CbpliedyHara
HEJIOCTaThUYHOCT, peaju3upaHa cCjea JECYCHHE C aHTPAUUKIMHH € IIHPOKO H3BECTHA KaTo
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ctpanndeH edekt. [Ipe3 nocnenqnute roauHu 0sixa BbBEJICHU PA3JIMYHU CTPATETHUH 3a OLEHKA Ha
KapJInO-TOKCUYHOCT, HAKOU OT KOUTO OsiXxa OTXBBPJICHH, HO KaTO MPUIIOKUMH B €KEIHEBHATA
MIPAKTUKa Ce HAJOKKWXa MOHUTOpPHpAHE Ha OIleHKaTa Ha JeBo- kamepHaTa (JIK) ¢pakums Ha
u3tnackBane (®U%) or oOpa3Hara JUAarHOCTUKAa W CHIOMHOKapaHata Ouomncwus. [lopamu
HHBA3UBHOTO ecTecTBO Ha mnociueguara, JIK ®U % ce okaza or ocoOeHO 3HAUYCHHE B
KJIIMHUYHOTO Mpociie[siBaHe Ha nanueHTute. HanpenBanero Ha exokapauorpadusra B o0iacTra
Ha HOBUTE HEMHBA3WBHU MeTOAM 3a oueHka Ha JIK QyHKuMs Hanoxu npepasriexjiaHe Ha
HagexxHoc- tra Ha JIK ®U% ot nBypasmepHa KOHBEHLHMOHAHA eXOKapauorpadus KaTto
00EKTHBEH METO/I 32 OLICHKAa Ha KapAHUOTOKCHUYHOCT.

OHpez{eﬂeHHe 3a KapANOTOKCUYIHOCT, CBbpP3aHa C XUMUOTCpaIIna

Cebp3zanata ¢ xumuorepanus kapauorokcuyHocT ( CXKT) ce onpenenst karo HamalsiBaHe Ha
JIK @1 % c noseue ot 10 % npu croitHoctu < 53 % ( HOpManHa peepeHTHa CTOHHOCT 3a
IBypa3MepHa exokapAuorpadus ) IMOTBBPACHO OT TOBTOPHH wu3MepBaHus. [loBTOpHHTE
U3MEpBaHUsl CE€ OCBILECTBABAT OT 2 N0 3 CeIMHULHU CJIeJ| MbPBOHAYaJIHO YyCTaHOBEHaTa
noHmwxkeHa JIK ®U1%. Penyuupanara JIK ®U % ce xareropusupa kaTto CUMOTOMAaTUYHA ,
aCUMIITOMAaTUYHA WJIK peBep3udesHa.

CXKT ce xnacuduimpa Karo :

Tun I - xapaktepeH 3a rpynara Ha aHTPALMKIMHUTE, KOSITa € CBbp3aHa C J03aTa, BOJIU JI0
KJIEThYHA alloNTo3a U € HeoOpaTMa Ha KJIeThbYHO HUBO. PAaHHOTO 1 ycTaHOBSIBaHE U JieUE€HUE
ca cBbp3aHU C¢ mpeBeHuusATa Ha JIK pemonenupane, KakTo M mporpecusita i 10 cbpaedyHa
HEZ0CTaTbYHOCT.

Tun 11 - xapaktepHa 3a Trastuzumab, He ce BiMsie OT NPUJIOKEHATA /1032 U CAMOCTOSITEIIHO
MPUJIOKEHN He BOIAT N0 kierbuHa amonto3a. CXKT e decto oOpatuma, HO TIOpaand 4eCTO
npeaxoxaaiia Tepamnus ¢ ar€HTu OoT Tum I, CC mpceamnoJara, 4€ mp1u TC€3u pCKMMHU Ha JICUHCHUC
Tun II arenTuTe 3a161004aBaT KJIEThYHATA AllONTO3a OIE B MOMEHTA Ha IPUIIOKEHUETO UM.

Exokapaunorpadcka oneHka Ha cbpiaedyHata (GyHKUHMS U MOPQOJIOTUS HpHU MALUEHTH C
KapLIUHOM

JIK cucronna pyHKIMS

Exokapauorpagusta € MeToJ Ha U300p 3a OLIEHKA HA MAIMEHTH C KapLUUHOM — IpeaH , 10
BpEME U Clie]l IPUKIIFOUYBAHE Ha TEPAIUATA.

N3uckBaneto 3a usmepBane Ha JIK @M% tpsadBa na Obae OCHIIECTBEH ¢ Hal-I00pHUS METO/,
BB3MOXKEH 3a exokapauorpadckara aboparopus (TpuM3MepHara exokapauorpadus e 3a
MpeANOYnTaHE )

[Tpu u3non3Bane Ha ABypa3MepHaTa exokapauorpadus ce npeanodnta Mero] Ha CUMICHH OT
anuKaJlHa [MO3ULIMS IBYKYXUHEH CPE3.

JIK ®N% Tps6Ba na ce komOuHMpa ¢ n3urcisBade Ha wall motion uanexc. ( WMSI)
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[Ipn HEBB3MOKHOCT 3a OILIEHKa Ha riobaneH JoHrutyauHaieH crpeiH (GLS) ot speckle
tracking exokapnuorpadusita, ce mnpenopbuBa KOJIMYECTBEHA OlleHKa Ha riobanHara JIK
JTOHTUTYyIUHAIHA QyHKIUS upe3 M- Mol exokapauorpadusaTa — MpeMecTBaHE HA MHUTPAJICH
kianeH npbecteH — MAPCE wnu win nukoBa cuctoiHa ckopoct (s”) ot TDI

JIK ®U % oneHeHa OT ABypa3MepHaTa exokapauorpadus 4ecTo € HeJJOCTaThb4yHa 33 OICHKA
Ha Majkute npomenu B JIK KOHTPaKTUIIHOCT.

JmacronHa d)VHKI_II/IH

HezaBucumo, 4e mnapameTrpuTe 3a OLIEHKa Ha JuactonHara ¢yHkius Ha JIK Hsamar
IIPOrHOCTUYHA CTOMHOCT 10 OTHOILLIEHUE HA KapJUOTOKCUYHOCTTA, OLIEHKAaTa Ha IMacTOJIHATa
(GyHKLIMS ce M3M0J3Ba 3a IpaJupaHe Ha TEXeCcTTa Ha JUacTojHAaTa JUCOYHKIUS, KaKTO U
oIpeJiesIssHe Ha HaJIAraHeTo Ha mbiHeHe Ha JIK npu Te3n manueHTy.

DyHKIMS HA JsCHA KaMepa.

Anamu3sT Ha JIK aucdyHKIMS nmpu manmMeHTHTE Clie] XMMUOTEpanus HsIMa MPOTHUCTHYCH
XapakTep, HO KOJMUYECTBEHATa OLIEHKA Ha JIECHUTE KyXMHHU U (PYHKIMS ce MpocielsBa Mpu
BbBIMYaHe Ha JIK B cucTeMHMs ITpoLiec Ha OHKOJIOTHYHOTO 3a00JIBaHE.

Knanau Gonecty .

C"I)pI[C‘-IHI/ITe KJIalli CC€ aHaJIM3upar C 0CcO0OCHO BHUMAaHHE IMpU MAMUCHTUTE HAa XCMOTECpaIIns.

[TarueHTH ¢ YCTAaHOBEHHM HACTHIIMIN MPOMEHU B KJIAITHUS armapaT 110 BpeMe Ha XeMOTeparus
ce peaHaJIM3MpaT 1O BpeMe Ha LEeNUs MEePHOoJ Ha JIeUeHHe U Ciie]] MPUKIII0YBAHe Ha Kypca OT
XeMOTeparnus , KaTo ce MPOCeaAsIBaT pa3MepH W T'PATUCHTH HA CTCHOTHYCH OTBOp, CTEIICH
Ha KJIalHa peryprutanus. YectoTa Ha peryIsspHUTE MPETISIN Ce OCHIIECTBIBA B 3aBUCUMOCT
OT CTeMeHTa Ha 3acsiraHe Ha KJIamHus amapaT crmopen PvkoBoactBata Ha EBpomeilickara
acouuaius mo oopaszna auarsoctuka (2014) .

Ilepukapoaa OGoJect.

Hanuuue Ha NepuKapiHa Ooiect IIpU MAaOUCHTHUTC C KapOMHOM C€ acoluupa € HaJIUYHU
ChbpACYHH MCTACTA3U HUJIU B CIICACTBUC HA MMPOBCACHA XCMOTCPpAIIHUA / paauoTepariu.

CremneHHa Ha NepuKapAHusa MU3JIMB CC ONPCACIIA KOJINMYCCTBCHO U CC KBaJ'II/I(I)I/II_II/Ipa criopen
MPOBCACHUTC CTAHAAPTHU.

Exokapauorpadckute u Jlomiep METOAM 3a OLICHKA Ha HAJM4ME HAa TaMIIOHAJa TpsiOBa /1a ce
aHaJTM3UpPaT BHUMATEJIHO, OCOOEHO NpU HAJMYME Ha MaJUTHEHAa IeHe3a Ha IMepUKapAHus
U3JIUB.

SIMP ce mpunara npu TMainMeHTH 3a OIEHKA Ha BEPOSTEH MbPBUYEH MPOIIEC, aHTaKUPAILl
MepuKap/a, KakTo U 3a oTaudepeHIrpane 0T KOHCTPUKTUBEH MEPUKAPANT, CIell eKCIepTHA
exokapauorpadcka oreHka.

TpunsmepHa exokapauorpabus (3DE )
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3DE e npeamnounTaH METOJ 3a aHaIu3 U MoHUTOpUpaHe Ha JIK dyHKIus npu nmanueHTu cien
xemoreparust ¥ npu cbMHeHHe 3a CXKT. IlpemumMcTtBoTO € B TO-m00pusi 00paz wu
IIOBTOPSIEMOCT Ha pe3ynrarure npu Monutopupanara ¢ 3DE JIK ®1%.

OcoblecTBsiBa C€ OT €KCIEepTH U A00pe TpEeHUpaHH B TpUU3MEpHATa exokapauorpadus
CHEIHAMCTH —KapAHOJI031, JIMMUTUPAILO OOCTOSTENICTBO € U3UCKBAHETO 3a JOOPO KauecTBO
Ha aHWIM3UpaHus o0pa3, KoeTo TpsOBa Ja ce HMMa B NPEIBUJ IPHU MAlUEHTUTE C
OHKOJIOTUYHH 3a00JIIBAHUA.

KonTpacrHa exokapauorpadus

[IpunoxkeHneTo Ha KOHTpAcTHaTa exokapauorpadus HaMupa IMOTEHIUSI TpH TpH
MalMEHTUTE CJIE] XEMOTEpaNus IPH HEIOCTAaThYHO A00BP 00pa3 Ha aHAIM3UPAHU CETMECHTH
Ha JIK.

CerinacHo mocinennure PwkoBoctBa (2013) ce mpemopbuBa M3MOJ3BAaHE HA KOHTPACT MPH
He00po n300pa3siBaHe HA TTOHE 2 ChCEAHU CETMEHTA OT allMKaJIHA ITO3UIIHSL.

Konpactnara exokapauorpaguss He ce mpenopbuBa npu 3DE 3a mpocnenssane Ha
MAUEHTUTE CJe]l XeMOTEpaIlus.

Crtpec exokapauorpadus.

Crpec exokapauorpadusta ce mpenopbyBa NpU MAUEHTH C MOTEHIUATHA WJINM BEpHITHA
KOpoHapHa O0oJjecT, KOoraro KOHBEIHMOHAJHaTa eXoKapauorpadus € HeZOCTaThYHO WIIH
HEUHTEpIpeTepyeMa IMpU MNaUWEHTH, IPOBEXKIANMU JIE€YEHHE C areHTH, KOUTO Morar na
npuunHAT KopoHapHa ucxemus ( fluorouacil, Bevacizumab, Sorafenib, Sunitinib)

Crtpec exokapauorpadusita ce TMpenopbuBa ChHII0O U 3a OICHKA Ha KOHTPAKTHIHUS
peseps Ha JIK npu nanmentu cbe CXKT.

Ouenka Ha cyOknunnuHa JIK guchyHkimg .

Penymupanara JIK ®U % cnen 6a3zoBara exokapauorpadus WIA TPU TAIUCHTH CIET
IMPHUIIOKCHUC HAa aHTPAKIIUKIIMHA € CBbp3aHa C BUCOK PUCK OT CbpACYHO CbAOBHU MHIUACHTH.

HezaBucumo ycranosenara ot Jlomep u ThkaHeH Jomuiep HayanHa AMACTOJIHA AUCPYHKINS
IpU TalMEeHTHTE Ha XeMoTepamnus, TS He BUHArd MoXe Ja ObJe NPOrHOCTHYHA II0
otHomeHute Ha CXKT.

Muoxkapnnata nedopmanus (strain) aHaiau3upaHa OT JIBypasMepHa exokapauorpadus upes
Mmetona Ha Speckle tracking e mpeamouumTaH MeTOA Ha aHalU3, YTBBPAEH B KIMHUYHATA
IMpaKTUKa, BKIIFOYUTCIIHO U MPU MPOCICASABAHC HA MMALIUCHTH CJICA XCMOTCpaIIu. I'moGanuusT
JIOHTUTYIMHAJICH CTPEWH € ONTHUMAJIHHAIT MapaMeThp 3a aHalIu3 Ha paHHa cyOximHuuHa JIK

TUCQHYHKITHS .

IIpenopbuBa ce m3cineaBaHUATa Ha CTpEHHA IO BpEME Ha XEMOTEpaIus J1a C€ ChIIOCTAaBAT C
II'bPBOHAYAIIHUS JJOHTUTYJUHAJIEH CTPEWH NPEAN cTapTHpaHe Ha jieueHuero. Ilpu manuenTtu ¢
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HAJIMYCH ITbPBOHAYAJICH TJI00aJIeH JIOHTUTYIUHAJICH CTPEHH , pellaTUBHATA PEAYKIUS B X0/
Ha xemotepanus ¢ < 8% mojuIexaTr Ha PEJAOBHO MPOCIEAsSBaHE, KAKTO M CTOMHOCTH Ha
ro0asieH cTpeiH peayuupanu ¢ > 15% oT mbpBOHaYaIHATA CE CUUTAT 3a MATOJOTUYHHU.

[Ipn mocnensBaHe Ha NAIUEHTHTE C KAPIMHOM II0 OTHOIICHHWE HAa TIOKAa3aTelUTe 32
MHOKapAHa AedopMaiusi ce NpernopbyBa OCHIIESCTBIHETO MM Ja ObJEe Ha €AHAa W ChIIa
exokapauorpadceka mamuna uiu off-line ananusbsT 1a 66a€ ¢ enuH codryep. B mporokona ce
OoTOeNsA3BaT JTHHUTE MPEeId W CJIell XeMOTepamnus, MOPSIbK Ha Kypca, KOHTO MaIMeThT
peMHUHaBa.

[IoBHIIEHUAT TPONOHMH IO BpEME Ha KAPAUOTOKCHUYHA XEMOTEpalnus € IPU3HAK 332 paHHa
CXKT.

3a pasiiKka OT TPOIIOHHWHA, OLICHKATa M aHAJIW3a Ha pI'O'BNP HMa OTHOIICHHUC ITOBCYC KBM
OLICHKA Ha CTCIICHHA HAa HAJITaHCTO HaA ITbJIHCHC Ha .HK, OTKOJIKOTO 3a aHanu3 Ha CXKT.

[Ipunoxxenue Ha 1pyrute oopa3Hu quarHoctuka 3a ananu3 Ha CXKT.

Onenkara Ha JIK ®1% ¢ MUGA e ¢ BUKOKa penpoayKTUBHOCT, HA MOPaAX HAJIMYUETO Ha
JOMBJIHUTENHA paJMAlliHHAa HATOBAPEHOCT HA MAIMEHTHTE € JIMMUTHpaHa B OHKOJIOTHUSATA,
IIPEANMHO 32 OIEHKA Ha IepuKapaHa 0osecT, BbBINYAHE HA KJIAllEH arnapar u ouneHka Ha JIK

GbyHKIHS.

HpI/IJ'IO)KeHI/IeTO Ha raMa-KaMCpUTEC KAaTO HCHUHBA3MBCH MCTOJ 3a OLICHKA Ha JIK q)YHKI_II/ISI C
BCC OIII€ B IpOLEC HA CTAHAAPTHU3UPAHEC.

Copaeunust SIMP e 3naren cranaapt 3a onenka Ha JIK u JIK o6emu u JIK ®NU%. OcHOoBHOTO
OrpaHUYEHHUE € JIOCTBITHOCTTA JI0 METOJIMKaTa M BCE Olle HEJOCTaThYHO OOyuYeH IepCOoHal,
paboren B Ta3u obnact. [IpenopbuBa ce npu NPeKbCHATO JIEYEHHUE C ar€HTH C BUCOK PUCK 3a
Kap/IMOTOKCUYHOCT, KOrato pe3yiaTaTuTe OT JBypa3MepHaTa exokapauorpadus ca
He3agoBoauTenHu 3a JIK U % .

IIpenopbuBa ce Npu NpociaeAsiBaHETO Ha MAaLUEHTUTE Ja CE€ M3I0JI3BA €/1HA M ChIAa TEXHUKA
npu ouenka Ha JIK ¢pynkuus ¢ AMP.

41, HOBEAEHUE IIPU OCTPU AJIEPTUYHU U
NHO®Y3UOHHU PEAKIINHU oT IHAPEHTEPAJIHO
MMPUJIOXKEHUE HA ITPOTUBOTYMOPHHU JIEKAPCTBA

Onpenenenue. OcTpuTe alepruyHy peakuy B MEAMIIMHCKATa OHKOJIOTUS ce JeUHUpPAT KaTo
peaknuu Ha cBpbx4yyBcTBUTENHOCT (PCY) or mmyHeHn tum. PasnuyaBaT ce OT OCTpUTE
nHdy3nonan peaknuu (OUP), kouTo ce IbKAT WIM HAa HEMOHOCHMOCT (MPEIBUINMH, TPHU
HOpPMaJHO Jo3upaHe, mopaau ¢GapMaKoJOTMYHA AaKTUBHOCT Ha JIEKapCTBOTO), WM Ha
UAMOCUHKpa3us (HeNpEeABUIUMH, MOPAAN MHIUBUAYATHO MPEAPa3NoI0KEeHNUe, Halp. CH3UMEH
nedexr). OT KIMHUYHA TJIEHA TOYKa € MO-yA00HO fa ce u3nonssa oom repmun PCY/OUP, Ho
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BUHAru TpsiOBa Ja ce pasrpaHUyaBaT CJIECIHUTE JBOMKH KaTErOpHM: JIEKapCTBEHA aleprusi —
niceBoaneprus, peakuus tTum | — peakius tun [V, anadunakcus — anauIakTONIHA PEAKIIHSL.

[Tarorene3a m kIMHKUYHO npenctaBsHe. B marorenezara Ha PCY ywacTBaT HSKOM TUIIOBE Ha
nmyHHU peaknuu (o Gell and Coombs), Ho ipeau Bcuuko tun | (Mmeauupana ot IgE) u tun [V
(k1eTpYHO-MEeIMMpaHa, C ydacThe Ha IUTOKMHU U KoMIiuieMeHT). Criopen EBponeiickata mpexa
3a gsekapcrBena aneprusi (ENDA) PCY ce xmacupummpar Ha HENOCPEACTBEHH U
ormocpenctBenn. HemocpeactBenute PCU BB3HMKBAT /10 €QMH dYac OT HA4yaJloTO Ha
MPWIOKCHUETO M C€ JEMOHCTpUpAT KIMHUYHO KaTo YPTUKApWs, AaHTHOEAEM, PHHHT,
KOHIOHKTHBHT, HJIM OPOHXOCIIa3bM; OMOCPEICTBEHUTE Ce MaHU(ECTUpAT cle/l MoBeYe OT €AUH
4ac ¥ BKJIIOYBAT MPEIUMHO KOKHU CUMIITOMH (MaKyJomnamnyino3eH oOpuB, BACKYJIUTH, TOKCUYHA
enuaepMaliHa HeKpo3a, CUHApoM Ha Stevens-Johnson) u eozunodumnus. Texecrra nHa PCU ce
Kkiacuduipa B rer creneHu: (i) crenen 1 (Jieka) — JIOKaJHA PEaKIys, IPEXOHO 3a4epBsBaHE,
nekapctBeHa Tpecka a0 38° C; (ii) cremeH 2 (ymepeHa) — 3adepBsiBaHe, JIEK OpOHXOCHAa3bM,
o0puB, ypTHUKapHs, 33aayX, JekapcTBeHa Tpecka Han 38° C; (iii) crenmeH 3 (TeXKa) — CpPEeIHO
u3pazeH OpOHXOCIA3bM, TEXKKAa JIOKATHA peakuus, CepyMHa OO0JecT, alepruiycH
OTOK/aHTHoOenaeM, aprepuaiHa xumoToHus; (iv) cremen 4  (KMBOTO3acTpallaBaiia)
aHadunakcus; (v) crened 5 — cMbpT. PuckoBu daxropu 3a PCY ca moBTOpHO NpUIIOKEHNE HA
AHTUTYMOPHO JIEKapCTBO, MpEApas3IoyioKeHne (aTomusi) M aHamHe3a (BKJI. W (ammiHa) 3a
JIeKapCTBEeHA ajeprusl.

[Mpemenukanus w/unm npeennus. Ha (Ta6x. 1) e mpeacraBeHa uyecroTaTta, maToreHasara u
KJIIMHUYHOTO TpoTnyane Ha PCY oT Hali-4yecTo M3MOA3BaHUTE LIUTOTOKCUYHU U MOHOKJIOHAJIHU
MIPOTUBOTYMOPHH JIEKapCTBa, 3a€AHO C MPENOPhUYBAHATA TPEMEANKALINS UIIM TPEBEHLIUS.

TepaneBtuuno mnoBeaenue. Ilosenennero npu PCUY/OWP wu3uckBa crienHute cenaem
3aJIBJKUTENHU CTHIIKU: (1) cnupaHne Ha uHQY3uATa; (11) ONpeaeNssHe Ha HaIl'bJIHEHOCT Ha IyJica
U CUCTOJIMYHO apTepuaiHo HaisArane (> 90 mm Hg); (ii1) mocTraBsiHe Ha MalMEeHTa B MOJIOKEHHE
JerHan mo TpbhO (ako NUICBa 3aAyX M TOBpBINaHe); (1V) MpU TeXKKa CTENeH — BpPb3Ka C
peaHnMaTop M BKJIOYBaHE Ha epinephrine; (V) MO IbpkaHe HA IPOXOIUMH JTUXATEeIHU MbTHUILA,
o0ChXK/aHe Ha Ha3zajHa KUCIopojaoTepanus; (vi) MOHUTOpPHpaHE Ha >KM3HEHUTE MOKa3aTelu
1pe3 JIB€ MUHYTH JI0 JOCTUraHe Ha M3XOJHHU (HOPMaJHM) CTOHHOCTH; (Vil) JTOKyMEHTHpaHe Ha
MEPOIPUATHITA B UCTOPUSATA Ha 3a00JISIBAHETO.

JlexapctBeHa necencuOunmzanus. O0cwxna ce cien perucrpupane Ha PCU/OUP. Tlpunara ce
camo npu PCUY, memgmmpana ot IgE. IlatorenermyHo ce uenu AeceHCHOMIM3AIMS Ha
MacCTOILIUTUTE, KOATO OCHUTYpsIBa CHCTOSHUE Ha JieKapcTBeH TosepaHc. [locneanust obaye e
obparuMm.  KIMHMYHOTO  MpakTUKyBaHE HAa  JIGKQPCTBEHA  JIECEHCHUOWIM3alUi €
MYJITUIMCHUIUIMHAPEH TPOILIEC M M3WCKBA HAJIMYKME Ha OomuTeH aneprosior. [Ipunara ce B nBe
Pa3HOBUIHOCTH: KOHBEHIIMOHAIHA W JIEKAPCTBEHO crenuduyHa. JlekapcTBeHo crienuduvHata
M3M0J13Ba ONPOCTEHHM CTaHAAPTHHU CXEMM 3a NPHUAPYKABAIla MEAUKALMs, KaKBATO € Ta3W 3a
paclitaxel Hampumep.

KonBeHnmoHanHaTa JeceHCHOMIM3AlUsl C€ OCBIIECTBSBA 4Ype3 IIOKAauBaHE Ha T.Hap.

UHTpaBeHo3Ha ckopocT Ha uHPy3us (Kin), koaro e papmakoknHeTnueH nokasarein. [lepunupa

ce KaTo JKeJlaHa CKOPOCT (B MWJIWJIMTPU 3a 9ac WM KalK{ 3a MHHYTA), IPH KOSTO €IHO
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JICKapCTBO TPSIOBa Jia Ce Mpuiiara 3a MOCTUTaHe Ha PABHOBECHO ChCTOSIHHUE Ha (pUKCHpaHa 703a ¢
JoKa3aHa TepameBTHYHA e(eKTHUBHOCT. M3umcnsiBa ce KaTo CTalMOHApHA KOHIICHTpAIUS B
mwia3mara (Css), ymuoxxeHa o kiupbHca (Cl): Kin = Css x Cl.

Tabmuua 1. [TaToreHeTHYHO M KIMHUYHO MPEACTABCHE Ha aJepruyHu U MH(PY3MOHHU PEaKIUU
OT Hai-uecTO M3IOJI3BAHU MAPEHTEPATHU MPOTUBOTYMOpHU JiekapcTBa (o M. Joerger, ESMO
2016).

JlekapcerB | Yecrora Ilatorenes | Knunnuno | Ilpemenukanu/mpe | O0cbxaane
a Ha PCY ana PCY NpeACTaBd | BeHUUA
He
[utoTOKCMYHU
[InaTuHOBU cosn
Cisplatin Jleka — | Umynana Munytu — OO6cwxmane
0.4%, peakims clen Ha
TEXKa tun [ (IV). | Havano Ha JeCeHCUOu-
—0.8%. uHby3us, JIA3aIys, ako
OOMKHMBEH JIEKapCTBOTO
ocinen> 6 €  OCHOBHO;
Kypca. KOXKEH  TeCT
HE e
HaJIeXKJIEH.
Carboplatin | Ymepena | myHHa Munytu no | H1/H2 - Gnokepwu, [peBkirouBa
—19%, peakius JIeH  Cclie]] | KOpTUKOCTEPOU I, HE KbM
texkka  — | tun [ (IV). | Hayano Ha | 6aBHA MH(DY3Us Cisplatin mpu
2%. uHQy3us, TeXKU  CIy-
OOMKHOBEH yau;
o cuen 8 Ha/IeXKIeH
Kypca. KO>KEH TeCT.
Oxaliplatin | Ymepena— | myHHa MunyTH H1/H2 - 6nokepw, Judepenunp
25%, peakiuus clen KOPTUKOCTEPOUIH, aHe  MEeXIy
texkka  — | T I (II). | Hawamo Ha | 6aBHA HHDY3HUS. ocTpa
1%. uHOy3u, HEBPOTOKCUY
OOMKHOBEH HocT 1 PCY;
ocnen 7-8 Ha/IeXKIeH
Kypca. KO>KEH TECT.
Takcanu 30%/<4% | OcBoboxna | [IppBu [Tepopanendexamet | udepeniup
BaHe Ha | muHytu ot | hason e  (-12/-6 | ane mMex- 1y
pu XHCTaMHH, | UH(py-3us, | yaca), BeHo3eH H1 u | PCYU oT
NAlMeHTH | MPEIU3BHKA | TBPBU 2 | H2-6mmokep (-30 | Takcan win
6e3/che HO OT | Kypca. MUH.); TPUIHEBHA | IUIATUHA TIPH
peMe/IiKa | pa3TBOpUTE MIPEBEHIUS ¢ | KoMOMHMpaHe
M. 1 (ue IgE); dexamethasone mpu | ;
KpbCTOCaHA Docetaxel MPEBKIIOYBAH
PEaKTUBHOC € KbM nhab-
T Paclitaxel
—90%.
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[Momoduno | 6-41% [TbpBUYHO | — baBna nndysus
Mpeu3BUKa
- TOKCUHU HO oT
pa3TBoOpuUTE
J;  BHCOKa
KpBbCTOCaHA
pPEaKTUBHOC
T
AHTpaIuKi | — Nmynna Jlexn baBna nndysus. [IpeBkirouBa
WHU peaxius KOXKHH HE KbM
tum [ (IV). | cumnromu JIUTI030MaJICH
doxorubicin
Antudona | Peaku, Ho | MmyHHa Hsxomnko — —
™ NOTEHLIMAN | peaklus JHU  Clel
Metothrexa | no texxku | T I (IV). | mpu-
tee JIOKEHUE —
OCTBD
ITHEB-
MOHHT,
ocTpa
YepHOI-
pobna
HEJ0CTaTh4
HOCT
MOHOKIJIOH
aJIHU
aHTHUTEeNa
Xumepuun | 1-40%, Anepruuna | ITo Bpeme | IlpekpaTsiBaneHa Oo6cpxnane
u, npeaumao | (IgE), Ha  1bpBa | uHQYy3UATA, Ha
XYMaHU3Hp | IPU aHTU- | HEAJICPTUYH | AIUIMKALUs | IpUJiaraHe Ha | IeCeHCUOMIH
aHM, IBJIHO | MHILU a — paracetamol u H2- 3anus WIH
XyMaHU3HP (uuToKMH- | OpoHXOCMa- | OJ0Kep; OaBHa | U30sr- BaHe;
aHU, aHTHU- MeIUUpaHa) | 3bM, 3a1yX, | HHPY3HUS. MIPEBKIIOYBAH
MUTITH apTepuaiHa € OT BEHO3€H
XUTIOTOHHUS. KbM
MOJIKOYKEH
Trastuzumab
WIH  MEXIY
Cetuximab-
Panitumumab
42. MOBEJIEHUE MPU EKCTPABA3AIINSA HA

INPOTUBOTYMOPHMU JIEKAPCTBA

Omnpenenenue. ExcrpaBasanusara Ha mapeHTEpasHH MPOTUBOTYMOPHHU pa3TBOpHU ce aeduHupa

KaTO0 HWHIOUACHTHO MH3TUYAHC Ha JICKAPCTBCHO BCIICCTBO OT TCXHUYCCKU OMNPCACIICHHUA MY
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ydyacThbK (BeHa) B OKOJIHUTE TbKaHU, NPUYMHSABAWKUA yBpexkgaHus. B 3aBHCHMMOCT OT
XUMHUYECKUSI ChCTAaB Ha €KCTpaBas3aTa CTENEHTa Ha ThKAaHHM HAPYIICHHUs MOXE Ja Bapupa oOT
JIeKa KO)KHA peakius 10 TeKKa HEKpo3a.

Tunose excrpaBazamuu. Criopeq MOTEHIMAda CH Ja NPHYUHSBAT YBPEXKIaHE Ha THKAHHUTE
IPOTUBOTYMOPHHUTE JIEKapCcTBa CE€ TPYMHpAaT B TPH KaTETOPUU: HEBE3WKAHTH, WPUTAHTH H
BesukaHTH. HeBesukantute  (bleomycin, gemcitabine, Metothrexatee, pemetrexed,
MOHOKJIOHQJIHM aHTUTENIA) HEe MPUYMHSBAT YILEpPAIMH, PSIIKO BOIAT /0 OCTpa PEakuus WX
nporpecupama Hekpo3a. Mpurtantute, or cBost crpana (etoposide, cyclophosphamide, 5-
fluorouracil, ifosfamide, carmustine, dacarbazine, mitoxantrone, cisplatin, carboplatin,
oxaliplatin), mpuumHSIBaT camMo 0OJKa B MSCTOTO Ha HWHXKEKTHpaHE W BeHaTa (Cbhc wim 0Oe3
BB3NAJICHNE), HO B MHOTO TOJSIMO KOJMYECTBO MOTaT Ja MMaT M YJIIEPOTEeHEH MOTEHIIHAL.
Besukantute (aHTpaUMKIMHY, aJKWINPAIIY areHTH, BUHKA aJIKAJIOWIH U TaKCaH!) PUYUHSIBAT
BE3UKYJIH, pa3si3BABAaHHA M YECTO ce MaHH(]ECTHparT ¢ MO-CepHO3HH CTPAHUYHU e(PEeKTH Ha
THhKaHHA JECTPYKIH U HEKPO3a.

Knunnuno npencraBsHe. HauamHuTe cuMnTOMU Ha eKCTpaBaszalus ce MaHU(ECTUpar BeaHara
ClleJ] HapyllIEeHUE Ha LI€J0CTTa Ha KPBbBOHOCEH ChJ. B 3aBHCHUMOCT OT areHTa IpHU3HALUTE ca
IUcKoM@opT uiu OoJika, KOSATO Bapupa OT JieKa 10 CUiIHa (M3rapsila) U MOXe J1a ce MOcJeBa
OT 3auepBsABaHE U JIOKAJIEH OTOK. EBoiionusATra Ha HayaJHUTE CHUMIITOMH C€ pa3indyaBa
3HAQUUTENIHO TIPH UPHUTAHTH M BE3UKAHTU: TOCIETHUTE MMAT MOTEHIMAT 32 CEPUO3HU ThKAaHHU
YBPEXKIAaHUS, 3al10YBAIIN C Bb3NAJICHUE U BE3UKYJIH M MPOTPECUPAILN 10 A3BU U HEKPOTHUUHU
JIe3UH.

TepaneBtuuno nosenenue. Ilpu perucrpupane Ha ekcTpaBazalus He3a0aBHO c€ 3aroyBar
MEPOIPUATHS 110 AITOPUTHM, BKIIIOUBall 15 CTHIKU.

Cripu He3a06aBHO MH(Y3UATA/UHKEKIMATA; OCTABH BEHO3HHSI JOCTBII HA MACTOTO MY. YBEIOMHU
JIMIIE C ONTUT B OOPABEHETO C IUTOCTATHIIH.

IlocTaBu cTEpUIIHY PBKABULIN.

Pa3unenu undy3noHHaTa cucTemMa Ui CIPUHIOBKA OT BEHO3HUS JOCTHI (BEHOKAT, UTJIa).
Mapxkupaii MACTOTO Ha €KCTpaBa3alysl C BOJOYCTONYUB MapKep.

CouneHu HCTKyGI/IKOBa CIIPUHIOBKa KBbM BCHO3HHA OOCTHII U aanpI/Ipaﬁ OT OUTOCTATHKa,
KOJIKOTO € BB3MOXKHO. He yr[pa)KH&IBafI HAaTUCK BBPXY o0OyacTTa Ha CKCTpaBa3alusd, JOKaTO
IpaBUII TOBA. HWmaii Ha Pa3noJIOKCHUC AOOIbJIHUTCIIHA CIHIPHUHIOBKA U CbJ 3a I/IH(I)CKTI/IpaHI/I
OTHnaabIiH. 3aTBOpI/I BCHO3HMUA JOCTHII C TallMYKATA MY.

C enHOKyOMKOBA CITPUHIIOBKA acTIUpUpail BCHYKH MOAYTHHU, 00pa3yBaHH B 00J1acTTa HA
eKcTpaBazanusTa. M3non3saili HOBa cTepUIIHA UTJIA 32 BCAKO YOOXKIaHE.

[ToBnurau n UMOOMIM3MpPaAil 3acerHaTusl KpanHUK.

Koncynrupaii ce ¢ Tabnurara 3a cnenuduunute antunotu (Tabn. 1,). [Ipunoxu antugora mpes
BEHO3HHUS JIOCTHII, aKO OIIe € Ha MICTOTO My. AKO BEHO3HHUSAT JIOCTBHII € CHET, WM aKo €
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MOKa3aHO HWHPHUITPHpPAHE HA TMOpPa3cHUs y4acThK, MPHIOKH aHTHIOTA MOJKOKHO B
3Be371000pa3Ha (hopma — oT nepudepusaTa KbM LIEHTHhPa Ha 00JIaCTTa Ha eKCTpaBa3alusl.

Axo e HanuIe a0 KOKEH epuTeM, IPUIIOKH JIBa ITBTH JIHEBHO Hama3BaHe ¢ Hydrocortisone
1% xpem.

[Tokpwuil yuacTbKa Ha €KCTpaBa3alys ChC CTEpUIIHA Mapiid U 51 GUKcHpall ¢ TIEBKOILIACT.

C u3KIII0OUYEHHE HAa EKCTPaBa3allMi OT BUHKA aJKaJIOUAH, B IPOIBJDKEHUE HA TPU JTHU MOCTaBsN
BBPXY MOPA3EHUsS YUaCThK MaKeTye C JieJ — 4 IbTH JHEBHO 3a M0 15 MUHYTH.

B ciydaii Ha ekcTpaBaszanus oT BUHKa-ankaiouan U Etoposide moctaBu BbpXY MOpa3eHUsT y4acThK
IIaKeTye C TOIJIa BOAA €AHOKPATHO B IPOABIKEHHE HAa 60 MUHYTH.

HOKYMGHTHpaﬁ CKCTpaBazalusAaTa B UCTOpUSATA HA 3a001BaHeE.
Baumarenso Ha6HIOIIaBaﬁ MACTOTO Ha CKCTpaBasaluMd MW IIPpU II0sBa HAa TbKaHHa HCKPO3a

KOHCy.IITI/Ipaf/'I C INTAaCTUYCH XHUPYPI 3a OIICPAaTUBHO OTCTPAHABAHC HAa HCKPOTUYHUTEC ThKaHU.

Tabmuma 2. CrnenududHr aHTUAOTH MPU SKCTpaBa3alus Ha MUTOCTATUIH (110 Y. Wengstrom
et al., Extravasation Guidelines 2015).

uTocraTuk AHTHIOT

Cisplatin [Mpunaraii 14 gau komnpecu ¢ Dimethyl sulphoxide 99% (DMSO) cbe
Doxorubicine CTEpWJICH ITaMyK Ha BCEKH 4 yaca.

Epirubicine [Tpunaraii 3 nau dexrazoxane (Savene) I.V. — 1000 mg/m2 nen 1, 2 u
Ifosfamide 500 mg/m2 new 3.

Mitomycin-C [Tpunaraii moKaTHO OXJIaX/IaHE 32 YCIIOKOCHUE Ha OOJIKaTa.
Mitoxantrone [Tpu ynueparnums npuioxu granulocyte colony-stimulating factor (G-

CSF) — o 1 ¢akon ceqmuuno S.C. (3 ceamuiin).

Etoposide Wuduntpupaii yaacteka cbe 150 U Hyaluronidase.

Vinblastine

Vincristine [Tocrapstit makeTye ¢ TOIUIa BoAa 4 MbTH JHEBHO 32 110 20 MUHYTH.
Vinorelbine

Carmustine Nudunrpupait yaactpka cse 150 IU Hyaluronidase.

Docetaxel

Paclitaxel [Tpunaraii mokamHO OXJIaX/1aHe 3a YCIIOKOCHHE Ha OoJIKaTa.
Carboplatin WNuduntpupaii yaactrka ¢ 5 ml Sodium thiosulfate (0.16 M pa3tsop).

Cyclophosphamide
Dacarbazine
Oxaliplatin

43. HOBEAEHHUE ITPU BEHO3EH TPOMBOEMBOJIN3BM
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Emunemuomnorus

Benosnusar tpom6oemboauzbeM (BTE) e enna oT Hali-BaKHHTE MPUYMHM 32 320071€Ba€MOCT U
CMBPTHOCT TIPU OHKOJIOTMYHHTE IMAalMeHTH. JIBeroguinHaTa KyMyJlaTHBHAa BEPOSITHOCT 32
BTE e mexay 0,8 u 8%.

Haii-Bucoka eqnoroaumiHa BeposTHOCT 3a BTE umar manmentute ¢ aBaHcupayio 3a0oJisiBaHe
Ha MO3bKa, Oenust Ipo0, MaTkaTa, MUKOYHUS MEXyp, TaHKpeaca, cTomaxa u ObOperuTe.

Yecrorata Ha BTE npu Metacraszupano 3abomsBane € 4 10 13 mbTu MO-BUCOKA, CpaBHEHA C
JIOKAJIU3UPaHO 3a00JIIBaHE.

Puckpr 3a peumauBupama BTE e Hali-BUCOK mpe3 IBbPBUTE MECELM CJIE] IOCTaBsSHE Ha
JMarHo3ara.

ITo BpeMe Ha XxuMHOTEpaIus OHKOJOTHYHUTE MTALIMEHTH UMAT 7 I'bTH NIO-BUCOK puck 3a BTE,
CPaBHEHO C OCTAHAJIUTE MALIMEHTH.

OHKOJIOTMYHUTE MAaLMEHTH UMaT 3 I'bTH MO-BUCOK puUcK 3a peunauB Ha BTE, cpaBHeHo ¢
OCTaHAIUTE NManuueHTH.5,4% OT XOCHUTAIU3UPAHUTE NAILMEHTH, IPOCIIEIEHH 3a 8-TOJUIIEH
nepuoy, pa3suatr BTE.

Oxono 25% OT BCHYKM OHKOJIOTWYHH MAllMEHTH MMAaT TPOMOOTHYEH WHIUICHT B XOJa Ha
3a00/IIBaHETO.

Oxkono 10% ot mauuentute ¢ uanonaruuyia BTE ce auarnoctunmpar ¢ pak B cienpamure |
110 2 TOIMHU.

[lTaniuenTuTe Ha JIEYEHWE C AHTUAHTUOTCHHHM JIEKApPCTBEHU TPOAYKTH (OeBanu3ymao,
TaTUJAOMUM, JICHAJTUAOMHA) PUCKBT OT TPOMOO3M € peNaTUBHO TMOBHUIIEH, KaTo MpH
oeBanm3zymad noctura 33%. [lanmeHTuTe C pak Ha MIIEYHATa JKJe3a, KOUTO TOJTy4daBar
taMmokcudeH, umar 1,5 10 7,1 mbTH MO-BUCOK PUCK OT TpomOo3a.

KiuHu4HYM prcKoBH (DaKTOPH M TOYKOB NIPEINKATHBEH MOJIEl  Ha CBBp3aHa c
xumuotepanus BTE npu amOynaropuu nanuentu (o Khorana)

PuckoBu dakropu ciopes TyMOpHaTa JIOKaTU3aIus:
- MHoro BUCOK pHCK (CTOMaxX, ITaHKpeac) — SCore 2.
- Bucoxk puck (651 Apo6, muM@oM, THHEKOJIOTHYHN U YPOT€HUTATHU HEOIUTa3uH) -
score 1.
- Hucwk puck (repaa, KoJopeKTajieH KapliMHOM; TlaBa | 1mus) - score 1.

XeMaToJIOTUYHH U CBbP3aHH C MallMEeHTa PUCKOBU (PaKTOPH:
- TpomOGomuTu npenu xumuotepanwus > 350 I'/x - score 1.
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- Xemorno6ud nox 100 1/1 u/unu npriIoKEeHUEe Ha epUTPOTIOCTHH - SCOre 1.
- JleBkouutu npeau xumuotepanus Haxa 1117/ - score 1.
- BMI (body mass index) > 35 - score 1.

PuckoBu rpynu — toukoBa cuctema Ha Khorana u yecrora Ha cumnromarnyna BTE:

- Hucsk puck - score 0: gecrota 0,3-1,5%.
- Hurepmenuepen puck - score 1 unu 2: yecrota 1,8-4,8%.
- Bucok puck - score > 3: yecrora Ha 6,7-12,9%.

JUATHOCTUKA HA JBJIBOKATA BEHO3HA TPOMBO3A U HA
BEJIOJAPOBHATA TPOMBOEMBOJIUA — ITPUHIIUIIN

Jlmarno3ara Ha IbJI0OOKaTa BeHO3HA TpoMOo3a ([IBT) u 6enoapodbrara tpomooemoomnus (BTE)
Cce OCHOBaBa TJIABHO Ha KIMHUYHHUTE JaHHH, HM3CleABaHeTo 3a D-mumepu um oOpaszHaTta
nuarHoctuka. KimrouoBa 3a mokasBanero Ha JIBT u BTE e oOpa3sHara amarHocTuka.
VYITpa3ByKOBOTO U3CIIE/IBAHE € 3JIaTeH CTaHIapT B quarnoctukara Ha JIBT ¢ uyBcTBUTENHOCT
89 nmo 100% wu cnenuduunoct 86 1o 100%, ocoOeHO HpU HPOKCUMAIHM JIOKAIU3ALMH.
Kommtorsp Tomorpadcekara BeHorpagusi € apyra JUarHOCTHYHA OILHKSA, HO TS HE € MbpPBU
n300p TMOpaauM HWHBAa3MBHOCTTa W pHCKAa OT M3MOJ3BAHETO Ha MWOAEH KOHTpAcT.
MarautHope3oHacHaTa BeHorpadus mpeaocTaBs OTJIMYHA BU3yalu3allis Ha BEHUTE B MaJIKUs
Ta3, HO € HeJAOCThIIHA U CKbMa. BeHTunanmonHo-nepdy3nonHaTa cuuHTUrpadus Ha Oenure
ApoOoBe U MyJIMOHAJIIHATA aHTHOrpadusl UrpasT AUArHOCTUYHA POJIsl, HO Beue Ce MU3MECTBAT
OT HOBM TEXHUKH. XEIMKC KOMIIOTbpHATa MyJIMOHAIHATAa aHTHOTpadus € TMarHOCTUYEH TeCT
Ha u36o0p npu BTE.

CJ'IGI[B& Ja €€ uMa MnpeiaBua, 4€ IMOJOXUTCIICH TECT 3a D-JII/IMepI/I MOXC OJa HMa IpHUu
HCOIUIa3usd, MAUCCMUHHPAHA HHTpaBa3ajlHa Koaryjaalnus, 6peMCHHOCT, I/IH(I)CKI_II/IH n
MOCTOIICPATUBHO.

Wells ToukoBa cucreMa — IMarHOCTUYHU KJIMHUYHU Kpurepun 3a BTE:

Kimmanuan gagam:

- Amnamsesa 3a npeaxoana BTE win BTE: score 1,5

- Ceppneuna uectota > 100 ynapa/mun: score 1,5

- Xupypruuecka MHTEPBEHIUS I UMOOWIM3ALKS Tpe3 MoCiIeTHUTE 4 CeAMMUIIN: SCore
1,5

- XemonTusa: score 1

- AxTuBHa Heolutasus: score 1

- Knuauunum nanxu 3a 1pn6o0ka BeHo3Ha Tpomb6o3a ([IBT): score 3

- AuTepHaTHBHA IMarHo3a ¢ nmo-maika BeposTHOcT 3a BTE: score 3

Knunnyna BepositHocT 3a BTE:
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- BepositHa BTE: score >4
- HeseposTHa BTE: score <4

TpaI[I/II_[I/IOHHa OLICHKA Ha BEPOATHOCTUTC:

- Bwucoka: score >6
- Cpenna: score 2-6
- Hucka: score <2

[Tarmmenture cbe score >4 mmar 28 no 52% 3a BTE. TakuBa mammeHTH ce€ HU3CIEOBAT C
moaxojdiia oOpa3Ha JAMArHOCTHKA, a IaIlMeHTUTE ¢ HHUCBK score TpsOBa Jna ce
cTpatuduuupar ¢ TectBade 3a D-gumepu.

MNPO®UITAKTUKA HA BEHO3HATA TPOMBOEMBOJIUSA
JIBa TepaneBTHUYHHU [T0IX0/1a 3a lepuonepaTuBHa npoduinaktiuka Ha BTE:

dapmakosoruyHa pOoGUIAKTHKA C HUICKOMOJICKYJICH, He(hpaKIIMOHUPAH XEHapuH WK
(dboHmanapuHyKc.

MexaHnuHa TPOMOOIIPOGHIIAKTHKA.

Hanocneabk orpaHuyeHo NMpUiIoKEeHHEe HaMUpaT HSIKOM HOBM MHXMOWUTOpU Ha (pakTop Xa u
JUPEKTHU UHXUOUTOpPU Ha mpoTpoMOuHa. Te TpsOBa na ce mpuijaraT BHUMATEIHO, 3al0TO
3acera HAMaT aHTUJOTU. JIOHSAKBAE U3KITIOUEHHE € puBapoKcabaH, YMHTO ePeKT YaCTHUHO ce
MOBJIMSIBA OT MPOTPOMONHOB IJIa3MEH KOHIIEHTPAT.

DOAPMAKOJIOI'MYHA ITEPUOITEPATUBHA ITPOPNJIAKTUKA
HA BEHO3HA TPOMBOEMBOJIUSA ITPU OHKOJIOI'MYHU TAIIUEHTH
[TepuoneparuBHa npoduIaKkTUKa

JlomrbiHUTETHU pUCKOBU (akTopu 3a Tpombo3za u BTE, ocBeH caMOTO HEOIUIaCTUYHO
3a0oisBaHe, ca HalpelHala Bb3pacT, NPOABDKUTENHA HMOOMIN3AIMs, 3aTIbCTABAHE U
[IOCTaBEH LIEHTPAJIEH BEHO3EH KaTeThp.

[lepuonepatuBHata mpoduiIakTUKa ¢ XenmapuH HamansiBa uyectorata Ha BTE go 13,6%,
cpaBHEHO ¢ Henpodmmaktupanute — 30,6%.

HuckoMouiekyliHUTe XemaprHy ce MpUeMaT 3a IbPBU N300p Ha JeUSHHE.
AHAJIOTUYHU PE3YNTATH CE MOIy4aBaT ¢ He()paKIIMOHUPAH XeTaphH U (GOHAAAPUHYKC.

[Ipy OHKONOTMYHM TMALMEHTH, TMOMJOKEHHM Ha TojJsMa oOlepaTUBHA WHTEPBEHLNUS,
npodunakTuKaTa ¢ XernapuH € UMIEPaTUBHO MPENOPHUUTETHA.
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I[OSI/IDOBKa B NICPHUOINICPATHUBHUA IICPHUOJ]

[Ipuiio>keHneTo Ha HUCKOMOJIEKYJIEH XemapuH crapTupa 1 0 2 yaca npeau onepanusra.

[Tpu abnomuHamHa XUpyprus ¢ BUcok puck 3a BTE Bedepra mpenu omepanusita ce npaBu
€HOKpaTHa BUCOKa /103a. [IbpBaTa 1032 HHUCKOMOJEKYJIEH XEHapuH CIle]| Olepanusara ce
npaBu 4 10 8 yaca cien Kpas M.

Hedpakmonupanust xenapus ce npasu B 103a 5000 E s.c. 3 mbTH THEBHO.

HDOILLH)KI/ITCJIHOCT Ha 1nepuoncparuBHaTa HDOd)I/IJIaKTI/IKaTa

Crnen nanapoToMusl, JIaIapOCKONUS,, TOPAKOTOMHUS MJIM TOPAKOCKONUS, Npoabnkuiaa Hag 30
MUHYTU ce TpoBexaa moHe 10 mHM mocTomepaTMBHA MPO(HUIAKTHKA C HUCKOMOJIEKYJIECH
xenapuH. [Ipy manueHTH ¢ eneKTUBHA rojisiMa KOpEeMHa WM XUPYprudecka MHTEPBEHLIUS B
Masikus Ta3z — 10 1 Mecel mocronepaTuBHa NPO(GUIAKTHKA C HUICKOMOJIEKYJICH XEMapHH.

IIpodunakruka ga BTE npu xocnuraau3upady OanueHTH

[Tpu nexamo GOJHU C OCTPU MEAMIMHCKH YCIOXXHEHHUS Ce MPEnopbyBa NMpodUIaKTHKA C
HUCKOMOJIEKYJIEH XelapuH, He(paKIIMOHUPAH XeNapuH Uiu (GOHIalapUHYKC.

[Ipodunaktuka npu amOynaTOpHM NAIMEHTH HAa NAJIMATHBHA XUMHOTEPAINUs IMPH JIOKATHO
aBaHCHPAJIO WIM METACTa3upajo 3a0oisiBaHe

Pyrunnara TpomOomnpodunakTika Ha TAalUMeHTH C aBaHCHpal pakK, POBEXAAIU
XUMHOTEpPAIHUsl, HE ce NMpenopbuBa. Ts MOXKe J1a ce UMa MpeABU IpU aMOyIaTOPHU MallUeHTH
C BUCOK pHCK.

[TanmenTuTe ¢ pak Ha MaHKpeaca M Ha Oenus ApoO MMAT IMO-BHUCOKAa BEPOSTHOCT 3a
TpoMO0eMOO0JINYEH UHIIUJEHT, OTKOJIKOTO TE€3H C paK Ha I'bpAaTa, CTOMAlTHOYPEBHUS TPAKT,
oBapuuTe WIM Ha TinaBa u M. [lpm Tasu rpyma mnanuMeHTH MPHIOKEHHETO Ha
HUCKOMOJIEKYJIEH XeIapuH MOXeE J1a € OT M0JI3a.

[Ipu manmenTH ¢ MeTacTazupai pak Ha I'bpJaTa, IoJy4aBalld XUMUOTEPANUS, IPUII0KEHUETO
Ha MHOTO HUCKHM JI03M CHHTPOM 3a mojaabpkane crorHoctute Ha INR mexny 1,3 u 1,9
curiudukanTHo HamainsBa pucka ot BTE.

HDO(bI/IJ'IaKTI/IKa pu HAanucHTH, IoJydyaBaliiu AJOBAHTHA XUMHOTEpAIIUA H/UIn

XOPMOHOTEpaIuAa

He ce InpenopbyYBa IMPOBCIKIAHC HaA TpOM6OHpO(bI/IJ'IaKTI/IKa.

HDOd)I/I.HaKTI/IKa OIpyu NDannyvcHTHU C NCHTPAJICH BEHO3CH KATCTHP

He ce npenopbuBa pyTHHHOTO MPOBEXKIaHE HA TPOMOOIIPO(UITAKTHKA.
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JIJEKAPCTBEHH INPOAYKTH n CTAHIAPTHH A03H1 3A
TPOMBOIIPO®UIIAKTUKA ITPU XOCIIMTAJIMBUPAHU U AMBYJIATOPHHU
IHAIUMEHTHU

HuckoMoJaeKyIHN XenapuHU
- Dalteparin

CrangaptHa go3a: 5000 IU s.c. BeqHBK JHEBHO;

Ho3za npu 3aTiiecTsiBane (BMI>40): moxe na ce 06cwau 7500 IU s.c. BenHBXK THEBHO
- Enoxaparin

CrangaptHa no3a: 5000 IU s.c. BeqHBK JHEBHO;

Jlo3a nipu 3aTbctaBane (BMI>40): moxe na ce o6cbau 7500 IU s.c. BeIHBK JHEBHO
- Nadroparin

Crannapthaa go3a: 2850-3800 IU s.c. Benubxk aHeBHO; Jlo3a npu Bucok puck: 5700 U s.c.

BEIHBK THEBHO
- Reviparin

CrangaptHa no3a: 1432 IU s.c. BeAHBK JHEBHO

HedpakunoHnpadu xemapuHu
- Heparin
CrangaptHa no3a: 5000 IU s.c. na 8 no 12 yaca;
Jlo3a ipu 3aTbctsiBane (BMI1>40): moxe na ce o6¢cnpau 7500 IU s.c. Ha 8 yaca

Nunupextan naxuburopu Ha dakTop Xa
- Fondaparinux

CrannmapTHa f03a: 2,5 MT S.C. BEIHBX JHEBHO;

Jo3a npu 3aTnscTsiBane (BMI>40): moxe fa ce 00chau 5 MT S.C. BEAHBXK THEBHO
- Rivaroxaban

CranpaptHa a03a: 2,5 Mr 2 I'bTH IHEBHO
- Apixaban

CranpaptHa a03a: 2,5 Mr 2 0bTH THEBHO

JIupeKTHH HHXUOUTOPH HA MPOTPOMOMHA
- Dabigatran
CranpaptHa go3a: 150 Mr 2 nbTH THEBHO

AnTtaroguctu Ha Butamut K
- Acenocoumarol
Jo3upoBka criopen croiHocTute Ha INR

AHTHKOArynaius 1 Mporuo3a Ipyu HallueHTUTE ¢ paK

Hsama JaHHH, KOUTO Ja IMPCIIOPBUBAT IMIPOBCKAAHCTO HA aHTUKOAryJialusa € el HO)IO6pHBaHC
IIPOrHo3aTta Ha OHKOJIOTUYIHOTO 3a00JIsIBaHe.

MexannyHa TpoMOOonpoduIaKTUKa

Kommnpecupamy 4gopanu u ypeau 3a WHTEPMUTHpAIla ITHEBMAaTHYHA KOMIIPECHS MOXKE J1a
Obmar no0aBeHH KbM (hapMakojornyHa MpodHUIAKTHKA, HO HE U Ja ca KaTo MOHOTEparws,
OCBEH KOraro ¢apMaKoJIOTHYHAa MPO(UIAKTHKA € TPOTUBONOKA3aHa IOpPAJAd AKTHBHHU
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XEMOparuu.
AOCOJIIOTHU TTPOTUBOTIOKA3aHUS 32 MEXaHUYHA MPO(HUITIaKTHKA:

- AxTuBHa AbJI00Ka BeHO3HA TPoMO03a; TEXKKA apTepUaaIHa UHCYPUITUCHIIHS.
OTHOCHUTETHHM TPOTUBOIIOKA3aHUS 32 MEXaHUYHA!

- O0mmupeH xeMaToM; KOKHHM paHU U yinuepauuu; Tpomoorutonenus noa 20 ['/m wm
NEeTEeXHHU; YMEPEHa apTepHaina HHCY(QUIMEHINS; IeprdepHa HEeBPOIaTHsL.

JIEHEHUE HA 1BbJIBOKATA BEHO3HATA TPOMBO3A U HA BEJIOJIPOBHATA
TPOMBOEMBOJIUA BE3 XEMOJINHAMWYHU HAPYIIIEHU A

[MTPU TTAIIMEHTHU CBHC COJIMAHU TYMOPU
Jleuenue Ha octep enuzon Ha BT u BTE

[Tpu cnyyaute na JIBT u BTE 6e3 xemoauHaMUuHU MPOSBU KaTO CTAHJAPTHO C€ MpUiiara
VMHULIMAJIHA TApEHTEepAIHAa aHTUKOAryJlalus ¢ XenapuHOB Mpernapar.

[Ipunara ce HHUCKOMOJIEKYJEH XemapuH WM HENpeKbCcHaTa BeHO3HAa WH(Y3us Ha
He(ppaKIMOHUPAH XEMapuH B 71033, ChOOPa3HO TEJIECHOTO TETJ0. ToBa JIeYeHHE MPOIbIIKABA
B ITBJIHA JI03a 33 CPOK OT MOHE 5 JTHH ¥ CE CIHpa CIIe/ JOCTUTAHE Ha IThJIHA aHTHKOATYJIaIUs
(INR 2,0-3,0) B moHe 2 mocieroBaTeHi THA. AKO Ce MPEABHKIA MOAIbPKAIIOTO JIeYCHUE
na ObJie ¢ OpaJieH aHTUKOAryliaHT, TO CTapTUpa OT JeHS Ha MPUIOKEHUETO Ha XEMapHH.

Jleuenueto ¢ HeppaKIMOHHpPAH XEMapHH 3amo4yBa ¢ OONyCcHAa 103a, MOClIeaBaHa OT
HempekbcHaTta 24-dyacoBa MH(Y3HUs C 1€l JOCTHUTaHe M MOAIbp)KAaHE CTOMHOCTUTE Ha
aKTUBUPAHOTO MapHaiHO TpoMOormiacTuHoBo Bpeme (aPTT) 1,5 no 2,5 mbTu Hax HOpMaTa.

Jleyenuero ¢ MHXUOUTOpa Ha PakTOop Xa GOHAAMAPUHYKC € ¢ ePUKACHOCT aHAJIOTHYHA HA
HUCKOMOJIEKYJIHUTE U HEQPaKIIMOHUPAHU XETIapUHHU.

[Tpu amOynaTopHUTE MALMEHTH OONIIMHCTBOTO OT IPOYYBaHUATA cOYaT He(PpaKIIMOHUPAHUTE
XeMapuHU KaTo II'bPBU U300p Ha JIEYEHHE.

JIEKAPCTBEHU NPOAYKTHU U CTAHAAPTHU 103U 3A IEYEHUE HA
BEHO3HA TPOMBOEMBOJIUA

HI/ICKOMOJ'IGKYJ'IHI/I XCIMapuHHu

Dalteparin Jlo3a: 200 IU/kr s.c. BEAHBX JTHEBHO
Enoxaparin Jloza: 100 IU/kr s.c. Ha 12 yaca
Nadroparin Jo3za: 3800-8550 IU (86 IU/kr) s.c. 2 mbTH JHEBHO
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Reviparin Jo3a: 2863-5153 IU (143 IU/kr, Ho He moBeue oT 10307 IU) s.c. Benubx
JTHEBHO

Hedpakunonupanu xenapuau

Heparin Jlo3a - Beno3no: 80 IU/kr naToBapBaia /103a, ciea koeto 18 [U/kr/gac
Jo3za - mogkoxno: 333 IU/kr HaToBapBaia g03a, ciuea koero 250 [U/kr Ha
12 gaca

NunupexTHn nHXUOUTOPHU Ha (hakTOop Xa

Fondaparinux CranpmaptHa go3a: 5 mr (<50 kr), 7,5 mr (50-100 xr), 10 mr (>100 kr) s.c.
BEJIHBXK JHEBHO

HpI/I IMPOTHUBOIIOKA3aHUA UJIN OTKA3 OT HUCKOMOJICKYJIHU XCIIApUHU U fondaparinux:

Rivaroxaban CrangapTHa 103a: 2,5 MI OpajHo 2 MbTH JHEBHO

Apixaban CrangapTHa 103a: 2,5 Mr OpaiHO 2 bTH JHEBHO

JlMpekTHY HHXUOUTOPHU Ha MPOTPOMONHA

Dabigatran CrangaptHa no3a: 150 Mr opajiHO 2 I'bTH JHEBHO

IIpoawpinkuTenHa moaabprkama Tepannd ciaen nannuainia tepanus Ha JIBT u BTE

Hauvannara ¢a3a Ha jeueHue ce mocienBa OT MPHIOKEHHE Ha OpaleH aHTUKOArylaHT
anTaronuct Ha BuTamMuH K (Acenocoumarol) 3a cpok oT 3 nmo 6 Mecena c MOAIBbpKaHE
TepaneBTHUHO HUBO Ha INR mMexny 2,0 u 3,0. [IpoabmkuTenHOCTTa Ha JIEUEHUETO 3aBUCH OT
texecrra Ha BTE, pucka or penuamB, pucka OT KpPBbBOM3JIMB, HauMHAa Ha XUBOT U
aITepHaTUBHUTE Tepaluy, KaTo HUCKA J03a Acenocoumarol, acmipuH WM HOBUTE OpaTHU
AHTUKOAryJaHTH. BUCOKOpHCKOBH ca MalMeHTUTe ¢ MHOXKecTBeHU enn3oau Ha BTE; mosBa
Ha TpoMO MO BpeMe Ha aHTHUKOAryJjalus; pa3BUTHE HAa aHTU(GOCPOIUMHUIHU aHTHUTENA;
nepuuT Ha npoteuH S, nporenH C U aHTUTPOMOMH; XOMO3WUTOTHA MyTauus Ha (axktop V
Leiden u cpuerana wmyramus Ha xertepo3uroreH ¢akrop V Leiden ¢ wmyrauus Ha
IPOTPOMOMHOBHS T'EH.

Jleuenueto ¢ Acenocoumarol 3amouBa 0 24 daca ciie]] bpBaTa J103a XemapuH.

CnenBa na ce wumar mnpeaBun mmpokure ¢uykryauun Ha INR npu  nexapcTBeHH
B3aUMOJICHCTBHS, MATHYTPULIUS U YEPHOIPOOHA AUC(HYHKIIUA.

Kopekuus Ha no3ara Acenocoumarol criopen INR (cxema)
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- INR<2,0: nokauBane ¢ 10-15%; xouTposnen INR g0 1 cenmuiia

- INR 3,1-3,5: namanenue ¢ 0-10%; kortposner INR no 2 cenmuim

- INR 3,6-4,0: mponyckane Ha 0-1 mo3a, Hamanenue ¢ 10-15%; konTposen INR mo 1
ceaMuIia

- INR 4,1-8,9: nponryckane Ha 0-2 no3u, Hamanenue ¢ 10-15% +/— Buramun K 2,5 mr
per os; konTpoJieH INR 1o 2 nuu

- INR>9,0: nponyckane Ha 2 n0o3u, Hamanenue ¢ 15-20% + Butamun K 2,5-5 mr per os;
koHTposeH INR nHa cnenBamus nen

AJITGDHaTI/IBHa OPOABJIKUTC/IHA ITOAAbPXKalla TCparmni.

Huckomonekynen xenapu B no3a 75-80% oT uHunmanHara (Hampumep eHokcamapus 150
E/kr s.c. BeIHBX THEBHO) B Mpoab/KeHHE Ha 6 mecerna npu tapreT INR 2,5 € ¢ BHCcOka
edexTuBHOCT. CxeMaTa ce MpernopbuBa NPH HYKJa OT IPOABIDKUTEITHA AaHTUKOATYJIAIIHS.

AHTHKOAryanus ¢ HUCKa HHTeH3uBHOCT (Acenocoumarol) ¢ Taprer INR 1,5-2,0.

Acetylsalicylic acid (100 Mr cinen 6 Mecenia aHTHKOAryJIaIus).

HDOI[’I)J'DKI/ITCJ'IHOCT Ha 1nmoaabpixaniaTa Tepanus

Cuenapmii 1. IIpy nanmeHTH ¢ pak Ha rbpJaTa Ha aJIOBaHTHA Tepamnus C TaMOKCU(eH ce
IpernopbyuBa 3aMEeCTBaHE Ha TaMOKCH(eHa ¢ apomarazeH MHxuoOutop. IIpm TakuBa ciydan
MOXE Ja ce uMMa NpeABHJl MPOABIKUTENHO JieueHHe 3a 6 Mecela ¢  HHUCKOMOJEKYJIEeH
xenapuH B 103a 75-80% o1 HauayHaTa.

Cuenapuii 2. [lpu namueHTH Ha aJlOBaHTHA XUMHUOTEpANHs MOXE J1a C€ MMa TPEIBHU]
MPOIBKUTEIIHO JIeUeHHe 3a 6 Mecela C HUCKOMOJIEKYJIeH XemapuH B go3a 75-80% ot
HavaJHaTa.

Cuenapmuii 3. IIpy namuMeHTH ¢ MOCTUTHATA ITBJIHA PEMHCUS Ha MOTEHLMATHO H3JICUYUMO
3a0ossiBaHe (HampuMep TepMHHATUBEH PaK) MOXKE Ja C€ MMa MPEABUA MPOIBIIKUTEIHO
JeyeHue 3a 6 Mecella ¢ HUCKOMOJIEKYJIEH XemapuH B jgo3a 75-80% ot Hawyannata. Ilpum
NAlMeHTH C MeTacTa3upano 3aboisiBaHe, IOJTYyYaBallM HEOaIIOBaHTHA XUMHOTEpPAIHs
(HampuMep KOJOPEKTAJICH pakK C TOTCHIMATHO PE3eKTAOMIHH YEPHOIPOOHU METACTa3H),
pucka ot BTE ce onpenens naauBuyanHo.

Cuenapuii 4. [Ipu manueHTH ¢ MeTacTta3upaino 3a0oisiBaHe Ha MaTuaTUBHA XMUMHOTEPAIHs,
KaKTO ¥ IPU MOCTUTHAIUTE MbJIHA PEMUCHS, HO C BUCOK PUCK OT PELUIUB, CJI€/IBa CbBMECTHO
C TaIMeHTa Ja ce 00ChIN HEeMPEeKbCHATA AHTHKOATYJIAIHS.

AHTUKOaryianTHa Tepanus npu peryaus Ha BTE
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AJIeKBaTHO aHTHUKOAryJIMpaHUTe narueHTy ¢ pernuauB Ha BTE tps6Ba ga ObaaT uscnenBaHu
3a mporpecus Ha 3a00JI5BaHETO.

[TanenT Ha TPOIBIKUTETHA AHTUKOATYJIALMS C aHTaroHUCT Ha BuTaMuH K, kouTo mosydar
petuauB Ha BTE mpu cyOrepaneBTnunm HuBa Ha INR, TpsOBa ma mpoBemaTr mOBTOPHO
Jie4eHrne ¢ HePpPaKIMOHUPAH WM HHUCKOMOJIEKYJIEH XemapuH a0 mocturane crabuien INR
mexay 2,0 u 3,0.

Koraro nactenu peunaus Ha BTE npu agexBaTHO TepaneBTuyHo HUBO Ha INR, Tps6Ba na ce
MpEeMUHE Ha APYr THUI AHTUKOAryJlamus, Hampumep S.C. HedpaKIHMOHHpPAH XEHmapuH C
noaabpxkane tepaneBTuuHo aPTT mexnay 1,5 u 2,5 unu HUCKOMOJIEKYJIEH XEMapuH B 1032
Criopes] TeJIECHOTO Teryio. AJTepHaTHBa € MOKayBaHe J03aTa Ha aHTaroHUCT Ha BUTaMuH K ¢
taprer 3,5.

[TpnHa no3a HUCKOMOJEKyNeH xenapuH (Hampumep nantenapuH 200 E/kr BeOHBK ITHEBHO)
MOXE J]a C€ MMa MPEABUJl MPU MAIUEHTH Ha MPOABJDKUATEIHA TE€panus C peaylupaHu 103U
HHUCKOMOJIEKYJICH XEIapyH WM aHTaroHUCT Ha BuTaMuH K.

HDOTI/IBOHOK&?;&HI/IFI 3a aHTHKOAaryJjaamusa

AOCOIIOTHHA IMPOTHUBOIIOKAa3aHWA: aKTUBECH MO3BYCH KPBHBOU3JIUB, XCMOpPAruiHu METAaCTasu B
HHC; akTrBeH KpBHBOU3IUB, U3UCKBAIIl HAJ[ 2 XeMoTpaHc]y3uu 3a 24 yaca.

OTHOCHTEIHU TPOTHBOMOKA3aHMS: XPOHUYEH KIMHUYHO 3HAYMM KPBBOM3IIMB, MPOABIKUI
Hajg 48 yaca; akTMBEH HEKOHTPOJIMpAH KpbBOM3IMB; TpoMOouuronenus nox 50 I'/m; texka
TMCcPyHKIMS Ha TpoMOOIMTUTE (ypeMus, JIEKapCTBEHH MPOIYKTH, MHUENOIUCIIa3us);
OpEeMEHHOCT, HAacKOpO IPOBEJIEHA OMNepalys C BUCOK PUCK 3a KbPBEHE; IMpHJIpYy)KaBalla
XeMoparuyHa Koaryjomnarusi; BUCOK DPHUCK OT TpaBMa Ha TJjaBara; JyMOajaHa IyHKIIMS;
Metactasu B LIHC; uHTpakpaHMaqHu WINM CHUHAJIHU JIE3UM C BHUCOK PUCK 3a KPBBOU3IUB;
NEepUKapInT; AaKkTUBHA TMeNTUYHAa WM TacTPOMHTECTHHAJIHA  yiLepalus; TexXKa
HEKOHTPOJIMpaHa UM MAJIMTHEHA XUIEPTOHUS; MPOIBIKUTEIHA aHTHArperanTHa Tepamnusl.

O6HII/I CT)O6D3)K€HI/I$I OpHu JECYCHUEC C HUCKOMOJICKYJIHHU XCIIapUHHU 1 (bOH}IaHa]I)I/IHVKC

HuckomonekynHute xenmapuHu 1 GOHIATAPUHYKC CE U3TbYBAT caMo Ipe3 ObOpennTe u Moxe
Jla 1aaaT 3HaYuTelleH KyMyjlaTuBeH e(eKT MpH KpeaTUHUHOB KiupbHC noa 30 mu/mun. Ilpu
MalMeHTH C KPEAaTHHWUHOB KIUPBHC mona 25-30 MuI/MUH, TIOJydaBalld HUCKOMOJICKYJEH
XeMapuH WIM BEHO3eH HeQpaKIMOHUpAH XeNapuH, Cce€ TpernopbyBa peAyKIHs WIn
paspexaaHe Ha I03UTE€ U aKTUBHO MOHUTOPUPAHE HA aHTU-Xa-aKTUBHOCTTA.

[Ipu nanuenTn ¢ tersio Hax 120 u mox 60 Kr 1a ce UMa NMpeaBUI MOHUTOPUPAHE Ha aHTH-Xa-
aKTUBHOCTTA CJIE]] TpeTaTa J03a.

XenapuH MHAYLHPaHa TPOMOOIMTONEHHUS J]a c€ UMa IPEABHU MPH CIaJ Ha TPOMOOIUTHUTE:
KOHTPOJI Ha KpbBHATa KapTUHA HA 7.1€H, a IIPU €KCIIO3ULKS Ha XCIAPUH NIPE3 MOCIEIHUTE 3

Mecela — Ha 3.J1eH.
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IIpuoxxeHue Ha vena cava d)I/IJ'IT’bD

duntep Ha vena cava inferior MoXxe J1a ce UMa MPEABUA NPH MAUCHTH C PEIUAMBHpAIia
0enoapoOHa eMOoITHs, TIPOBEKAANIH aJICKBaTHA AHTUKOATYJIAIMS WM TIPU KOHTPAWHIUKAIIUA
3a aHTHKOAryJlaHTHa Tepamus (HampuMmep aKTUBHO KBPBEHE WM IIBJIOOKA XemapuH
WHyIIHpaHa TPOMOOIMTONCHUsT). Korato puckbT OT KPHBOU3IUB CE PEAyIHpPa, MAICHTUTE C
vena cava GuaThp TpsOBa Ja 3aN0YHAT WM BH3CTAHOBIT aHTUKOAryJaHTHATA TEPaAIHs C el
npopuIakTUKa Ha JbI00Ka TPOMOO3a Ha TOJTHUTE KPAHUIIH.

PenatuBHM MpOTHBOIIOKA3aHUsS: HAJIWYKME HA TPOMO MEXIY MSCTOTO Ha BEHO3EH JOCTBI H
MSICTOTO Ha pasrphliaHe, IPEACTOSAIIIN CUCTEMHA TPOMOOIN3a, XUPypruyecka eMOOICKTOMUS
WIK MyJIMOHAllHA TpPOMOApTEPEKTOMUS; MAIMEHTH Ha TepaneBTUYHA aHTUKOArylalus;
npeacrosiay MRI.

JIEYHEHUE HA OCTDBP EIIN30/ C TPOMBOJIM3A

Muaukanuuy 3a TDOM6OJII/ISa

- JKuBoro3zactpamasama octpa npokcumaisna BT

- Ocrtpa [IBT c omacHoCT OT raHrpeHa Ha KpailHUK

- CumnromarnyuHa uiamnodemopaaHa TpoM003a

- MacusHna xuBoto3actpamanamia bTE (Texxka necHokamepHa nuchyHKINA)
- MHTecTuHanHa BeHO3HA TPOMOO3a C BUCOK PUCK OT UCXEMHUS

AOcomoTHH KOHTpauHAMKAIIWK 3a TDOM60HI/I3a

- AHaMHe3a 3a XeMOparu4eH MHCYIT WM UHCYJIT C HEM3BECTHA IPUYHMHA

- MHTpakpaHuaieH TyMop

- HMcxemudeH MHCYAT Npe3 mocaeqHuTe 3 Mecena

- AHaMHe3a 3a TeXKa TpaBMa, ONlepaTUBHA MHTEPBEHIMS UM TPaBMa Ha IjaBara Ipe3
MOCJIETHUTE 3 CEIMUIIA

- Tpom6orutu mox 100 I'/n

- AKTHUBEH KpbBOU3IIVB

- XeMoparnyHa auaresa

PenmatuBamn KOHTpauHAMKAIIUH 3a TDOM6OJ'H/133

- Bws3pacrt Hag 75 ronuHu

- DbpeMeHHOCT WM bpBa ceAMULA CIIEN PaXKIAHE

- HeBb3MOXHOCT 32 KOMITpecHs Ha MyHKI[MOHHUTE MeCTa

- Peanumanus o noBoj Ha TpaBMa

- Pedpakrepna xunepTonus (CUCTONMMYHO HasTane Hax 180 MM, AMACTOIUYIHO
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Hajsrade Haa 100 mm)

Hanpennano yepHoipoOHO 3a00IsBaHe

WHpekuro3eH enaokap T

l'acTponHTeCcTHHAIEH KPBBOM3IIMB IPe3 MOCICIHUTE 3 Mecera
OuakBaHa MPEXMBAEMOCT 1101 1 roauHa

TPOMBOJIMTUYHA TEPAIINA

TpombonuTHyHATA Tepanusi MOXKE J]a C€ MPaBeJIe MOCPEACTBOM BeHO3HA MH(Y3HS WU C

KaTCTbPHU TCXHUKU IAPAJICTIHO ¢ MCXaHHUYHA TpOM6CKTOMI/I5{.

3a MOTBBPXKAaBaHE HA pe3yiTara ciell Ipoleaypara ce npernopbyBa BeHorpadus.

TpombGoanTruna Teparmus upu ABT

Alteplase (Actilyse, tPA): dmaxonu no 20 u 50 mr; no3a 0,5-1,0 Mr/4ac BeHO3HO
Reteplase (Rapilysin): dakonu mo 10 U; no3a 0,25-0,75 E/gac BeHO3HO

Streptokinase (Streptase) — daakonu mo 100000, 250000, 750000, 1000000 u 1500000
IU; STPase - ¢guakonu mo 1500000 IU): craptupa ce ¢ HaroBapBama jgo3a 250 000
IU 3a 30 MuHyTH, ciieq KOETO ce MpoAbbKaBa ¢ moaabpxaiia goza ot 100 000 U
Ha yac 72 4Jaca)

Urokinase (Ukidan): ¢makonu mo 5000, 25000, 100000, 500000 u 1000000 1U; no3a
200000 IU xato 6aBHa uH(y3us (15-30 munytn), cien tosa 100000 IU / h 3a 24-72
qaca KaTo HelpeKbCHaTa nepQy3usl.

TpomOonutnuna Tepanus npu bTE

Alteplase ce cuuta 3a Haili-eeKTHBHOTO TPOMOOIUTHYHO cpeactBo. [Ipunara ce B 1o3a 100

MI" BEHO3HO 3a 2 yaca. [{o3a ot 50 Mr Moxe Ja € moJaxosila Ipyu NallueHTH HaJ 75 TOJIMHU,

XUpYpTUYHA UHTCPBCHIHA B MOCICIHUA MECEI] NI BUCOK PHUCK OT KPbBOH3JIMUB.

[To-kpatka uH(py3us 3a okono 15 MUHYTH U MakcuMaiHa J103a okoiio 0,6 MI/KT (MakCUMyM

A0 50 MF), MOZKC a €€ U3IIOJI3BA B CIICHIHU CUTYyallUU — KapAUOITYJIMOHAJIHA pECyCLIUTAllUA.

Streptokinase 250 000 IU karo HaroBapBaiua go3a B mbpBuTe 30 MUHYTH, CJe]l KOETO
uHoy3us 100 000/gac 3a 24 yaca (72 yaca npu cebpreTBamma JABT)

Urokinase (Ukidan): no3a ot 300 000 IU ce mpunara B 6aBHa BeHo3Ha uHGy3us (15-
30 MuHYTH), TIOCTIEZIBAHO OT HempekbcHaTa mepdy3us B mo3za 250 000 IU / h B
MpoabKeHUE Ha 12 Jaca

Tenecteplase (Metalyse) — ¢rakonu mo 40mr 8000 U: no3a 0,25-0,5 Mr BeHO3HO

KarterppHa TpomOonm3a mox exorpad)cku KOHTPOJ € TEeparneBTHYHA OMIUS HPH MAlUEeHTH C
>50% 3amymBaHe OT TpoMO B elHATa WJIM JBETE TTaBHH OEIOJpOoOHM apTepuu WU JOOapHH
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O6enoapoOHM apTepud M JaHHU 3a JecHokaMmepHa auchynkims. I[lpoBexna ce mH)Y3us Ha
alteplase cwc ckopoct 1 Mr/gac npe3 kateTbpa uiu 2 mr/yac npu apycrpanna BTE go o6mia no3a
24 mr. Mudy3usaTa npe3 eauH KateTbp NpoabibkaBa 24 yaca, a mpe3 J1Ba KateTbpa - 12 yaca.

JIEHEHUE HA XEMOPAT'MH, CBbP3AHU C AHTUKOAI'YJIAHTHA TEPAIIUA

KpbBocnupariu gsekapcTBeHU U KPbBHU MPOITYKTH

Ho3a KomenTapu
Butamun K 1-10 mMr BeHO3HO WK Nudysupa ce 3a 20-30 MUHYTH, HEXKEITAHUTE
IIEPOPAIHO. peakuuu ca peaku. EQexTsT HacTbIBa cnex 6

yaca Mpy BEHO3CH U 24 4aca cien nepopaicH
npueM. ['osemMuTe 103M MOXKE J1a MPUUYUHAT
PE3UCTEHTHOCT KBbM CHHTPOM npu
MMOAHOBSIBaHE Ha JieueHneTo. He ce

OpernopbyBa MYCKYJIHO WM MOAKOKHO

IPUIIOKEHUE
[Iporamuncyndar | 12,5-50 mMr BeHO3HO [Ipenu3BukBa I'BIHO HEyTpaIU3UpaHE Ha
HedpaKIIUOHUPAHUS u 60-80% Ha

HUCKOMOJIEKYJTHUS xenapuH. Hsama edekr
nipu jeyeHue ¢ fondaparinux

1 adepesna eaununa | [Ipunara ce npu nmarueHTH ¢ aHTUArperaHTHA

TpomOormuTeH win 5-8 eauHUIM OT | Tepanus. TpomOouuTuTe ce mokaysart ¢ 70 30
KOHILIEHTpaT LsJ1a KPBbB I'/n. TapretHusat TpoMOouuTeH Opoii Bapupa
[Ipsicao 3ampazena | 10-30 mu/kr. 3amecTBa BCHYKHU (DAaKTOPU Ha KOarynamusra,
miazma HO HE MOXE Jia TIOCTHUTHE IThJIHA KOPEKITHSI.

XeMocra3zaTta OOMKHOBEHO H3HCKBAa HUBa Ha

Kkoarynanuonuure (Gaxropu okono  30%.
®akrtop IX moxe na nocturse camo 1o 20%.
Kparpk momyxuBOT, MOXE Ja H3UCKBA
MOBTOpHA J103a ciesl 6 yaca. Vima ronsim
o0eM W MOXe Jla ca HYXHH 4YacoBe 3a
3aTOIITHETO U BIMBAHETO 1

[TpoTpomMOuHOB 25-50 E/xr. bep3a u menHa kopekuus Ha INR mpu
KOMITJIEKC JeKyBaHU CBC CHHTPOM TanueHTH. Mairbk
koHnenrpar (PCC) uHoy3noHeH ooem 3a 10-30 munyTH. Puck ot

tpoM603u  1,4%. KouTpamnauuupan npu
aHamMHe3a  3a  XENapuH MHIyLIMpaHa
TpoMOouuTonenus. KpaTbk  MOJIYXHBOT,
MO’KE J]a U3UCKBa ITIOBTOPHA 1032 cien 6 Jaca.
Jla ce uma npeaBua NpscHO3aMpa3eHa
masma, ako ce mosssa 3-pakropen PCC
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PexomOuHanTeH 15-90 MKr/KT. bep3a wHby3us Ha Manbk obeMm. bbp3a u

bhakTop Vlla nbHa Kopekiusa Ha INR mpu nekyBaHu cbe
(rFVlla, CUHTPOM TMAlMCHTH, HO MOXE Ja HE CIpe
Novoseven) XEeMOparusra, 3amoTo 3aMecTBa camo (pakTop

Vlla. Puck ot Tpom603a 5-10%. KpaTbk
TIOJIY)KHBOT, MOKE /] N3UCKBA MOBTOPHA /1032

cuen 2 yaca
AwmunokamponoBa | 4-5 r iv./per os 3a 1 | Moxe na OBUIIM pUCKa OT TpoMOo3a. Moxke
KHCEINHA yac, mociie mo Ir/g4ac | Ja KyMynmpa MpU MMalueHTH ¢ ObOpedyHa
Ha § yaca (MakcUMajaHa | HEIOCTaThYHOCT — peaykuus Ha
no3a 24 r/24 gaca). HaToBapBallaTa 103a Wil CKOPOCTTa Ha

uHy3us. BHuManme wim wu30sArBaHe IPH
XeMaTypus OT TOPHUTE MMKOYHU IIBTHUILA

TpanexkcamoBa 1300 mr per os Ha 8 Wunukanms npu meHoparus.  Jpyrute
KHCEJINHA yaca naaukanuu ca off label

[Tpunoxenne Nel: JlekapcTBenu opmu Ha peructpupanute B P benrapus Haii-uecto
yIoTpeOsiBaHU IpenapaTH 3a aHTUKOAryJIalus

HUCKOMOJIEKYJIHUA XEITAPUHHU

(aktuHOCT B U anti-Xa)

Dalteparin cinpurnoBku mmo 0,2 M 2500 1U; 0,2 mur 5000 1U; 0,3 M 7500 1U; 0,4 mo
10000 1U;

0,5 M1 12500 1U; 0,6 M 15000 IU; 0,72 mor 18000 TU

ammyiu no 2,0 mur 10000 TU

¢dnakonu mo 4,0 mu 25000 TU

Nadroparin cnpunosku 1o 0,2 M 1900 1U; 0,3 mu 2850 1U; 0,4 mut 3800 1U; 0,6 mi
5700 1U;
0,8 mn 7600 IU; 1,0 M 9500 TU

Nadroparin crnpuHuoBkH 1o 0,6 mn 11400 IU; 0,8 mur 15000 IU; 1,0 mur 19000 TU

Nadroparin ¢rakonu mmo 5,0 mi 47500 TU

Enoxaparin crpuHioBku no 0,2 mu 2000 IU, 20 mr; 0,4 mu1 4000 1U, 40 mr; 0,6 ma 6000
IU, 60 mr; 0,8 M1 8000 1U,

80 mr; 1,0 Mt 10000 TU

¢nakonu o 3,0 mx 30000 IU, 300 mr

Reviparin cnpunnoBku 1o 0,25 vt 1432 1U; 0,6 M 3436 1U; 0,9 v 5153 TU; 1,0 M
5726 1U

Reviparin pen | Muoromo3osu nucanku 1o 3,0 ma 17178 TU u ; 6,0 M 34356 TU
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HE®PAKIIMOHUPAH XEITAPUH

Heparin

Heparin natrium:

¢draxonu o 5,0 ma 25000 [U

AHTATOHUCTHU HA BUTAMMUH K

Acenocoumarol TabneTku mo 4 mMr

NMHAWPEKTHU MHXWUBUTOPU HA ®AKTOP Xa
Fondaparinux ciipuamoku 0,3 mi 1,5 mr; 0,5 mut 2,5 mr; 0,6 mit 7,5 mr
Rivaroxaban ta0neTku 1o 2,5 Mr

Apixaban tabnetku mo 2,5 mr

JUPEKTHU UHXUBUTOPU HA ITPOTPOMBHUHA

Dabigatran Kancynu mo 75 u 110 mr

44. TIOBEJAEHUE IMTPU XEMOPAT'NYHA JTUATE3A

IIpy OHKOIOTMYHUTE IMALMEHTH MOIaT Ja HACTBIAT Pa3/IMYHU XEMOPArMYHU YCIIOKHEHUS,
YUATO 4YECTOTa MpHM HampenHalo 3aboisBaHe jpoctura 6-10%. Texecrra uM Bapupa oOT
OTKJIOHEHUS] B J1a0OpaTOpHUTE TMOKa3aTeNd M0 3acTpallaBallld >KUBOTA KPbBOW3IUBH.
[IpuunHsaBaT ce OoT caMoTO 3abossiBaHe (IMPEKTHA ChJI0BA MHBA3HsS WIM MapaHEOIIaCTHYEH
e(eKT), YCI0KHEHUSI OT JICYEHUETO UJIU TIOPaaX APYTryu HEMAJIUTHEHH (PaKTOpH.

N3CJIEABAHE HA OHKOJIOI'MYEH NAIIUEHT C KPbBOU3J1MB

IIppBaTa cThIKa € A€TallVIHO MPOYYBaHE HA OHKOJIOTMYHATA aHAMHE3a U 0COOEHO Ha HAaCKOpO
MpoBeeHOTO JeueHue. lloBumieHo BHUMaHHME € HEOOXOIUMO, KOraTo XeMOparudHara
JMaTe3a € MHUIMAIHA IPOosIBa.

OcHoBHM 1a00PATOPHU TECTOBE

e [IporpomOunoBo Bpeme (PT)

e International normalized ratio (INR)

¢ AKTHBHUpPAHO MapIUaIHO TpoMOorIacTHHOBO Bpeme (aPTT)
e TpombGomuTeHn Opoit

e Oubpunorexn

HMuTepnpeTanus Ha KOAryJIallMOHHUTE TECTOBE — OCHOBHU Ha6ODaTODHI/I KOHCTCJIallH
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N3omupano noumenue Ha PT/INR. IToka3arenno e 3a gedunut Ha dakrtop VII:

3aryOu Ha Qakrtop VII B ekcrparenynapHi U eKcTpaBa3ajiHH HMPOCTPAaHCTBA (OTOIM, aCIIMT,
IJeBpaJieH u3auB — T.H. third spacing) W mMOBHWIIEHa KOHCYMAallMs, HaNpuMep IMpH
JTUMCcEeMUHUpaHa uHTpaBaszainHa koarynanus (1K)

Hapymmena yepHoapoOHa GyHKIUS IPU METACTa3u B YSPHHUSI IPOO MIIM XPOHHYHO
YEpHOIPOOHO 3a00JIIBaHE

Jlebunut Ha BuTamuH K: 1edeHne ¢ aHTaroHUCT Ha BUTaMuH K; MaHyTpUIus
Cermcuc

N3onmupano nosumenue Ha aPTT. ITokazarenHo e 3a n3oaupan aeGUIUT Ha HIKOU
KoaryjiaaluoHHU (aKkTopu:

N3onmupan aedunut wim naxuoutop (dhakropu VIII, IX, XI, XII; konTakreH ¢akrop,
MPEKATMKPEHUH, BACOKOMOJICKYJICH KHHHHOTCH )

Hannuue Ha mynyceH aHTHKOAryJIaHT
Jleuenue ¢ xenapua

Cpuerano nosunienue Ha PT/INR u aPTT. [Toka3aTenHo e 3a MHOXKECTBEH WUJIM U30JIMPAH
JNe(PUIUT Ha HAKOU KOaryJaluoOHHU (PaKTOPH U Ha XUITOPUOPHUHOTEHEMUSI:

MHoxecTBeH 1e(UIUT IPU XPOHUYHO YepHOIpoOHO 3abosBane u JIUK
W3onupan aeguuut nim Hanuuue Ha crienrduuer naxuoutop (paxkropu X, V unu 1)

XemaTokput >60% (XeMOKOHIEHTPALIKSA) WA XEMOANITYIIHS

Bucoku xenapuHOBH HUBA
Texbk nepunut Ha BUTaMuH K

Xunopubpunorenemus <0,5-0,8 r/n, quchubprHOreHEMuUs: M TUCTIPOTEUHEMUS

TpomGouuTen Opoi

[Ipu TpoMOomMTONEHUS 3aABDKUTEIHO TpsAOBa Ja Ce€ HampaBd KpbBHA HATPUBKA 3a
ThpCEHE Ha TPOMOOILIMTHU arperatd, KOUTO ca MPUYMHA 32  JIBXKJIUBH  PE3yNATaTH.
HartpuBkata ce wu3cienBa W 3a HajdWuMe Ha MIM30MMTH - MapKep 3a TPOMOOTHYHA
Mukpoanruonatusi (TMA).

[Ipu oTchcTBHE Ha CKOPOIIHA XHMHUOTEpamusi nuepeHIualHaTa IUarHo3a Ha TeXKara
n3onupana tpomobonuronenus (moa 10 G/1) ocHOBHO BKJIIOYBA MMYHHA TPOMOOIIUTOICHUSI,
(hapMakoJIOTUYHO MHAYIIMpaHATa TPOMOOIIMTOIICHHSI M OCTpaHC(y3UOHHA TTypITypa.
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W3cnenBanus npy TpoMOOLIMTHA AMCOVHKIMS U OBUINEeHA GUOPUHOIN3A

[IpoBexxgar ce cHenMaIM3UpaHd XEMOCTa3HM TECTOBE: M3CIE[BaHEe Ha TPOMOOLMTHATA
¢ynmus  (mampumep ¢ aBroaHammzatop Tun  PFA1000), eyrmoOyinumHOB — TecT,
TpomboenacTorpadus U onpesensHe HUBaTa Ha (PakTOpUTE Ha KPbBOCHCUPBAHETO.

XEMOPAT'NMYHA JUATE3A IIPU JE®EKTHU B KOATI'YJIALUATA
JluceMuHUpaHa HHTpaBa3ajiHa KoaryJanus

Jucemunupanarta uatpaBazainna koarynanus (1K) e yecto ycnoxkHeHHE MTPU OHKOJIOTUYHU
nauuentd. Knunnuynute u3ssu Ha JIMK ce nammkar Ha HeCchOTBETHATa TPOMOMHOBA
aKTUBAIMs, KOSTO BOIH JI0:

e [IpeBpbuiane Ha pubOpuHOTEeHA BHB GUOPHH

e AKTHBAIMS U KOHCYMallHsi Ha TPOMOOIIUTH

e AxruBanus Ha daxtopu V u VIII

e AxtuBanus Ha niporeuH C u pasrpaxkaane Ha paxktopu Va u VIlla
e AKTHBaIM HA €HAOTEIHUTE KIETKU

e EkcuecuBHa pubpuHonmsa

JlabopaTopHa Haxo/aKa

TpomboruTHUAT Opoii 0OMKHOBEHO € HaMaJsleH, HO Mpu XpoHuuHuTe ¢popmu Ha JJUK moxe na
e HopmasieH. CepymuusT ¢pubpunoren npu octbp UK e namanen, Ho npu xponuuen UK
MOXe J1a € B ,,HopMa”. OT 6a3UCHUTE XEeMOCTa3HU U3CIEABAHUS TPOMOOIIUTOIICHUSATA € Hali-
YyBCTBUTEIHUS CKpuHUT TecT. Hait-cienmduuen tect 3a JIMK e auBoTo Ha D-numepu.

XemoparuueH BapuaHT Ha JI1K

B’I)HpeKI/I HHUIIMAJIHUA TIPOHEC Ha aKTUBHpPaHA Koarylianus, TpOM6OHI/ITOHCHI/I$[Ta n
noBuIeHata (puOpUHOIN3a YecTO MPUUYMHIBAT KpbBOM3NMBU. TunuueH nmpumep Ha UK c
excuecuBHa pubprHOIN3a ce HaOII0aBa Mpy IPOCTATEH aJJCHOM.

XemoparnueH BapuanT Ha JIMUK e cycnekTteH Inpu MNalMeHTH C EKCUECHMBHA WIIU
HECHhOTBETCTBAIlla Ha MHBa3MBHaTa mnpouenypa xemoparus. Ilpu texsk UK obuxHOBEHO
aPTT u PT ca noBumienu, Ho MOXe J1a ca U HOpMaIHU Npu XxpoHuyHurte ¢popmu. aPTT npu
TexxbK ocThp JAMK Moxke 1a € CKbCceHo.

TpomOoTuuen Bapuant Ha JIK

[IpencraBnsiBa chueTaHWe Ha EKCIIECMBHA TpomOo3a Mpu oHKosorumdeH marueHt ¢ UK —
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cunapoM Ha Trousseau. OOIIMPHO apTePHATHO U BEHO3HO TpoMOOOOpasyBaHe ce HabI01aBa
4ecTo W obmuaiiHo e pedpakTepHO Ha JICYCHHUE ChC CHHTPOM. [lalMeHTHUTE MOXKE Ja MMat
HETPOMOOTHYCH CHIOKAPIUT U MHOKECTBEHA EMOOJIHSI.

Jleuenue Ha JIMK o0pu OHKOJIOTMYHYU DAIIMEHTH

M3KIIrounTeIHO BaXKHO € JISUCHHETO Ha a IIOIJICKAI0TO OHKOJIOTHIHO 3a00JIIBaHeE.

[Ipu namanenu ¢akTOpu Ha KPBBOCBCHPBAHE W HACTHIMI KPHBOU3IMB CE€ IPOBEKAA
3aMecTBaHe Ha JePUIHUTHUTE (HaKTOpH.

Hacoxu 3a 3amecturenna tepanus npu MK crnopen KpbBHata KapTMHa W PYTHHHUTE
KOaryJialMOHHU TECTOBE:!

IMoka3zaren TepaneBTHYHO NOBeeHHE

Xematokput ox 21% Tpancdy3us Ha epUTPOLIUTEH KOHIIEHTPAT

dubpunoren nox 1,5 g/l Tpanchyszus Ha 10 E kpuonpenumnurat

Tpom6ouutu mox 50-75 G/I Tpanchyszus Ha 1 TpOMOOLIUTEH KOHIIEHTPAT
ot acepesa wim 6 110 8 caka OT SAMHUIHU
JIOHOPH

INR>2,0 n ynbikeno aPTT Tpancdysus Ha 2 10 4 E npscHo 3aMpaseH
a3ma

XenapuHoBa Tepanus
[IpenBwxkaa ce mpu manueHTUTe ¢ TpomOoTuueH BapuanT Ha UK. B cmyuaute, koraro
MalMEeHThT U3UCKBA YECTO 3aMEeCTBaHe Ha AePUIIMTHUTE PaKkTOpU (HAMPUMEp MPH MPOCTATEH
U CTOMAIIIeH aJeHOKapIHUHOM), TIOHSKOTa MOX€E BHHUMATEIHO Ja ce U3IMO0JI3Ba XEMapuH C el
HaMajieHne Ha TpaHChy3UOHHATAa 3aBUCUMOCT. 3a MOHHUTOpHMpaHE Ha aHTHKOarysaiusta
BMmecto aPTT TpsiOBa na ce uzcnenBar cnenupuIHUTE HUBA HA XETIApUH.

[Ipunobura 6onect Ha von Willebrand

[Mpunobura Gomect Ha von Willebrand (VWD) ce cpema mpennuMHO TpU MaTUTHEHU
XEeMOINaTuH, HO MOHSAKOra ce HalmronaBa mpu Tymopute Ha Wilms, KakTo U IpHU JIeUeHHE ¢
HSIKOU JIEKapCTBEHH MPOAYKTH, KaTo Iunpoduokcannt. Hali-uecture cuMnToMu ca MyKO3HH
KPBBOM3IMBH (YECTO E€MUCTAKCUC WJIM TaCTPOMHTECTHHANIEH KPBBOU3IMB) U AUPY3HO
MIPOCMyKBaHe Ha Xxupypruyaure panu ¢ kpbB. PT u aAPTT obukHoBeHO ca yabmkenu. [lpu
VWD tun I roranaust von Willebrand npotenn e namanen, npu VWD tum I uma 3ary6a na
MYJITUMEPH € BUCOKO MoJieKyHO Tersio (HMWM).

Jleuenue
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Jle3amonpecuubT € ePEeKTUBEH IpH MHOTO ManueHTH, npeaumMuo ¢ VWD tum |, HO yecTo
00eMbBT U MPOABIDKUTETHOCTTa HAa OTTOBOpA ca OrpaHWYeHU. Ilpu JeKu M CpeiaHO TEKKU
KPBBOUBIMBH KOMOMHUPAHETO ¢ aHTU(PUOPUHOMUTULIM € TIoJIe3HO. [Ipu TeXKH KpbBOU3ITUBU
€ ToKa3aH KOMOMHHMpaH KoHueHTpaT oT ¢akrop VIII u daxropa na von Willebrand
(VWF:RCo).

[Ipu MHOrO TEXKHM KpBBOU3IUBH, KOUTO HE ce nosiausBat or VWEF:RCo wiu npu
YKUBOTO3aIlJIaBall KphBOU3JIUB € ToKa3aH pekomounanTeH ¢akrop VIla (rFVIIa).

Jleyenme c AC3MOIIPECHUH

JlekapcTBeH NPOAYKT Ho3za
Desmopressin - BeHo3eH 0,3 mcg/kg i.v. 3a 15-30 munytu* Ha 12-24 vaca
Desmopressin - nHTpaHa3aieH 150 mcg (1 BupbckBane) — narueHTu noxa S0 kg**

150 mcg (2 BupbckBanrs) — nanueHTH Hag 50 kg**

Ha 12-24 yaca

[IpenonepatuBHo 30 MUHYTH MpeAH MpoLeaypaTa

** JIpemonepaTuBHO 2 yaca Mpeau mpoleaypara

Jleuenue ¢ koMOuHUpPaH KoHUEeHTpaT oT ¢akrop VIII u pakrop Ha von Willebrand
Tepanestnuna [lo3a

VWF:RCo 40-80 IU /kg i.v. Ha 8-12 gaca

Jleuenue ¢ koMOMHMpaH KoHIEHTpaT oT ¢aktop VIII u dpaxrop Ha von Willebrand

JlekapcTBeH NPOAYKT Jo3a

VWF:RCo 40-80 IU /kg i.v. Ha 8-12 vaca

JleyeHre Ha MHOTO TEXKU U pedpakTepHU KPbBOU3IUBHU Ipu npuroduta VWD u npunodutn
unaxuburopu Ha akrop VIII ¢ pekomOunanren dpaxtop VIla

JlekapcTBeH MPOAYKT Ho3a

rFVIla 90 mcg/kg i.v. 6omyc*

HGO6XO,Z[I/IMOCTTE[ OT CJIcABallla O03a W HUHTCPBAJla HAa MNPHUIIOKCHHUC CC ONPCACIIAT CIIOPEH
KJIMHUYHUTE 00CTOATEICTBA

[Ipunobutu naxubuTopHu Ha daktop VIII

Hedbunutst Ha dakTop VIII mopaam pa3BuTHe Ha aBTOAHTUTENA € HAM-YECTHUSIT MPUIOOUT
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NeUIUT Ha KOAryJIallMOHHU (aKTOpH MPU BH3PACTHU MALUEHTH C PaK.

3a pasiiika OT KOHI'CHUTAaJIHATa XeMO(l)I/IJ'II/IH, IMaIMUCHTHUTE C HpI/I,I[O6I/ITI/I I/IHXI/I6I/ITOpI/I 4CCTO
HMAT CKXUMO3HU, ITOKpHUBaIllH 06I_HI/IpHI/I 30HH HA TAJIOTO U MOXKC Ja UMAT MAaCUBHH MYCKYJIHHU
1 MCKOTbKaHHH KPbBOU3JIUBHU.

H3cnensanero Ha xemocrasara nokasBa yAbDKeHO aPTT, monoxuTesieH CKPUHHMHI TECT 3a
MHXUOUTOP M HUCKU HUBaA Ha paxTop VIII.

[Ipu Texku M KUBOTO3AILIAIIBAIIKN KPHBOU3IUBH pekoMOUHAaHTHHUAT (akTop VIla (rFVIla ) e
cpencTtBo Ha u36op B 1032 90 mcg/kg Ha Bceku 2 10 3 yaca 10 cipaHe Ha KPbBOU3JIMBA.

3a emTMMUHUpPAHE Ha aBTOAHTHUTENaTa KOPTUKOCTEPOUAUTE CE€ CPEJICTBO OT MbPBU U300p, KaTo
MOJKE J1a ce KOMOMHHPAT ¢ MUKIOPochamMu U pUTyKCHUMao.

JleueHueTo Ha TOBa ChCTOSIHUE TPsIOBa J1a ce MPOBEE NMPEAU TOJIEMU MHBa3UBHU MPOLIETYPH,
3aII0TO YCIEIIHOTO JICYEHUE Ha TYMOpa He BOJH JI0 eIMMUHUpPAaHEe Ha HHXUOUTOPHTE.

Hapyenus B koarynanusra, CBbpP3aHHt € JIEKAPCTBEHU NIPOLYKTH
Hapyiienus B koarynanusra, Cb4€TaHHU C XEMOJIM3a

Morat na ce pa3BUAT clie]] MPUIOKEeHUE Ha 1e(aloCTIOpHHE OT BTOpa M TpeTa TeHepalus,
ocobeHo nedoreTan u neTpUaKkcoH, HO ca HAOMIOIaBaHU U TIPU JICYCHHE C KapOoIIaTHHa U
okcanumaTiHa.CBbP3aHUAT C 1ealoCIOPUHN CUHIPOM HacThiBa 7 10 10 1HU OT HA4aIo0TOo

Ha JIeYEHUE, MOHSAKOra U caMmo clie]l eHa 103a. HacThnBa Texka XeMOau3a C MO3UTUBEH TECT
Ha Coombs, xunoronus u JJUK. Yecto chCTOSHHETO ce mpuema 3a CEICUC, MalHeHTa Ce
peekcronrpa Ha 1e¢anocnoprH, KOETO BIIOIIABa KIMHUYHATA KapThHA. M3XoampT yecto e
(daTtasieH mopaaM HAcThIIBaHE HAa MacHBHa XeMmoiu3a U TpomOo3za. [lanmeHtuTe MOXke na
OTTOBOPSIT Ha arpeCUBHA TEpanus ¢ TIa3MOOOMEH, TUuain3a U KOPTUKOCTEPOU/IH.

Hap}/I_HCHI/ISI B KoaryjanusaTa, CBbp3aHH C TapreTHa Teparus

HabmtonaBann ca HapyuieHuss B Koaryjaanusita npu JjedeHue ¢ uHxuObutopu Ha VEGF
(OeBamu3ymad, copadeHuO, CYHUTHMHHO U Jp.), THPO3MHKMHA3HM  HMHXUOUTOpU U
naxuburopu Ha BTK.

XEMOPATHYHA TUATE3A ITPA HAPYIIEHUSI HA TPOMBOIIMTHUS BPO 1
TPOMBOLUUTHATA ®YHKIIUA

TpomOoruToTICHUS
NmyHHA TPOMOOIIMTOTICHHS

Nmynnara tpomOoruronenuss (MTII) oOMKHOBEHO € YCIOKHEHHE TMPH XPOHUYHATA

nuMdonuTHa neBkeMus, rtuMmpomute u 6onectra Ha Hodgkin, HO ce cpema u npu conuaan
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TYMOPH. Ta wMoxe Ja HAaCTbIIKM MOpCAX OHKOJIOTHUYHOTO 3a60J'I${BaHe, o BpEME Ha
SaGOﬂﬁBaHeTO, KaKTO U T'OJJUHHU CJICA ITOCTUTaHC HA PCMUCHUA.

Huarno3ata Ha WTII mo cemectBo e diagnosis per exclusionem. Oco0OeHO BaxkHa €
nojpoOHara JiekapCcTBeHa aHAMHE3a.

JXKuBoro3zactpamasama xemoparus € HeoOnuaitHa npu tpombormtu Hag 10 G/1, ocBen mpu
NpUIpYKaBalla KoaryJjomnaTusi, APYyr CBIOBTCTBAIL KPBBOM3IMB WM JAPYrO0 PHUCKOBO
CBITBTCTBAIIO 3abossiBaHe. [IbpBHYHA Tepamusi OOMKHOBEHO ca Koptukoctepouaute. [Ipu
pedpakrepna Ha koptukoctepouan MTII ¢ Texxka tpomboruronenus (mox 10 G/1), xosTo
3aIUialiBa )KMBOTA Ha IMAaIllMeHTa, ¢ MMOKa3aHO Tepanus ¢ MHTPABCHO3EH UMYHOTJIOOYIUH HIIH
CIMHUYHA WHTPABEHO3HA 7032 Ha aHTH-D aHTUTWI0 mpu RN-MO3WTHBHM MAlMEHTH Mpeau
cruieHektomusi. Ha ToBa neuenue B pamkute Ha 24 no 48 uaca ortroBapsaT Haj 80% ot
MAIMECHTHUTE.

Knnanynoro nporuyane Ha UTII yecTo € HE3aBUCHUMO OT X0J1a Ha HOJJIe)KallaTa HeomIa3usl.

[IspBa MMHUSA Ha JIeYeHHE IIPU TEKKa KuBoTo3arutamBama UTII

JlekapcTBeH NPOAYKT CrannapTHa 103a
Metunnpe1Hu30J10H 1-1,5 mg/kg i.v. IHEBHO C TaCTPOMPOTEKTOP
JlexcameTa3oH 40 mg i.v. JHEBHO C TracTPONPOTEKTOD 32 4

JIHU BCEKH 2-4 cenMmuly, B 1-4 muknia

Benozen necnenuduuen uMyHOTI00yIHH 0,4 g/kg i.v. THEBHO 3a 5 THU WJIH I.V.
uHoy3us Ha 1 g/kg/nHeBHo 3a 1-2 nHU

Benosen antu-D umyHornoOyaun 50-75 meg/kg i.v. undpy3us

®apMaKoJOrM4YHO HHAYIHPAHA TPOMOOLUTONECHHU S

Tunnuno HacThnBa 1 10 3 ceAMUIM Clel BKIKOYBAHETO HAa HOB JIEKAPCTBEH MPOIYK.
[IpuemMbT Ha CyCHeKTHUS JIEKAPCTBEH MPOAYKT TpsOBa BeAHara aa ObJe MpeycTaHOBEH. AKO
CIIM30ABT HACTBIIBA CJICA NPHUEM Ha HAKOJIKO HOBH JICKAPCTBCHHU IPOAYKTH, Haﬁ-HO6pHﬂT
MOJIXOJI € Jla Ce CIpe TO3HM, KOMTO Haili-uecTo € CBbp3aH ¢ TpoMmOonuroneHus. lpu cremnu
ChCTOSIHUS MOJXOABT € KaKTO NMPH MMyHHATa TPOMOOLIUTOINIEHUS, HO HAal-uecTO MalueHTUTE
CE Bb3CTAaHOBABAT CJIE] EIMMUHUPAHETO HA JIEKAPCTBEHUS IPOAYKT OT OpraHu3Ma.

JlexkapcTBEHU MPOIYKTH, MPUUMHSABALIN TPOMOOIIMTONIEHUS P OHKOJIOTUYHHU MaIlUEHTH:

e lpunorekan
e Xenapun
e AntuOnotunu: amdorepuurH B, BaHKOMHUIMH, METHLWIMH, [HUIEPAIVINH,
pUpaMITUIIIH, TPUMETOIPUM-CYII(HaMETOKCa30J1
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e AnTtaronuctu Ha rimkonpoteud IIb / [lla: abuukcumad, Tupodudan, entududaruy
e H2-Gnokepu: CUMETUANH, PAHUTUIUH

e HecrepouaHu NpOTUBOBB3NAIUTEIHH CPEJICTBA

e Pa3uu: aneramuHO(eH, KapOaMa3enuH, XUAPOXIOPTHA3H I, XUHIH

[Toctpancdys3uonna mypmypa

KnuHuyHO ce mposiBABa C TEXKUM KPBbBOMU3IUBH, HAacThOBam | 10 2 ceaMUIM clej
IpejarBaHe Ha KPbBEH NPOAYKT. llanueHTHTe ca XOMO3MIOTHH 3a MUHOpEH creuupuyeH
TPOMOOIIUTEH aHTUTECH U UMaT aHTUTela Hali-4ecTo KbM TpoMOoruTHus anturen PLAL.

Kitou kbM AMartosata € HacThIIBAaHETO Ha TPOMOOLIMTOINEHUS HPU MAILMEHT, TUIIUYHO MPU
KEHa, ciel] TpaHCy3Hsl Ha epUTPOLUTEH MM TPOMOOLUTEH KOHIIEHTPAT B MOCIEIHUTE 7 10
10 mau. JleyeHneTo ce MPOBEXJa C MHTPABEHO3€H MMYHOTIIOOYNHMH M 1uta3madepesa. [Ipu
HoCNeABaIa HE0OXOAUMOCT OT TpaHC(y3Hs Ha TPOMOOUMTH HPEHNOPBUUTETHO € Ja ce
nonoupar PLA1- HeratuBHU TPOMOOLIMTH, KOETO 3aTpyAHSIBA TPaHC(HY3MOHHATA TEPATIHSL.

XenapuH UHAYLpaHa TPOMOOIIMTONIEHUS

XenapuH uHayuMpanata Tpomoouutonenus (XWUT) ce npmku Ha oOpa3yBaHMTE aHTUTENA
Cpelly KOMIUIEKCa XemapuH-TpoMOoiuTeH ¢aktop 4, KOETO BOAM 10 TPOMOOLMTHA U
MOHOIIMTHA aKkTuUBanus U TpoM6o3u. XUT e obuuaiiHa mpu OHKOJOTHYHUTE MAIMEHTH U €
CBbp3aHa TEXKU TpoMOOTHUHM YycioxHeHus. Yecrorara nHa XWT npu nedenue c
HedpaKkIHOHUpaH xenapuH € 1 10 5%, a npu JeueHne ¢ HUICKOMOJIEKYJIeH XenapuH — nof 1%.
HactbnBa obukHoBeHO 4 10 10 qHM ciex Ha4auoToO Ha JIeYeHHe, HO MOHSIKOra TO3H CPOK ce
yabikasa 0 100 qau.

Knunnyno XUT mpoTuuHa ¢ BEHO3HHM WIM apTepHalHu TPoMOO3W M KOXKHH HEKpO3U Ha
MecTaTa Ha MOAKOXKHA arjMKanus Ha xemapud. [letexum u apyru Oene3n Ha MYKO3HHM H
KO>KHU XeMOoparuu He ce Ha0umo1aBaT. Bp3MoXkHU ca aHaQUIAKTHYHU peakiuu 10 30 MUHYTH
IIPU BEHO3€H OOJTYC MM MOJIKOKHA MHIKEKLIUS Ha XETIapHH.

XUT e cycnekTHa NMpH BHE3aleH craj Ha TpomoOonuture ¢ Hajx 50% wid mpu cmajx Ha
tpomborutute mox 100 G/1 mpu neyeHue ¢ XemapuH M B OTCHCTBHE Ha AITEPHATUBHU
MPUYMHHU 32 TpoMOonHToneHus. Jluarnoctnyan xemoctaznu tecroBe ca ELISA 3a marorenHu
aHTUTeNa cpeury TpoMOouuTeH ¢akTop 4, TeCT 3a TPOMOOIMTHA aKTHBALUSA U TECT 3a
TPOMOOIIMTHA arperamus.

Jleduenue u npoduIIaKTUKA Ha XETIAPUH UHIyLIUpaHaTa TPOMOOIIMTONICHUS

JlekapcTBeH NPOAYKT Jo3upoBka

Argatroban — repaneBtuuna m103a 2 mcg/kg/muH 1.v. uHpy3us*
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Fondaparinux — TeparneBTH4Ha 103a

7,5 mg/kg s.c. THEBHO
(mox 50 kg - 5 mg/kg; nan 100 kg - 10
mg/kQ)

Fondaparinux — npoduiakTu4Ha 103a

2 mg/kg s.c. THEBHO

Dabigatran 150 mg p.o. 2 IbTH AHEBHO
Rivaroxaban 2,5 mg p.o. 2 IbTH JHEBHO
Apixaban 2,5 mg p.o. 2 IbTH JTHEBHO

Ho3a npu aPTT 1,5 no 3 mpT Hag HOpMara; HamajeHue Ha go3ata a0 0,5 mcg/kg/mMuH npu
TEXKO 4epHOApoOHO 3abomnsBaHe. [Ipu cucreMHa MynTHOpPraHHa HEJOCTATHYHOCT J03aTa Ce
HamasiBa 110 1,0 meg/kg/muH.

TpoMOOTHYHM MUKPOAHTUOTIATUN

TpomOoTnuna mukpoanruonatus (TMA) mo Tuma Ha TPOMOOTHYHA TPOMOOIMTOIICHUYHA
nyprnypa (TTP) u xemomutuko-ypemuueH cunapoM (XYC) e cyclmekTHa Tpu BcsKa
KOMOHMHAIMSI OT TPOMOOLIUTONEHHSI, MUKPOAQHTHOMIATUYHA XEeMOJIUTUYHA aHeMHUsl (Hallu4Ke Ha
IIM30IMTH M XEMOJH3a) U OpraHHa yBpena (Haii-uecto Ha OBOperu, 4epHEH Apo0 u/wiu
MO03bK). [lanmeHnTnTe MOXE Ja MMaT HEBPOJOTMYHA CHUMITOMATHKa, KaTo IJIaBOOOJMeE,
00BbpKBaHe, IbPYOBE WM UHCYAT. TPOMOOLIUTONIEHUSTA Bapupa OT MUHUMAJIHA J10 €KCTPEMHO
texxkka. LDH e moBuineHa, a XanTOINIOOMHBLT — IIOHFDKEH WM JIAICBam. MHOro oOT
nanueHTuTe umar npupooutr nepuuut Ha ADAMTSI13. HenekyBanara TTP e daranno
3a0omnsiBaHe Ccbc CMBPTHOCT 95 1o 100% mpenm BbBeXkAaHe Ha IulazMadepesara.
[TonacToseM miazMooOMeHHaTa ua3Madepesa € KpalbI'bJieH KaMbK B JieueHuero Ha TTP,
KaTto cMbpTHOCTTa MagHa noa 20%. IIpu HeBB3MOXKHOCT 3a miazmadepesa ce TpaHcysupa
IpsCHO 3ampaszeHa Iuiasma B jgo3a 15-30 ml/kg nueBHo. IlapanenHoTo mnpuioxkeHue Ha
UMyHOCYTIpecusi (KOPTUKOCTEPOMAN, BUHKPUCTHUH) WM Ha PUTYKCUMAO YECTO BOAM 10
MPOIBIIKUTENIHA PEMUCHHU.

IIpu onkonornynu namuentn TMA e Haii-uecTa Ipu METACTaTUYHUTE COIMIHU TYMOPH, IIPU
KOCTHOMO3BYHM U 0enoapoOHM MeTacTaszu. [1masMooOMeHBT HpU TakMBa MAIlMEHTH HE €
edexTruBeH, HO TMA MoxXe /1a ce MoBiusie, ako TyMOPbT OTTOBaps Ha Teparusl.

qDapMalconor HWYHO CBbpP3aHa TpOM60TI/I‘-IHa MHKPOAHT'HOIIaTUA

Cungpom Ha TMA Moke Aa yCII0)KHU JIEUEHUETO C:

e [eMruraOun
e Muromuruda C
e HMHxuOWTOPH HA KAIIMHEBPUHA: IIUKIOCIIOPUH, TAKPOIUMYC, BOKIIOCTIOPHH

° TI/IGHOHI/IpI/I,HI/IHOBI/I AHTHArperanTu: TUKJIOMUANH, KIIOIMUAOTPEII

[Tonacrositem OT 1uTocTaTUIUTEe Haii-uecto TMA mpuunnsBa remiutadbunsT (0,1 1o 1%).
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TMA 0OUKHOBEHO ce Tpe/lIecTBa OT TEeXKKa XHUIEPTOHMs. AcoluupaHaTa ¢ reMUIUTaOuH
TMA moxe 1a € OTCpOUYCHa, a ChCTOSHUETO YeCTO € pedpakTepHO Ha Tepanus win (araiHo.
[Tpunoxennero Ha IUIA3MOOOMEH € MPOTHBOpeunBO. Mma cboOlieHHs 3a MOBIMABAHE OT
MHXUOUTOpA HA KOMILJIEMEHT €KYIU3ymMao.

TMA Mo3e J1a yCII05KHU aBTOJIOKHATA U aJIOT€HHA CTBOJIOBOKJIETHYHA TPAHCILJIAHTALIMS.

TPAHC®Y3UAA HA TPOMBOIUUTHHM KOHIEHTPATH IIPU OHKOJIOI'MYHU
IHAIMEHTH

Bw3ampuero e, 4e npu cTaOWITHU MAIMEeHTH TPaHC)Y3HOHHUAT npar 3a TpombouutH e 10 G/l,
KOETO peaylHpa pUcKa OT TeXbK KPbBOU3IMB. TpaHC(y3MOHHUAT mpar ce Moaupuuupa
CTOpe]] KIIMHUYHUTE 00CTOATENICTBA U MIPHUIPYKaBaIIUTE 3a00JIIBaHuSI.

OOwnuaitnara no3a ¢ 5 win 6 E TpomOouuTeH KOHIEHTpAT OT €OMHWYHU JoHopH Wi 1 E
TpoMOouuTHu 0T apepesa. TeopeTnyHo TakaBa J03a MOXKeE Ja Mokauu Tpomoouutute ¢ 50 10
70 G/, HO dYecTO OTrOBOPBHT CE€ KOMIIPOMETHPA OT CHIIBTCTBANIO 3a00JsIBAHE WU
KPBBOM3IIHB.

TpombounTHa pedpakTepHOCT

[TaneHTH, IpU KOUTO C€ OYaKBa JIOLI OTTOBOp, TPsAOBa Aa ce m3cienBaT 15 MHHYTH cien
TpoMOoIMTHATa TpaHChy3Hs. AKO HsAMA IMOKAaYBaHE HA TPOMOOLMUTUTE WM TO € MUHUMAIHO
(mox 20 G/1), BeposiTHO ce Kacae 3a TpomboruTHa pedpakrepHocT. [Ipu 100Bp OTroBOp cien
15 munyTH, HO J01I cinef 24 yaca BEpOSATHO HE ce Kacae 3a pepakTepHOCT, a 3a KOHCyMaIus,
bebpmurer, cerncuc, (apMaKkoJIOTUYHO MOBJIUSBaHE WM CIuieHoMeranus. [Ipu Hamuuue Ha
HLA anrturena (anmoumyHusanusi) Moxke Jga ce TpaHchysupar HLA-ceBMecTMU
TPOMOOLIMTH, HO TOBA € TPYAHO J0CcThIIHO U HeedekTuBHO B 20 10 70% oT ciydyaute. Moxe
71a c€ ThPCAT KPhCTOCAHO CHbBMECTHMH TPOMOOIIMTH, HO TOBA HE BUHATH € BH3MOXKHO.

CrieurHu MepKy pU TPOMOOLIMTHA AJIOMMYHU3ALMS U PePPaKTEepHOCT

Mspka KomenTap

Twpcene Ha  JIpyra NIPUYAHU 3a | M3cnensane 3a XUT, mekapcTBeHU NPOSYKTH
TPOMOOIIUTOTNICHUS U Jp.

TpomOoruTen “drip” [Tponsmxutenna Tpancdysus (Hag 4-6 yaca)

Ha 1E TpomMOoOIMTEeH KOHLIEHTpAT
wu 1E ot adepesa Ha 6 yaca

€-aMHHOKAITPOHOBA KUCETMHA 4-5 g i.v./per os 3a 1 yac, mocie mo 1 g/gac Ha
8 yaca (MakcuMaiHo 24 g/24 4daca).
TpanexcaMmoBa KHCeIMHA 10 mg/kg per os Ha 8 yaca
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[Ipu 3annamBaiim >kMBOTa KPbBOU3IUBHU MOXE J1a ce npuiioxu rVila.

[Ipu TpomOouMTHA pePpaKkTEpPHOCT C apTepHATHEH KPHBOM3IMB HMa CHOOIIEHHUS 3a
MOBIIMSIBAHE OT aHTHOTpadcka HHTpaapTepuanHa TpaHcy3us Ha TPOMOOIUTH.

45. KOHTPOJI HA OHKOJIOI'MYHA BOJIKA IIPU COJIUIHU
TYMOPU U MAJIMTTHEHU XEMOIIATHUHA

Emunemuomnorus

[To cratuctuuecku nannu Ha CBeroBHarta 3npaBHa opranuzainus (WHO, C30) ot 2008 .
B CBeTa ca ycTaHOBeHHW HOBU 12 667 470 cmydas Ha oHKojoruuHu Ooinectu. Cropen
Hanmonanuus paxos peructsbp npe3 2009 r. B bwirapus ca ycranoBenu 34 712 HOBH cityyas,
KaTo KoepuIMeHThT Ha HapacTtBaHe ¢ 1.5 B cpaBHenue ¢ 1993 r. Yecrorara Ha
OHKOJIOTUYHATa OOJKa NpU pa3IUYHU JIOKAJIM3alMd M CTaAuu Ha OoJecTra JoKa3BaT
pasnuuus, 3aBUCENIM OT BHJ Ha KAapIUHOM, MPOBEKIAHO MPOTUBOTYMOPHO JIEYEHHE H
cranuii. Ako 59% ot OolHHUTE C NPOTUBOTYMOPHO JICYEHHWE W3MHUTBAT OOJKa, Cle]
3aBBpIIBAHETO MY T4 € Hamuie camo npu 33% ot 1ax. C HampenBaHe Ha OOJECTTa HapacTBa
OposiT Ha OOJIHM, TIpU KOUTO OoJIKaTa € BOJEIIO OIulakBaHe — 69% OT malueHTu C
MeTacTaThuyHa 00JIeCT U3MUTBAT OOJIKA U TS € BOJCIIO OIUIaKBaHe Mpu Haa 95% ot 60aHUTE B
MOCIICAHUTE CEIMHUIIM W JHA Ha JKUBOTA WM. BBIPEKH TOBa TPOYYBAHUS OT pEaUIa
EBpOIENHCKHU CTpaHM JO0Ka3BaT, 4ye OoJikaTa HE € JIeKyBaHa ajekBaTHO mpu 56-82.3% ot
cllyyaure.

OrneHkara ¥ J€4eHHeTo Ha 0OOJKaTa, U3MUTBaHA OT MAIIMEHTH C OHKOJOTHMYHHU OOJeCTH, € OT
I'BPBOCTENIEHHO 3HAYEHNE BBHB BCEKH CTaJMii Ha OonectTra. Bhmpeku ToBa TS MpoAbIKaBa /1a
ObJie Hea/IeKBaTHO KOHTPOJIMpaHa U JIEKyBaHa.

KHaCI/I(I)I/IKaI_II/I}I Ha OHKOJIOTHYHA 0O0JIKa

OmnkonornyHata 0ojKa ce paszzens mo cieaHuTe npusHauu: (1) crmopen MpOTUYaHETO BBHB
BpEeMeEToO, T.€. Kilacu(ukaus 1no Bpeme; (2) cnopes NaToJIOTMYHN MPOMEHH, y4acTBaIld BbB
(dbopMHpaHETO U BB3IIPUEMAHETO, T.€. KJacu(uKanus no NaTopU3NOIOTHUEH MeXa- HU3bM;

(@ cnopen mpuuMHHM, IOBENH IO BB3HHKBAaHE, T.€. KiIacH(UKAIMs CIOPEA ETHOJOTHYHA
IIPUYMHA.

Pa3genbT € KOHCEHCYCHO CTaHOBHMINE Ha BbIrapcko OHKOJOTMYHO HAy4yHO JAPYKECTBO U
bparapcko Hay4HO MEIUIIMHCKO APY>KECTBO MO KJIMHUYHA U TpaHCHY3MOHHA XEeMAaTOJIOTHSL.

Knacudukanus mo Bpeme

OcTtpa 60mKa. Haif-uecTo ce AbJIKU Ha OCTPO HACTHITUIIO HApaHSIBaHE WM OOJECT U UMa SICHO
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u 100pe onpeneneHo Hayaslo. B noBeyero ciiydau e orpaHndeHa BbB BPEMETO U IIPOABIKABA
J0 M3JIEKYBaHETO. XapakTepu3upa c€ CbC CBPBXAKTUBHOCT HAa CHUMIIATHUKOBHUS OTIE] Ha
BEreTaTUBHATA HEPBHA CHUCTEMa — TaxXWUKapAus, TaXWIIHEs, W3I0TABAHE, XUIIEPTOHMS,
npebiieHsIBaHe HAa KOXKaTa, Pa3IIMPeHu 3eHULIU U Ap. [Ipy OHKOJOTHMYHY MAIlMeHTH OCTpaTa
0oJiKa ce Bb3MIpueMa KaTo TIaChK Ha OCHOBHATA OOJIECT.

Xpounuyna Ooska. [Ipu Hes aumcBa OTKIIOYBAILL MOMEHT U IPOJIBJIKABA IOBEYE OT JIBE
CeIMUIM. XapaKTepu3upa ce€ C IOCTEHNEHHO pa3BUTUE, TPYAHO OINpPEIeIMMO Hayajuo HU
HEeNpPeKbCHATO HapacTBallla MHTEH3MBHOCT. XpOHMYHATa OOJKa HAMa 3alllMTHA pOJIs.
CumMnToMH Ha CBPBXTOHYC Ha CHMIIATUKOBaTa HEpPBHA CHUCTEMa HE ca TUIMYHU 32
XpoHHyHarta Ooika. Bozemu ca nenpecusi, oT4yXkieHUe, IPOMEHU B JIMUHOCTTA, OE3CHHUE,
aHOPEKCHs, araTtus U jgeraprus. B moseueTo ciiyyaun XpoHUYHaATa 00JIKa € n3pa3 Ha mporpecus
Ha 0oJecTTa, BJIOLIEHA IPOrHO3a U HaMaJIeHATa IMPOIbJIKUTEIHOCT HA JKUBOT.

NuuuaenTHa (MpoduBHA) 60J1Ka. T ¢ MPUCTHI HAa €U30AMYHA, HHIUACHTHA 00JIKa, KOSTO
,,[Ipo0KBa” 10OPOTO OCHOBHO 0Oe300msBaHe. M3uckBaHe 3a MHIIMACHTHA OOJIKA € HATMYHUE HA
OCHOBHA TaKaBa, KOATO € KOHTPOJIMpaHa C PEJOBCH MPHEM Ha OIMUOWIHU AaHAJITCTHUIIH.
[IpoGuBHaTa 0ONKa 3HAYMTETHO BJIOIIABA KAYECTBOTO HA JKMBOT W BOIHM JO HApacTBaHE Ha
00II0TO CTpaaHue.

Knacugukanus no naropusnonoruiyeH MeXaHu3bM

HounuentuBHa 6oJika. [Tomyuaa ce npu MEXaHUYHO, TEPMUYHO MITH XUMUYHO JIpa3HEHE Ha
TEPMUHAIHUTE OKOHYAHWS HAa CETHBHM HEPBH W Ha CIEMU(UYHU pEIenTopu 3a Ooyka
(HOIMIIETITOPH), Pa3MOJOKEHW B THKAaHW M OpraHuTe. HepBHUTE MHTHIA, MPOBEXKIAIIN
UMIYJICUTE 3a 0OJIKA, Ca MHTAaKTHH. B 3aBUCHMOCT OT Pa3IONI0KEHUETO Ha HOIUIETITOPUTE
Oonkara ce pas3zens Ha: (1) comaTuyHa (B KOXKa, MOJKOXKHUE, (hacliiu, MYCKYJIU, CyXOXKWIUS U
nepuocT); (ii) Buciepaaia (BbB BETPEIIHU OPTaHu).

HeBponaruyna Goska. [bKu ce Ha yBpexaaHe Ha nepuepHU WU LIEHTPATHU HEpBHU
cTpykTypu. KIuHIUHO ce mposiBsiBa KaTo MapeHe, TPhIIHEHE, CTPENIKaHe (EIeKTPHUECKU TOK)
WIM MpaBydkaHe (IIpoOOXkIaHe ¢ UIJIM) B 30HU Ha NMPOMEHEHa CEeTUBHOCT. B 3aBUCHMOCT OT
aHra)XUpaHUTE HEPBHU CTPYKTypu OuBa: (i) ueHrpanna (ctpykrypure Ha LHC); (i)
nepudepHa (nepudepHu CTPYKTYpU Ha HEPBHU CIUIETEHHUS U OTJEIHU HEPBH).

CumnaTukoBa 0oJsika. Ts e CleICTBHME Ha yBpeXkJaHE HAa THKAHUM M HMHEPBUPAIIUTE THU
CUMIATHKOBU HEpBU. BonHHWTE ce orutakBaT OT mapema Oolika W alloJWHUA, MOJ00HA Ha
neadepeHTHaTa OONKa, HO C TPOMEHEHA CHUMMATHKOBA (YHKIUS B 3aCETHATUTE 30HH —
Ba30MOTOPHH IIPOMEHU (3auepBsiBaHe, MOOJIeTHABaHE, OTOK, pa3jinka B TeMIEpaTypa, ChA0BU
MOTOPHH U TpopuuHU npomeHH). Haii-uecto ce cpemra npu 3J10Ka4yeCTBEHH TyYMOPHU B MalIbK
Ta3 U METacTa3y B MUKWHU JIUM(HH BH3IIH.
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ETnonornyna knacupukanus

OnkojyornyHara 0oJika ce paszeis Ha: (1) mpeau3BUKaHa OT camaTa OosiecT (MHpUITpaus OT
TyMOp Ha OKOJHHM ThKaHU W OPraHH, MPUTHCKAHE W MPOpACTBaHE KbM HEPBHH OKOHYAHUS,
HEpPBU M HEPBHH CIUICTEHUS, 3alylIBaHE W pa3TiIraHe Ha KyXH OpTraHW, ACCTPYKIHS U
paspyliaBaHe Ha ThKaHM); (i1) cBbp3aHa C JedyeHue Ha OoJiecTTa (IUArHOCTUYHU MPOIETYPH,
OTIepaTHBHO U MPOTUBOTYMOPHO JieueHue); (iii) ciaeacTBue Ha OOJIECTTa, HO HENpeau3BUKaHA
OT camus Tymop (TIpU 3ameK, MPeAN3BUKAH OT OMHOUIN, MUO(ACIHATHU OO0JIKH, pedIryKc-
e30¢arur, cnazMu Ha MAKOYCH MEXYp CIle] KaTeTepu3alus, MOCTXEPIEeTUYHA HEBPAITHS H
np.); (iv) Hempenu3BUKaHA U HECBBP3aHA C TYMOpPA M JICUCHUETO MY (ChIIECTBYBAIIA apTPUTH
Y apTpOINATHH, UCXEMUYHA O0JIECT Ha ChPIIETO, IepU(EPHU CHIOBH OOJIECTH U JP.).

OHeHKa Ha MainuEcHTHU C OHKOJIOIM4YHa 0oJIKa

Ha Ta0x. 1 ca nmoka3aHu mpaBmiiaTta 3a TOYHA M IIbJIHA OIICHKA HA MAIMEHT C OHKOJIOTHMYHA
Oonka. IIppBa W Hali-BaXKHA CTHIIKA KbM €()EKTUBHO M WHAMBUAYAIM3HPAHO JICUCHHE €
NpaBUJIHA M PEIOBHA CAMOOIICHKA, M3BbPIIBAHA OT OOJHUS M JOKJIaJBaHa Ha JICKYBaIIUs
CKHII, 32 MHTCH3MBHOCT M XapaKTep Ha W3MUTBaHA 0O0JKa W e(PEKTUBHOCT OT MPOBEIKIAAHO
neuyenue. Hait-yecto ce m3mon3Bat cranmaptusupanu ckanu: (i) BepOanana ckana 3a OreHka
(Verbal Rating Scale, VRS), (ii) [ludposa ckana 3a onenka (Numerical Rating Scale, NRS) u

() Busyanno-anamoroBa ckama (Visual Analog Scale, VAS). IlpenopbuBa ce
MHTEH3UBHOCTTA Ha OOJIKata W Pe3yJTaTUTe OT MPOBEKIAHOTO JIEYCHHE 1a CE OICHIBAT
PEIOBHO KAaro Ce M3IMOJ3Ba €lHA OT MOCOYCHUTE CTAHIAPTU3UpPaHU CKaimw. IIpemopbpuBa ce
M3CJIC/IBAHETO HA BCHYKHA KOMIIOHEHTH, H3TPXKIAllM W TOBJIHMSABAIINA H3MHTBAHOTO OT
narueHTa CTpajaHue, HalpuMep MCUXOCOIHAJIeH AUCTPEC, 1a Ce B3eMar MPeIBHI U A3 Obaar
MIPABUITHO OLIEHEHH.

IIpaBuia 3a OIleHKA Ha OHKOJOTMY€H MAllMEHT C 00JIKa.

e OreHka ¥ IOBTOPHA OIIEHKa Ha 0oJKa

L HpI/I'-II/IHI/I, Hadalio, BUJO, MACTO, NPOABJIKUTCIIHOCT, MHTCH3UBHOCT, oOJIeKUaBaHe U
BPEMEBH XapaKTEPUCTHKH Ha M3MHUTBaHA 0OJIKa.

e Hannmuue nHa otkmouBamy (axkTopu, Oene3u, 3HAIM W CHUMIITOMH, CBBpP3aHH U
MIPOU3THYAIIH OT OOJIKaTa.

e [lpunaranu aHanreTuuy, TsXHa €()EKTUBHOCT M CIOCOOHOCT Ha OOJHUS Aa ToJiepHpa
Ha3HAYCHO JICUCHHE.

e OreHKa ¥ IOBTOPHA OIICHKA HA MalUEHT

e OreHka Ha KIMHUYEH CTaTyC upe3 OOIOMEIUIIMHCKU KIMHUYEH U CHelUalIn3upaH
HEBPOJIOTUYEH TMperiie] M crneuu(uyHu JUarHoCTUYHU (0Opa3HH, OMOXMMUYHHU H
1a00paTOPHHM ) U3CIICIBAHMS.

e Hamnume wim BIUAHHE Ha 60JIKaTa BBpPXY CKCIHCBUCTO Ha IMalMUCHTA —
paboToCIIOCOOHOCT, COLMATICH XKUBOT, ChH, MOYMBKA, AllETHT, CEKCyalHa TOJHOCT U
HACTPOCHUE.

e BiusHue Ha OHKOJOTMYHATa OONECT W JICUEHHUETO ¥ BBPXY (UIHUYECKOTO,
IICUXOJIOTHYCCKOTO U COIMAJTHOTO ChCTOSHHUE HaA 60JIHI/ISI.
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e Hanuuue Ha OonHornenau (uie, Hall-4ecTO YiIeH Ha CEeMEWCTBOTO, aHTAKUPAHO C
TPYOKH 32 OOJIHUS), TICUXOJIOTHYCH CTaTyC, CTENEH Ha OCBEJOMEHOCT 3a 0oJiecTTa,
HAJIMYHME WM OTCHCTBUE HA TPEBOXKHOCT M JICTIPECHS; COLMAIIHA Cpella, HATMYUETO Ha
CHYIIMJIHU MHUCJIH U UJIEH, KAYECTBO Ha )KUBOT, yXOBHU HY)XJH U TPEBOTH.

e Hanuune W WMHTEH3WBHOCT Ha Oene3u, (U3HUECKH W EMOIIMOHATHH CHMIITOMH,
CBBpP3aHU C OHKOJIOTMYHATa OO0JIECT, HAJMYHE WJIA OTChCTBHE HA CHHIPOMH,
XapaKTepHU 32 OHKOJIOTHYHA 0OJIKA.

e Ormenka Ha 00110 chcTOSTHUE (ITBPHOPMAHC CTATYC).

e CrenuaigHO ce pa3NuTBa 3a HAIMYKME HAa OMHOMA0(POOHs (OLEHSIBA Ce CKIOHHOCT Ha
OO0JIHUS 12 cTia3Ba HA3HAYCHO aHAITETHYHO JICYCHHUE).

e JlekyBamusT Jiekap TpsOBa Jia OLICGHU M TPU HYXKIA Ja MPEOICHH Bb3MOKHOCTUTE H
CIIOCOOHOCTHUTE CH JIJa KOMyHUKHpA U UHPOPMHpPA MAIUCHTa K CEMEHCTBOTO MY.

e 3scHsABaHE Ha HYXIUTE Ha OOJIHUSA U CEMENUCTBOTO MY.

MG)K,HYHapOI[HI/I BaJIMAUPAaHU UHCTPYMCHTH 34 OLICHKA Ha Oouka.

e Busyanna ananorosa ckaia
o Hsawma 6onka | | Henonocuma 6onka 10 cm

®  BepOaTHA CKAMA ...vvvviiiieiiiiieiiiesiieessieessieesssiressieessneessnneeens
o Hsama 6onka 0

o Mmuoro nexka 1
o Jleka 2

o YmepeHa 3
o

Cunna (uHTEH3UBHA) 4
o MmHoro cunHa (HemoHocuMa) 5
e [ludpona ckana
o Hsama6o1xka0123456789 10 Henonocuma Ooska

HpI/IHI_[I/IHI/I 3a JICUCHHE Ha OHKOJIOTMYHA 00JIKa

[IperopbuBa ce OonHMTe Aa ObAAT MHGOPMHUpPAHH 32 BB3MOXKHA IMOsiBA HAa OOiKa M 3a
METOJIUTE Ha HEMHOTO JiedyeHue. Te TpsOBa 1a ObAaT OKypaXkaBaHU Ja UTPasT aKTUBHA POJIS B
JICYEHUETO Ha U3MKTBAHATA OT TIX OOJKa.

Cvkpawenus: ban NRS — Hugposa crxanra 3a oyenxa; C30 — CgemosHna 30pasHa
opeanuzayus; HCIIBC — necmepoudHu npomusosvb3naiumentu cpeocmsd.

HpI/I JICHCHUC Ha XPOHHYHA OoJIKa € MMPEMOPBUUTCIIHO AHAJITCTULIUTE J1a CC Ha3dHadaBaT U
npuemar oT p€a0BHO ,,I10 YaCOBHUK .

He ce mpenopbuBa npremMaHETO Ha aHANTETHYHUATE JIEKAPCTBa Ja ObJie ,,[TpH HYXKaa .

[TpuemaHeTo Ha aHAJITETUYHU JICKApCTBA MPE3 ycTara ce MpernopbuBa KaTO METON Ha HPHB
u300p.

[TosiBata Ha MpoOMBHA OHKOJIOTHYHA OOJIKa TPsIOBA Ja ce OYakBa M MpEIBUKIA. 3a IeNITa ce
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npenopr4YBa Ha3Ha4YaBaHEC Ha T.HaAp. ,,CIIACUTCIIHA nosa” O6C36OJ’IHBaH_I JICKApCTBEH IPOAYKT,
KOATO Aa CC IMpuJiara rnpu HGO6XOI[I/IMOCT, M3BBbH O0MYAaMHOTO aHAJIFCTHYHO JICUCHUE.

I[osa, BUA U IIBT HA IpUEMAHC HA aHAJIT'CTUYHH JICKapCTBa

Buabt u no3ara Ha jekapcTBaTa 3aBUCAT OT MHTEH3MBHOCTTa Ha Ooskara (Ta6mn. 3) u TpsOBa
na ObAaT KOPUTHPAHHM, 33 Ja CE MOJy4YH OalaHC MEXIy OOJIeKYaBaHE W TOsIBAa HA HEXKEJIAHU
ctpannyan edektu. ,,CracuTenHaTa J103a”, KOSTO CE€ Ha3HauaBa B clydail Ha HYyXJa, ce
MoJiydaBa OT TMOAXOMSINO W3YUCIICHA JHEBHA J03a. AJITepHATHBAa Ha OpATHHS THT 32
MpuJiaraie TpsOBa Ja Ce ThPCH TOTaBa, KOraTo OOJNHUTE HE Ca B CHCTOSHHE Jla MpHEMaT
AQHAJTETUIIM TIOPAld HEKOHTPOJHPAHO TOBPBIIAHE, AUc(arus, YpeBHA HEMPOXOJAUMOCT,
KOTHUTHBHH HApPYIICHUS, CTPAHUYHH €PEKTH U B CIy4au, KOraTo € HAJUIIE JIOII KOHTPOJ Ha
OoJikaTa M ce Hajlara yCKOpEHO TUTPUpPAHE Ha J03aTa.

Tabnuna 1. Kateropusupane Ha oHKoOrMyHa O60sKa 1 U300p Ha MPaBUIICH aHAJTE€TUK.

AHaJITeTHYHA CThbJA0a Ha | UHTEeH3UBHOCT HA 00JIKaTa | AHAJTeTHK Ha U300p

C30 (ouenka mo NRYS)

[TepBoO cThnano (Jeka 6oska) | <3/ 10 Paracetamol mim HCIIBC
Bropo cTemano (Jieka KM 3-6/10 Cnab ommony + paracetamol
yMEpEeHO UHTEH3UBHA 0OJKa) u/umu HCIIBC

Tpero crenamo (ymepena | >6/10 CunHn OTITHOWTHH
KbM CHJIHA W HEMOHOCHMA aHanTeTUIM =+ paracetamol
0oJKa) n/umu HCTIBC

[IpenopbUnTENIHO € JEKapCTBEHOTO JIEYEHHWE HA OHKOJIOTMYHAa OO0JIKa Ja 3alo4He C
aHAJITETHYEH JIEKapCTBEH MPOAYKT, IOKa3aH oOT aHajurernyHata cTbiba Ha C30, karo
MOAXOJIA1] 32 UHTEH3UBHOCTTA H.

3a 5eyeHWe W KOHTPOJ Ha JieKa OONKa ce MPEenopbhuBaT HEOMHOUTHH AHAITETHIIM KaTo
paracetamol (acetaminophen) wmm HCIIBC. IIpumarane na HCIIBC
MPEBB3X0XKAa TUTarebo MpU €THOKpPATHO MpUiIokeHHWe. Hsma mokaszaTencTBa, MOIKPETISIIIH
NMPEeBb3X0ACTBO Ha eAuH iy apyr npeactaButen Ha HCIIBC no oTHOLIEHWE HA aHAJITETUYEH

3HAYUTCIIHO

edexT unm 6e3zonacHocTTa. [lponbmxurenta ynorpeda Ha HCIIBC unu Ha HUKIOOKCUTeHa3a-
2 (COX-2) cenexkTUBHEH HMHXMOMTOp Hajara BHUMATEIHO M NEPUOAMYHO MPOCIEsBaHE
MOpajy Bb3MOKHOCT OT MOSIBa HA TOKCUYHOCT KaTO KbPBEHE OT FACTPOUHTECTHHAIHUS TPAKT,
TpoMOouuTHa AucPyHKIMS U ObOpeuHa HemocTaTbyHOCT. BwoOime paracetamol wu/wnu
HCIIBC ca edexTtuBHU Npu JiedyeHHe Ha OOJIKa OT BCAKaKBAa MHTEH3WBHOCT MOHE 33 KPaTKO
BpEME U IIPH JIUIICAaTa Ha IPOTUBOIOKA3aHUS.

Bonam ¢ ymepena OoJsika ce JieKyBaT ¢ KOMOMHHMPAHHU JICKAPCTBCHHU MPOIAYKTH, ChIBpPIKAIIH
Haii-yecTo paracetamol, acetysal unmu HCIIBC u cmab 65p30 aeiicTBai ONMMONICH aHAITETHK,
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kato codeine, dihydrocodeine, tramadol nmu propoxyphen (Ta6m. 4, 5). Ilpu ynorpebara Ha

JICKapCTBEHH MPOJYKTH OT BTOPO CTHIIANIO HA aHaireTHdHaTa cThioa Ha C30 mMa HIKOJIKO

CIIOpHU aCIICKTA. Ha IIBbPBO MACTO C€ KPUTUKYBA JIMIICATA HA KAaTCTOPpUYHU JOKA3aTCJIICTBA 3a

e(peKTUBHOCT Ha ci1abu onuouau. Jlpyro orpaHnyeHue € T.Hap. TaBaH Ha J03aTa, HaJBHIIA-

BaHCTO Ha KOATO HC BOAHU OO HOI[O6p$IBaHC Ha aHAJIre3usTa, HO 4O 3HAYUTCIIHO HAPACTBAHC HA

HCXKCJIaHU CTpaHU4YHU C(beKTI/I. Mmnoro ABTOPpH IpcajiaraTrT OTIIaJaHCTO HAa BTOPO CTHIIAJIO 34
CMCTKa Ha IMO-paHHO IIpujiaraHe Ha morphine B ITIO-MaJIKH JJO3H.

Tabmuua 2. U36panun HCIIBC, npwioxumu 3a J€UeHHE Ha OHKOJIOTHYHA OOJKa — MBPBO

crernano Ha C30.

BemecTBo HIupoko Bpeme no | IIpeaynpexaenuss | Makcumaana
Pa3npoOCTPaHEHHU- | HAYAJIO JAHEBHA 1032
(¢opMu u rpama | Ha
aelicTBHe
(MUHYTH)
Acetaminophen Taou., 15-30 Xenarorokcuunoct | 4 x 1000 mg
(paracetamol) cynysutopuu 500-
1000 mg
Acetysal Ta6n.  500-1000 | 15-30 I'MT tokcnuHocT, | 3 x 1000 mg
mg aiep- THs,
WHXUOUTOp Ha
TPOMOOIIUTH,
Ibuprofen Tabn.  200-400- | 15-30; IT'MT wu penanna | 4 x 600 mg; 3 x
600 mg, 120+ TOKCUYHOCT 800 mg
Mo (ULIPAHO
800 mg c O0CBOOOKIaBaHE
MouduIIpaHo
0CBOOOXKIaBaHe,
TOTIMKATHA TeIIOBE
Ketoprofen Tabn. 25-75 mg; | 30+ I'MT wu penanna | 4 x 75 mg;
tabn. 100- 150- TOKCUYHOCT
200 mg c 2 x 200 mg
Mo upuLIpaHo
0CBOOOKIaBaHe
Diclofenac Tabn.  25-50-75 | 30-120 I'T u 660peuna 4 x 50 mg;
mg; Tabu. TOKCHUYHOCT
100 mg ¢ 2x 100 mg
Mo dUIIpaHo
JIECTBUE
Mefenamic Acid Karnc. 250-500 mg | 30+ I'MT TtokcuuHocT | 4 x 500 mg
O0bOpeuHa
TOKCUYHOCT
Naproxen Ta6m.  250-375- | 30+ I'NT u 660peuna | 2 x 500 mg
500 mg TOKCHUYHOCT
Metamizole* Ta6n. 500 mg; | 15-30 T u | 4-6 x 500-1000
coi. 500 mg/ ml, HEPPOTOKCUYHOCT, | MY
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amm. 1000 mg/2 JIEBKOTICHUS u
ml arpaHyJoIH- TO3a,
cunapoMm Ha Lyell

* Metamizole He e yact oT npaswiara Ha ESMO; 'NT — ractpountectunaien tpakt; C30 —
CBeToBHa 3paBHa OpraHu3aLus

Tabnuma 3. CpaBHeHHE HAa M30paHU OMTMOMIHUA aHAJTETHIIM OT BTOPO CTHIIAIO Ha
agasreTnyHara creiaoa Ha C30.

BemecrBo ®opmu u | OrHocuren | IIpoabiken | Makcumaa | CraproBa
rpamak HA e Ha edeKT | HA IHEBHA | /103a 0e3
epekTHBHO | (4acose) a03a npeaBapuTel
CT CHpPSAMO Ha
morphine MOJAr0TOBKA
Dihydrocodei | Momugunupa | 0.17 12 240 mg 60-120 mg
ne HO OCBOOOX-
naBaHe TaOul.
60-90-120 mg
Codeine Tabn. 15-30- | 0.1-0.2 4-6 360 mg 15-60 mg
60 mg
Tramadol Kanku 100 | 0.1-0.2 2-4 400 mg 50-100 mg
mg/ml; Tabm.
50 mg; 12
Moauduipa
HO
0CcBOOOK1aBa
ne 100-150-
200 mg

3a jeka JI0 yMepeHa M0 WHTEH3WBHOCT OHKOJIOTMYHA OOJIKa ce MpenophyuBa MpHIIaraHe Ha
cabu ONMHUOWAHM aHaJNreTUIlM B KoMOuHammst ¢ paracetamol w/mnmu HCIIBC. Karo
alTepHAaTHBA Ha clIabuTe OMUOWAN BIM3AaT B ChOOpaKeHHE MpUIIaraHe Ha MAJIKU JIO3U CHIJIHU
ormuouaHu aHanreTuiy B komOuHarus ca HCIIBC u/unu paracetamol.

Cunnute onuounnu aHanretuiy (Tabm. 4) ca B ocHOBaTa Ha JIEKApPCTBEHOTO JIEUEHUE Ha
WHTECH3WBHA OHKOJIOTMYHAa Oonka. Haii-uec- To wm3momsBanum B EBpoma ca morphine,
methadone, oxycodone, hydromorphone, fentanyl, alfentanil, buprenophine, heroine
levorphanol u oxymorphone. Hsma yOenuTenHu goka3aTeicTBa 3a IPEBB3XOJICTBO Ha
JApYyrUTe ONUOWIHM AaHAITETHUIM Haja morphine MO OTHOUIEHHE Ha eQEeKTHBHOCT H
IIOHOCUMOCT.

Tabmuua 4. CpaBHeHHe Ha W30paHW ONHOWAHM AHAITETUIM, W3IMOJN3BaHU 3a JICUCHHE Ha
WHTEH3MBHA O0JIKa (TPETO CTHIIANIO HA aHaNTeTHYHaTa cThi0a Ha C30).
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BelmectBO IIeT Ha | OTHOCHUTEIHA MakcuMmajiHa CraproBa 103a
npuJjiaraHe eeKTUBHOCT THEBHA 1032 0e3
CIPSIMO OpaJjieH NpeABaAPUTETHA
morphine MOJAT0OTOBKA

Morphine Opainen 1 bes ropua | 20-40 mg
sulfate rpaHuia®
Morphine .V, S.C. 3 be3 ropsa | 5-10 mg

rpanuia’
Oxycodone Opasien 1.5-2 bes ropHa | 20 mg

rpanuuna’
Hydromorphone | Opanen 75 bes ropraa | 8 mg

rpanuuna’
Tpancnepmanen | TAC +4¢ bes ropua | 12 mcg/h?
Fentanyl rpaHuia®
Buprenophine Opanen 75 4 mg 0.4 mg
Buprenophine .V 100 3 mg 0.3-0.6 mg
Buprenophine TIC +4° 140 mcg/h 17.5-35 mcg/h
TpaHcAepMalieH
Methadone OpasieH 4-8-12°¢ bes ropHa | 10 mg

rpanuia’
Nic Morphine Opanen 1 20 mg 5 mg
Nic Morphine I.V. 3 20 mg 5mg
? oTHOCHTENTHATa €(DEeKTUBHOCT Bapypa 3HAYUTEIHO B JAaHHU, TIOOJMKYBAaHHU B JINTEpaTypara u
MEXJy OTIENHUTE NanueHTH. ToBa Hajara MpeMHHaBaHe OT €IMH OMHOUJ KbM JIpYyr Ja ce
U3BBPILIBA BHUMATEIIHO U IIPU peAyLIMpaHe Ha J103aTa HAa HOBOHA3HAYEHUS OMTUOU]I.
® MakcHMaJlHaTa J103a 3aBUCU OT PAa3BUTHETO HA TaXU(UIAKCUs
¢ KanKynupa ce ¢ kousepcus or mg/d B meg/h.
4 He ¢ 06MUAKHO 1a 6B/ M3MON3BAH KATO IIEPBH OIMOMIECH aHANTeTHK. IIpeioxkenara 103a
ot 12 mcg/h otroBaps Ha 1032 ot 30 mg opanen morphine sulfate 3a gen.
¢ ¢akTop 3a mpewsyucisBaHe = 4 3a JHEBHA J03a Ha opaneH morphine mox 90 mg/24h,
¢dakTop Ha KoBepcHs = § Ipu JHEBHA J103a Ha opasieH morphine 90-300 mg/24h u dakTop Ha
npeusuncisisade 12 npu aHEBHA 1032 Ha opaieH morphine Haja 300 mg/24h.

3a jieyeHHe HAa WHTCH3MBHA OHKOJIOTMYHA 0OJIKA KAaTo JIEKAPCTBEH MPOJIYKT Ha IMbPBH U300D
ce mpernopbuBa opasieH morphine.

[Ipu manueHTH, MpU KOUTO € HeoOXOAMMO OBP30 TUTPHUpAHE HA J03aTa, ce MPEANnourTa
MapeHTepalieH IbT Ha TPUIIOKEHHE — CyOKyTaHeH wu/win BeHo3eH. [Ipu mapeHTepaiHo
MPUJIOKCHNE eKBHAHANTETUYHATA THEBHA J103a € paBHA Ha €Ha TpeTa OT MpHeMaHara Ipe3
ycrata. [Ipu mpeMuHaBaHe OT OpaJHO KBbM HapeHTEpaAHO MPHUJIOKECHHE JHEBHATA 1033 Ha
opasneH morphine TpssOBa aa ce pa3fenu Ha TPH, 3a Jia Ce MOJIyYd JTHEBHATA CKBHAHAITETUIHA
nmapeHTepaliHa 1032, HO MOXKEe J1a C€ HAJIOXKH JOMBJIHUTEITHO THTPHPAHE KAKTO B IMOCOKA KBHM
yBeIu4aBaHe, Taka 1 00paTHO.
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IIpu xoHBepcHsl OT opajieH KbM IMapeHTepajeH morphine ce mpemnopbyBa OTHOCHUTEJIHATA
€KBMAHaJIreTU4YHa Mol Aa Bapupa Mmexay 1:2 u 1:3. CunHure onvouau Morar jaa ce
KOMOMHHUPAT M JIa Ce MpujIaraT €qHOBPEMEHHO C HEOITMOUIHU aHAITETULIU (ITbPBO CTHIANIO OT
creibara Ha C30).

IIpu Hanuume Ha yBpeleHa ObOpeyHa (QYHKIUS ONUMOMIHHUTE AHAITETULM ClIeABa Jla ce
npujaraT BHUMATENTHO NpU peAylupaHa 103a W yIAb/DKeH HHTepBal. Haii-Oe3omacen e
buprenophine u e onuoneH aHANTeTUK HA U300 MPU OOIHU C XPOHUYHA

O0bOpedYHa HeTOCTATHYHOCT OT cTerneH [V (ouakBaHa riiomepyiaHa dunrpamus noa 30 ml/min).

OnuounHaTta poranus (IpeMHUHaBaHE OT €QUH OMUOWJI KbM JAPYr OT CHIIOTO aHAITETUYHO
CTBIIAJNIO) € MPUMOM, eIl Ja MOJ0O0pH KOHTpoia Ha OoJikaTa W/WIM J1a BB3CTAaHOBU
MMOHOCUMOCTTa KbM JIEKapCTBEHUS MPOAYKT (JIeKapCcTBEH TosepaHc). HesaBucumo ye numcpar
yOequTeNnH! JaHHH, MOAKPEINAIlY OMUOUAHATA POTalus, TPEMUHABAHETO OT €AMH OMUOM
KbM JIpYT € YTBbP/ICHA KIIMHUYHA MTPaKTHKA.

I/IHTCpBaJ'II/I Ha IIpujiaraice 1 THTPUpPaHC Ha J03a

Jlo3uTe Ha ONMMOUHUTE AHAJTETUIM CE TUTPHUPAT TaKa, Y€ Jla Ce TOCTUTHE MAaKCUMAaIHO Obp3
xenaH edekt. TUTpupaHeTo € mpoliec, Mpu KOWTO Jo3aTa ce MpoMeHs Obp30 ¢ el Jia ce
OTIpeIeNN Ta3H, MPHU KOATO CE€ MOCTUTA HAN-A00bp aHANTETUYEH ePEeKT MPH MPUEMIUBU HUBO
Ha HexenaHu crpannynu edextu (Tadm. 6).

Crcurtennara /103a 3a KOHTPOJI Ha MpoOMBHA Oosika obwuaiiHO ce paBHsiBa Ha 10-15% ot
oOmiara JTHEBHA 71032 Ha ONMHOMIHUS aHAITETHK. B ciydail, 4e ca HeoOXOIMMH TOBEYE OT
YeTUPH CIIACHUTEIIHU JI03M 3a JICHOHOINWE, CleJ[Ba Jla C€ PEeBH3Upa M agantupa 0a30BOTO
o0e30oisBaHe ¢ 0aBHO AEMCTBAIM OMHOUIN. 3a MOCTUTAaHE Ha KOHTPOJI HaJ MpoOuBHA O0IKa
ce TpPENNnouuTaT ONMHOUIHHM aHANTeTHUIH ¢ OBpP30 HayadHO JEHCTBHE U  KpaTka
MPOIBIDKUTENHOCT Ha edekTta. Cren 3aBbpIlIBaHe Ha MEpPHOJa HA TUTPUpAHE ce MPEeMHHaBa
KbM TpHUJIaraHe Ha 6aBHO JEWCTBAIIN OMTUOHIH.

[IpenopbuBa ce MHAMBHUIYATHOTO TUTPHpPAHE HA JHEBHA aHAITETHYHA J103a J]a C€ U3BBPIIBA
ype3 mpuiaraHe Ha Obp30 jAelcTBaml (KOHBEHIMOHAleH) morphine mpu cha3BaHe Ha
MHTEPBAINTE Ha HETOBOTO MPHEMaHe — Ha BCEKH 4 yaca, a ChII0 U J1a Ce IMPEABUIN U OCUTYpH
T.Hap. CHACHUTENHA 1032 aHAITeTHK (KOSTO Ja ce TpuiIara Ha BCEKH Yac) 3a JIeYeHHEe Ha
npobuBHa 6oika. Jlo3aTta Ha peoBHO MpueMaHus 0aBHO JeiicTBall (C KOHTPOJMPAHO BBHB
BpEMETO OCBOOOKIaBaHE) OMMOU/] TPSOBA J1a C€ OMpPEaeIn, KaTo C€ B3eMaT MpPEeIBU 00IIOTO
KOJIMYECTBO ONMHOWICH AHAJITETUK, TNPWIOKEH KaTo CHACHTENHW JO03W TpU TosBara Ha
npoOuBHa O0JKa.

Jleuenue Ha cTpaHUYHU €PEKTU HA OMTUOUJTHO JICUCHUE

[Ipu XpOHUYHO OMHMOUHO JieueHUe ce HaOI0JaBaT pa3InyHU CTPAaHUYHU e()EeKTH KaTo 3ariexK,
rajieHe, MOBpbBILAHE, PETEHUHUs Ha ypUHATa, MPYPUTYC, TOKCHUYHOCT IO OTHOILIEHHE Ha
LIEHTpajlHa HEpBHA CHCTeMa, H3pa3sBalla Ce€ B CHHJIMBOCT, KOTHUTHBHM HapyIICHHUS,
oOBbpKBaHe, XaJIOUWHAIMK, MHOKJIOHMYHU T'bpuoBe W xunepairesus. HamansBaneto Ha
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J03aTa MOXke J1a 00JeKkyu pedpakTepHUTE HA JieueHHWe cTpaHuuHu edektu. Penykuusra i
MOXKE€ Jla C€ OCBILIECTBM WM 4Ype3 IMpUIAraHe Ha KO-aHAITETHLM, WM C IpWIaraHe Ha
QITEPHATHBEH TOJIX0J] HA JICYCHHE — IIPOBEXK/IaHe Ha HEPBEH OJIOK WU JbueneueHue. Jpyru
CTpAaTeTUH BKJIOYBAT MPOABIDKUTEIHO- TO MpHJIaraHe Ha aHTUEMETHUIH (MpU TMOBpPBILIAHE),
JAKCAaTUBHU CpeAcTBa (IIPU 3ameKk), TroJieMd TpaHKBWIM3ATOpu (Tpu OOBpPKBaHE) W
MICUXOCTUMYJAHTH (P CHHIUBOCT). naloxone e KpaTko JeiicTBall BEHO3EH OMHOUJCH
AHTaroHUCT, KOWTO € B CbhCTOsIHME OBP30 Ja aHTaroHusupa edexra U CHUMITOMUTE MpU
CBPBXJ03MpaHE Ha ONMOU/ICH aHAJIT€TUK.

JInueneuenue

JIpdeneueHneTo nMa CHGIII/I(bI/I‘-IHa " BaXXHaA pOJIA IMPpU o0jeKkJyaBaHe Ha 6OJIKI/I, npeaAn3BUKaHN
OT KOCTHH MCTACTAa3U, IIpHU NPEMAXBAHC HA TYMOPHA KOMIIPECHA BbPXY HEPBHU CTPYKTYPU U
IIpyu MO3BYHH MCTACTA3HU. HpI/IJ'IaFaHeTO Ha paIuOU30TOIIX 3da KOHTPOJI Ha OHKOJIOTMYHA Ooka
€ e(i)eKTI/IBHO IIpHU KOCTHU MCTACTAa3u OT paK Ha MJICUHA KJIC3a U 66J'IO,HpO6CH Pakx.

IIpu BcsAka TpyAaHa 3a KOHTPOJ C JIEKapcTBa OOJIKA OT KOCTHU METACTa3u Ce€ MpenopbyBa
KOHCYJIT C JTbYETEPAIEBT 32 IPOBEXK/IaHE Ha €KCTPAKOPIOPAIHO JTbYesieYeHUE U MPUIIOKEHHE
Ha paJItOM30TOIIH.

[Tpunoxenne Ha 6udochoHaTH NpH KOCTHA OONIKa

budocdonarure ca yact OT cTaHIapTHaTa Tepamnus 3a JEUCHHE Ha XUIEpKalIleMus U 3a
NPEJOTBpaTsABaHE Ha CKEJIET- CBbP3aHMUTE YCIOXKHEHUS NPU OHKOJOTMYHU Oosiectu. Mma
JOCTaTh4YHO JOKAa3aTeJlCTBA B IMOJKpena Ha oOe30ossBail e(peKT MpH MalUeHTH C KOCTHA
OoJika B CIIE/ICTBUE Ha METAcTa3M B KOCTU. BbIpeku ToBa Ha3HAUYaBaHETO UM He TpsiOBa Ja ce
npreMa KaTo aJTepHATHBHO Ha JieueHHe ¢ aHanreTnnu. budocdonarute ce mpemopbpyBar
KaTo 4acT OT TEPANeBTUYHHUS PEXHUM TPU TMANUEHTH ChC WM 0e3 0oJKa OT MeTacTaTHYHa
KOCTHa 00JIECT.

Jleuenue Ha HEBpOMATUYHA U PE3UCTEHTHA OOJIKa

Koraro Gonkara He ce KOHTposipa €(eKTUBHO C MOMOINTa Ha (apMaKOJIOTHYHU CPEACTBA,
MOXE HOa 61))16 NOBJIMAHHM OT MpUJIaraHe Ha HWHBA3WBHU AHCECTC3WOJOTMYHU HIIU
HEBPOXHUPYPrudecku Meronu. OrpaHudeH Opoil J0Ka3aTeNICTBa MOJIKPEISIT MPUIaraHeTo Ha
cy0 aHecTeTHYHM 11034 ketamine mpu HemoHocuma Oosika. HeBpomatnyuna 60ka Moke 1a He
ce KOHTpoiHupa €(PEeKTUBHO camMO C TOMOIITa HAa OMHOWIHHM AHAITETHIH. |pPUIIUKINYHU
AQHTHJICTIPECAHTH W TPOTHBOCTIMIIENITHUYHU JIEKapCTBa CHINO MoraT Aa ObaaT e(eKTHBHH.
Ponsita Ha aHTUKOHBYIICAHTH TpHU JICYCHHETO HAa HEBpOIaTH4YHa OONIKa BU3HMpa MICTO Ha
gabapentine W Jpyrd TNpPEACTaBUTENH OT Ta3u rpyna. HeomuowaHW WM ONUOHUIHU
aQHANTETUIIM MOTraT Ja c€ KOMOWHHpAT C TPUIMKINYHA aHTUICTIPECAaHTH W/ WIH C
antukoHByicaHTu (Ta6xn. 5). Ilpm mpuTHCckaHe Ha HEPBHH CTPYKTypH T00Bp edekT ce
rmoJty4yaBa OT npuiarane Ha ctepouu. Lidocaine u HeroBus opajneH aHajmor mexiletine ca mo-
epeKTHBHH B CpaBHCHHE ¢ Iulanebo TMpH HaMalsBaHe HAa HWHTCH3MBHOCT Ha
HEBpoONaTHYHAOO0IKA.
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HpI/I 0oIHH C HCBpOIIAaTUYHA Oonka ce nmpenopryBa JICUHEHUEC MWW C TPUOHUKINYCH

AHTUACTPCCAHT HJIM C AaHTHUKOHBYJICAHT IIPU MOHHUTOPUPAHC 3a PA3BUTHUCTO HA HCKCIIAHU

CTpaHMYHH e(heKTH.

Tabnuma 5. M30panu ajgioBaHTHU JIEKQpCTBEHUW MPOJYKTHU 3a JIEYCHHE HAa HEBpOMATUYHA

Ooska.

BemecrBo IIupoko JlekapcTBeHa Cenupamio Bapupane Ha
Pa3npocTpaHeHu | rpyna neiicTBHE JTHEBHUTE /1031
Gopmu u (mg)
rpama

Amitriptyline Tabm. 25-50 mg | AaTugenpecant | +++ 50-200

Clomipramine Tabmn. 10- 75 mg | Aatugenpecant | (+) 50-200

Nortriptyline Tabm. 10-25mg | AaTunenpecanr | + 50-100

Fiuoxetine Tabmn. 20 mg AnTHIEnpecanT | + 20-80

Duloxetine Tabm. 30-60 mg AHTHIETIpECAH + 60-120

Carbamazepine | Tabn.  200-400 | AHTHKOHBYJICAHT | + 400-1600
mg

Gabapentin Tabn. 200-300- | AnTHEIMIIENITHK | + 900-3600
400-800 mg

Pregabalin Tabn. 25-50-75- | AnTHEIMIICNTHK | + 150-600
100-150-200-300
mg

Haloperidol Kanku, tabi., | HeBponentuk + 3-20
aMITyJTH

Chlorpromazine | Kankwu, tabm., | HeBpomenTuk + 25-200
aMITyJIH,
COITY3UTOPHHU

Pedpaxrepna 6onka B kpast Ha )KUBOTA

Oxono 53-70% ot mamueHTuTe ¢ OOJIKa M3MCKBAT MPOMSHA HAa BT HA IpHUJIAra€e Ha

OMMOUIHU AHAJITCTUIU B MOCICAHUTEC MECCHU U YACOBC IPEANU HACTBIIBAHCTO HA CMbBPTTA.

ToraBa Gonkara ce ompenens kato pedpaxktepHa (TpyaHa 3a yedeHue). B Tasm cutyamms

MAJIMAaTUBHOTO CEAWPAaHC MOXKE Ja 61)}16 CANHCTBCHA BB3MOXHOCT. Yecto npujaaraHu

JICKApCTBEHH TIPOIYKTH Ca ONUOWIHHM AaHAITCTHIIM, HEBPOJICTITHIM, OCH30Ma3eITHH,
Oapoutypatu u propofol. Hanmara ce tutpupane Ha nosara. 3aabpDKATENHA € HEMPEKbCHATA

OILICHKA Ha U3IIMTBAHOTO OT OoJIHUS CTpagaHuC O BPEMC Ha Nponecca Ha CCANPAHC.

46. OHEHKA HA JIEYEBEH E®EKT IIPU CUCTEMHA

177



INPOTUBOTYMOPHA TEPAIIUA

Onenkara Ha Jie4eOHUST OTTOBOP NIPU 3JIOKAYECTBEHHM COJIUTHU TYMOPHU CE€ OCBIIECTBSIBA B
yetupu kateropuu: (1) meana pemucus (CR), (2) wactnuna pemucus (PR), (3) crabunna 6omect
(SD) u (4) mporpecupama Oonect (PD). [ledbunupanero Ha Te3W KaTErOpHUH CTaBa IO
CTaHJIapTU3UPAH AIropuThM, U3paboTeH oT EBponeiickata opranuzanus 3a U3CIelBaHE U
neyenue Ha paka (EORTC), Hanmonanuus pakoB uHctutyT Ha CAIl (NCI) u Haunonanuus
pakoB mHCTHTYT Ha KaHanckara rpymna 3a KITMHUYHHA U3THTBAHUS.

JlIokyMeHTBT, HapeueH Kpurepun 3a oreHnka Ha otroBopa mnpu coauanu tymopu (RECIST 1.1),
Ce U3I0J3Ba B OCIEAHOTO MYy OCh BpeMeHsiBaHe oT sinyapu 2009 r.

YcnoBus 3a o6pa3Ha JAUAarHoCTHKa IIpyu OLICHKA Ha neuebeH e(I)CKT

3a oueHKa Ha jeyeOeH eeKT ce U3MoI3BaT HAKOM TEXHUKHU 3a 0O0pa3Ha JUarHo3a: KOMIIOThP-
tomorpadust (KT), smpenomarHutHO-pe3oHancHa tomorpadus (IMP), mosurpoHemucnoHnHa
tomo-rpadus/kommtorep-romorpadust (PET/CT) m  MHOro psako — KOHBEHIMOHATHA
pentrenoBa rpadus (mpu pak Ha 0su1 ApoO).

[Ipu xemarouenynapeH pak, KakTo M TeMmopoTpomneH paauodapmaneBTuk (Octreoscan) B
YCIIOBHUSATA HAa ramMa CIEeKT. U HEBPOESHJOKPUHHU TYMOPH ce MpenopbyuBa oleHka ¢ Tpugdaszna KT.

OcobeHO BHHUMaHUE CE 06p1>111a Ha CJIydau, KOrato €IHa MW Cbllla TYMOpPHaA JIE3Ud MOXKE a
H3rjacxaa € pasjindCH pasMep WK OT PA3JIMYCH THII. ToBa Om MorIIO Aa c€ CJIyud, Koraro
HU3MCPBAHCTO Ha MNPULCIIHU JIE3UU CC OCBIIECTBABA C o6pa3Ha TCXHHUKA, pPa3jIndHa OT
npeaniecreamniara, uji nNpu HCIpPUICIIHU JIC3HUHU.

AKO TpH MHpPBOHAYAHO BepudHIMpaHe Ha [aJeHa TyMOpHa JIOKalIM3alus € JOoKa3aHa
muarHoctnuda croiinoct Ha KT, ocemectBeHa kato uyact ot PET/CT, mo-HaraTbk 3a
n3mepBanus no RECIST moxe na ce nznomnssa camocrositenya KT.

Meroastr Ha SIMP mputexaBa OTIMYEH KOHTPACT, NPOCTPAHCTBEHA U BPEMEBA PE3OIIOLNS,
o0aye ChABPKA MHOIO IOKa3aTeld, KOWTO 3HAYUTEIHO IOBIUSBAT BbpPXY KadeCTBOTO Ha
M300paXeHNETO, BUAMMOCTTA Ha Je3usita U u3MepBaHeTo . He ce mpenopwuBa SAMP mnpu
TYMOPH Ha IPBJEH KOII.

N3x01HO0 U3MepBaHe Ha TyMOpH

[Ipenn 3amouBaHe Ha JieueHWE TYMOPHUTE JI€3UU TPSOBa Aa ObJaT TOYHO U3MEPEHH C TIOHE €/IUH
pa3Mep (orOens3Ba ce Hail- ABATHAT AUMAMEThP B paBHMHATa HAa M3MEpBaHe) C MUHUMAaHA
BenuunHa OT: (1) 10 mm Ha KT (He3aBucumo ot tuma Ha ckeHepa) u AMP (He mo-manko oT aBa
cpe3a 1 muHUMYM oT 10 mm); (i) 20 mm Ha KOHBEHI[MOHAHA pPEHTTeHOBa rpadus (ako
Je3usTa € SICHO OIpe/esieHa U € 3a00MKoJieHa OT aepupaH Osu1 apo0). Haii- nearute auamerpu
ce cymMupar B T.Hap. cOop oT Hai-abaru quametpu (SLD).

Hewnsmepumu e3un
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TymopHHTE JIe3un ce CUMTAT 32 HEM3MEPUMH, aKO BKIItOYBAT: (i) JCNTOMEHUHTCATHN OOJIECTH,
aCIIUT, TUICBPAJICH WM MEPUKAP/ICH W3JIMB, BH3MAINTEIICH PaKk Ha T'bPIa, JUM(PAHTUT HA KOXKa
win 051 1po0, abIOMUHAITHU MacH (KOpeMHa OpTaHOMeraius, onpenencHa (pu3ukamIHo, KOsSTOo
HE MOXKE Jla C€ M3MEpU C BB3NPOM3BOIUMH OOpa3sHM TeXHHUKH); (i) OTCTpaHEHM KOCTHU U
KUCTUYHM Jie3un; (ii1) mo0aBeHa opraHoMeranms.

Onenka Ha TUMGHHI BB3IH

3a oueHka Ha TMM(eH Bb3ell ce HopMyaupaT cleHUTe onpeaeneHus: (1) HopMaleH — Kbca 0cC
< 10 mm; (ii) u3mepum (mpureneH) — Kkbca oc > 15 mm; (iii) Hen3mMepumu — Kbca oc 10-15
mm. [lpunenHusT BB3EN ce M3MepBa MO Kbcara oc (NEPHEHIMKYISIpHA Ha Hai-TbITUSL
IMaMEThP), KOATO € MO-BB3MPOU3BOIMMA U MPECKa3Balla 3a 310KkadyecTBeHa Oonect. Kbente
OCHU Ha MIPULIETHUTE TUM(PHH BB3IM MoraT a ObaaT 1o0aBeHu kbM SLD.

N3mepBaHe HAa KOCTHU JIE3UU

JIMTUYHM KOCTHHU JIE3UU C pasrpaHUuMMa MEKOTbKaHHa chcTaBka, oneHeHu ¢ KT wim SAMP,
MOJKE JIa CE CUMTAT 3a U3MEPUMH, aKO MEKOThKaHHATa KOMIIOHEHTa OTTrOBaps Ha NeUHUIUATA
3a U3BMEPUMOCT, OMIMCaHA MO-rope. biacTHUTE KOCTHU JIE3UU Ca HEU3MEPUMH.

Kuctuunu ne3un

Jleauu, OTroBapsiid Ha pPEHTreHOrpadcKU KpUTEpPHH 3a MPOCTH KHUCTHU, HEe TpsOBa da ce
pasriexaa Karo 3JI0KaYyeCTBeHH (HUTO H3MEpHMH, HUTO Heu3MmepumH). HeornpeneneHoTo
peHTreHorpagcko OmucaHue 3a ,,KHCTH Clle[Ba Ja Cce€ MpueMa 3a HEU3MEPUMHU JIE3UH.
Haxonkara 3a ,,kncTU4HA Jle3us’”’, CUMTaHa 32 KUCTHYHA METacTa3a, MOXKE Jla ce OIpeneiu 3a
M3MepUMa, aKo OTTOBaps Ha ONPEUICHUETO 32 U3MEPUMOCT. BBIpekn ToOBa aKo NPH €IUH U ChIII
MalMEeHT € HAJMIIe W HeKUCTUYHA JIe3Ws, TocleHaTa TpsiOBa 1a Obje mpeamnodeTeHa 3a 00eKT
Ha OIIEHKA.

Jle3uu, npeaABapUTETHO TPETUPAHH JIOKATHO

TYMOpHI/I JIC3UH, PA3IIOJIOKCHHU B IIPEABAPUTCIIHO o0JrbuBaHa 00JIaCT WU B 06J'IaCT, IIOAJIOXKCHA
Ha pa3JIM4HU JIOKOPCTUOHAIHU TCpalnu, OOMKHOBEHO HE CE CUUTAT 3a HU3MEPHUMHU, OCBCH aKO HE
€ JIOKa3aHa IIporpecusd B TAX.

Jle3uu, TBbpE MaJKU 32 U3MEPBaHE

Bewukn npunenan e3un (HOJAJIHU M HEHOJAAIHHU), OTYETCHU NPEAN HAdajJoTO Ha JICYCHHETO,

TpsaOBa Ja ObJAT aKTyalHO M3MEPBAHU IPHU BCSAKA IMOCIEBAIA OIEHKA, IOPU KOraTto ca MHOTO

Masiku (Hanpumep 2 mm). Obaue ako npu KT-u3cnensane npuieaHuTe JIe3UU ca TOJIKOBA CIa0H
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U HESICHM, Y€ PEHTTECHOJIIOTBT HE MOXE Ja ONpEAEIH TOYEH pa3Mep U T'M OIHCBA Karo ,,TBbPIE
MAaJIKH 332 U3MEepBaHe”, Te 1o noapazoupane TpsaOBa a ObAaT MPUETH CHC CTORHOCT 5 MM.

®parmMeHTHpaHU ¥ KOHDIyHpaIy Je3un

Koraro HeHonannu ne3un ca ¢pparMeHTUpaHU, TPSOBA a ce€ CyMHUpAT HAal-IBITUTE AUAMETPH
Ha OTJENHUTE (pparMeHTH, 3a J1a ce U34UUCIN cOOpBT Ha mpullenHara yie3us. [1o chimus HauuH,
KOTaTo JIE3UUTE KOHIyHpaT, U3MepBa ce cOOpPHT OT JUaMETPUTE Ha BCSIKa OTAETHA Jie3usi. AKO
JIE3UUTE CE CIMBAT TaKa, 4ye ca Hepa3IMYMMH, BEKTOPHT Ha HAH-IIBJITHS IUAMETHpP OU cienBaio
Jla WIIIOCTPUpa MaKCUMAJIHUSI TMaMEThp Ha ,,casTaTa Je3us’ .

JIokyMeHTUpaHe Ha U3XOHU MPUIIEITHU JIe3UU

3a mpunenHy cieABa Aa ObaaT onpeAeNeHd Hall-MHOTO J10 TeT JIe3uH (MaKCUMYM I10 JBE JIE3Un
3a opraH), KOUTO C€ MpUeMaT KaTo MPEJICTaBUTEIHH 32 BCUUKHM ydacTBaiu opranu. OT Tax ce
m3uncisiBa SLD. B Hskoum ciiydan Haii-ronsiMara Jie3us HE ce MojJaaBa Ha BB3IMPOU3BOJIUMO
M3MEpBaHE M TOraBa ce€ M30Mpa cie/Baiara 1mo rojeMuHa Je3us, KOsSTO MOXKE Jia Ce OICHSIBA
BB3IPOU3BOANMO.

JIOKyMEHTHPaHe HAa HENPULIEIIHU JIE3UU

Bb3MoxkHO € na ObJaT OmMcaHW MHOKECTBO HEMPUIETHU JIE3UH, aHTAXHUPAIIN €IWH U ChIIl
oprat noJi ¢opMa Ha €AUHCTBEH 001 00EKT (HarpuMep ,,HIKOJIKO YrOJIEeMEHU Ta30BU JUMGHU
BB3JIM WM ,,MHOKECTBEHU YEPHOAPOOHU MeTacTasu’).

HoBu n1e3un

OTKpI/IBaHCTO Ha HOBH JIC3UHU Tpf[6Ba Ja 6”]5,[[6 HCABYCMHCIJICHO, T.C. 1a HC CC ABJIKAT HAa PA3JIMKU
B CKaHUPAIMUTC TCXHUKHU, HA CMAHA B O6pa3HI/ITe noaAXoau UJIM Ha HETYMOPHH U3MCHCHU . ToBa
€ 0cO0eHO BAXXHO, KOIraTO U3XOAHUTEC MPULCTIHU JIC3UU MMOKA3BaT YaCTUYHA UJIU ITbJIHA PEMUCHS.
Bewuku cpMHUTETHH cilydyan TpSI6Ba Ja 6’bllaT IMOBTOPHO OLCHABAHMH. He)IByCMI/ICJ'IeHI/I HOBH
JIE3UHU Ca TE3U, KOHUTO CC€ Ha6J'IIOJIaBaT B aHaTOMHYHa 06J'IaCT, HE3aC€rHara B HaA4YaJIOTO Ha
JICYCHHUCECTO.

AKO NpH yCTaHOBSIBAaHE HA YaCTHYHA PEMUCHUS MM cTaOuiIHa OOJIeCT AajieHa Je3Hs U34e3Ba U ce
MOsIBSIBA OTHOBO B IO-KBCHO BpeMe, TS TpAOBa Ja MPOIBIDKH JAa Oble u3MepBaHa. B To3u
Cllydaid OTTOBOPBT HIE 3aBUCH OT CHCTOSHMETO HA APYTH JIE3UH, & Pa3MEPBT HA BBIPOCHATA
ne3us TpsiOBa na Obae BxiatoueH B SLD. Ilpu oTunTaHe Ha mbjiHAa peMHCHs TOBTOpHATA MOsBA
HA JIE3Us CE CYMTA 3a MPOrpechs. B IEeNCTBUTENHOCT MOBEYETO JIE3UH HE ,,U34€3BaT , @ HE MOTaT
Ja ce BHU3yaJlU3Mpar, 3alloTO Ca M3BBH pa3JeIUTesIHAaTa CHOCOOHOCT Ha M300pa3sBaliara
TEXHHKA.

Onpe;[eneHHe 34 II'bJIHA 1 YaCTUYHA PCMUCHU

[Ipu Hanuuue Ha U3XOJHU MPUIIETHU Je3un mbiaHa pemucuss (CR) ce mpuema Torasa, KOraTo
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Ce yJIOCTOBEpH TAXHOTO IbJIHO M34e3BaHe. BcHUKM MaToJOrMuHu JUMQHU Bb3/IU (HE3aBUCUMO
Janmy ca 00eKT, WK He) TpsOBa Ja MOKa3BaT CHIDKEHHE Ha KbcaTa oc A0 < 10 mm (cOopbT HE
Moxe 1a 0be 0, ako UMa IPULIEITHHU Bb3JIH).

[Ipu manuuume Ha u3xoaHu Henpuuennu yesun CR ce mpuema ToraBa, KOrato ce yaoCTOBEPH
TAXHOTO I'BJIHO M34Y€3BaHE M HOpMAIM3MpPaHE HA CEPYMHOTO HMBO HA TYMOPHHUTE MapKepH.
HeoOxonumo e Bcuuku nuMGHU BB3JIM Ja ca C HEMaToJOru4eH pazmep (kbca oc < 10 mm).

Yactuuna pemucus (PR) ce nepunupa xato cHmwkenue Ha SLD Ha U3XOAHUTE NPUIEITHU JIE3UU
> 30%.

Koraro nuncsa PR u Hsima nporpecust, iedeOHUAT OTTOBOP c€ OIpeess KaTo cTabuiHa 0oyiect
(SD): mepcuctupane Ha eqHa WJIM MOBeYE MPHUIETHU (UIM HENPUIEIHU) JIE3UH W/ WU
MOJUTbP)KaHE Ha HUBO HA TYMOPEH MapKep HaJl HOPMAITHU TPAHUIIH.

VIIL.Onpenenenue 3a nporpecupaiia 6oect

[Ipu manuumMe Ha U3XOTHU TPHICIHU Jie3un nporpecupama 6onect (PD) ce mpuema torasa,
Koraro e Haynuue yBenuuenue Ha SLD > 20% copsmo Hagupa (Hail-HUCKHS cOOp OT AMAMETpH,
M3MEpeH OT HAa4aJoTo Ha JICYEHUETO) U HapacTBaHe MUHUMYM ¢ 5 mm HaJ Hero. KoraTo cOopbT
€ MHOT'O MaJIbK, HApAaCTBaHE B PaMKUTE Ha JOIYCTHMa Tpellika B U3MepBaHeTo (2-3 mm) Moxe
na nosene 1o yBenuueHue ¢ 20%. 3aToBa ce Hanara JiepuHUpaHe Ha MOHATHETO HEABYCMHCIICHA
nporpecus. Henpycmuciena mporpecusi Ha ChIIECTBYBAIIM HENPULEIHHU JIE3UU C€ OIpeelis
TOraBa, Kararo:

(1) o0O1r0TO BiIOLIaBaHE HA OOJIECTTA € TOJIKOBA 3HAYUTENIHO, Y€ AOPH Mpu Hanuue Ha SD unu
PR B mpunennute ae3uu, OOLUAT TYMOPEH TOBAp € yBEIUYEH JOCTaThYHO, 32 JIa C€ HAJIOXHU
IpeKpaTsdBaHe Ha JiedeHuero; (i1) MpH JIMIca Ha u3MepuMa OOJecT NPOMEHHUTE B
HEU3MEpPUMHUTE JIE3UM Ca CPaBHUMHM C H3MEPUMO HapacTBaHE M M3UCKBAT MpUEMaHE Ha
nporpecus; (1i1) mpuMep 3a TaKOBa HApACTBAaHE € YBEJIUYEHUE Ha IJIEBPAJICH U3JIUB OT
»ciaenu” m0 ,,FONIAM”, KOETO TMPEJCTaBIsBa HApacTBaHE HA HATWYHUSA JTUM(AHTUT OT
JIOKJIM3UPAH A0 MIHPOKO Pa3sIpOCTPAHEH.

Oneuka ¢ PET/CT

[Tonsikora e yMecTHO Tpu oOIleHKa Ha mporpecus na ce wusnoisBa FDG-PET, kato
nonbinenne Ha KT. HeratuBna nauanna PET ¢ monoxutenna PET mpu mpocnensiBane e
KpUTEPUM 3a mporpecus, OCHOBaHa Ha HoBa Je3us. Jlunca na PET-uscnensane npeau
neuenue U nosioxurenHa PET npu npocinensBane nokassa ClIeIHUTE Bb3MOKHOCTH:

(1) axo monoxurtenHa PET npu mpocnensiBaHe ChOTBETCTBA HA HOBA JIOKATW3alUs Ha
Oomnectra, TOBa € mporpecus; (i) ako mosno-xku- TenHa PET mpu mpocnensBane He
MOTBBPXK/JAaBa HOBAa JIOKANW3alus Ha Oojectra, HeoOxoaumo € gombiHuTenHo KT-
u3cJeBaHe, 3a J1a ce OIpe/en Jalld UMa UCTUHCKA MPOrpecus B JajieHa o0acT (ako e Taka,
JaTa Ha Tporpecus 1e Obje narata Ha mbepBara abnopmua PET); (ii1) mporpecus nuricBa, ako
nonoxutenHa PET npu mnpociensgBaHe oTroBapsi Ha MpPEeABAPUTEIHO ChIIECTBYBAILA
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JIOKaJau3amus Ha 00JIecTTa, KOATO HE IPOrpecrpa Ha aHATOMUYHO H300pakKeHHE.
JIurica Ha oneHKa

Koraro numnca oOpa3Ho u3MepBaHE B ONpPENEICH MOMEHT OT BpeMme, MAallMeHTHT W/WIH
nedeOHUAT eekT ce kareropusupar kato HeoreHeHUd (NE). Ako ca HampaBeHH MU3MEpBaHUS
caMO Ha 4acT OT JIE3UUTE, CIy4yasT ChIIO CE CUUTA 3a HEOLIEHEH, OCBEH aKO ChIIECTBYBA
yOequTeneH aprymeHT, 4e NPUHOCHT HA JIMIICBAIIUTE HW3MEPBaHUS HIMa Ja MPOMEHU
OLIEHKaTa Ha OTroBOpa 3a aJ€HUsI MOMEHT OT BPEME.

47. ObIH ITPEITIOPBKHU B JIEYEHUETO HA OHKOJIOI'MYHO
BOJIHHN

[IpenBua MHOKECTBEHHWTE NapeHTEpPAHU MaHMITYJAIMH, 33 MOJ00psSBaHE HAa KayecTBOTO Ha
KUBOT Ha TNAalMeHTUTE M 3a YJeCHsABaHe Ha paboTara Ha MEAMLIMHCKHUS IEPCOHAI
MPETMOPBUYUTENHO € TTOCTABsIHE Ha TIOCTOSTHEH BEHO3€H KaTeThp (IIOPTaKar), 3a KOETO € YMECTHO
na ce ocurypu ¢puHancupane ot Hanmonanuara 3apaBHoocurypurensa kaca (H30K).

IIpn Bcuuku OO0JIHM, 3a KOUTO CBILIECTBYBA BB3MOXKHOCT, CE€ IPENOpPbYBAa BKJIKOYBAHE B
KJIMHUYHY WU3MUTBAHMS, KOETO € MPUETO B IEJIMS CBIT KaTO HAYMH Ha JIe4eOHO MOBEJCHHE.
BxuroueHnTe nanueHTH nojyyaBaT Hal-100py TPUKK U 110 OTHOLIEHHE Ha MPOCIIesIBaHe, U 0
OTHOIICHHE Ha JiedueHue — (aktu, Bp3npuetu B EBponelicku cbio3 u CAILLl. B To3u cmucsm,
TOBA ca Hali-OOTPHXKEHHUTE MAIMEHTH B KIMHUYHATA OHKOJIOIHS, Thil KaTO ca OCUTYpEeHU C Haii-
100po (MHaHCHpaHE 3a JOMBIHUTEIHU U3CIEABAHMS U C Hail- 10OpH CTaHAApPTHU PEXUMH 3a
ChOTBETHATA JIOKAJIU3aIIHS.

IIpn HsAKOM penKM JIOKaJIM3allMd, KOUTO HE CE€ BHU3MpPAT B MEIMLMHCKUTE CTaHIApPTH, CE
M3MOJI3BAT JIEKAPCTBEHU MPOAYKTH M PEXUMH, JOKa3zalnu e(pEeKTUBHOCTTAa CH B KIMHUYHATA
MpaKTUKa. 3aTOBa CUCTEMHAaTa aHTUTYMOpHA Tepalus 3aJbLKUTETHO TPsOBa /Ja ce MpoBexJa
caMO B CHEIUAJIM3MpPAaHUd OHKOJOIMYHM 3BEHa M CaMO OT CHEIHUAJUCTH CbC CHOTBETHA
KBaJIM(UKAIS U OTIUT.

[Ipn peauma oKanu3alWy ChHIIECTBYBAT BAJUIAUPAHU NPEIUKTUBHU OHOMapKepu, KOHUTO
WHAMBUyaIN3upar jJeueHuero. [IpenoprunutenHo € pyTHHHOTO UM HM3Clie/IBaHe, Thil KaTo 0e3
TAX € HEBB3MOXKHO NpWIaraHe Ha Hal-epeKTHBHUTE TepaneBTHYHU anroputMmu. C orien
ONTUMH3UPAHE U KOHTPOJ BbPXY TOBA CKBIIO CTPYBAIIO JICUEHHE € YMECTHO U3CIICABAHETO Ha
NPEIUKTUBHE OMOMapKepH Jla ce U3BBPILIBA B ONpeneieHn pedepeHTHH J1abopaTopuu U Ja ce
¢unancupa ot 61o0pketa Ha H30K.

ITPOBEXJIAHE HA M3YEPIIATEJIHO 'EHOMHO ITPO®UIIMPAHE HA BOJIHU CbHC
3JIOKAYECTBEHH COJIMIHN TYMOPHU

1. 3BppuIBaHe Ha MpenaHaTIUTHYHA 00paboTKka Ha OMoorHYeH Matepuan (TyMOpHa ThbKaH), C
nzonupane Ha JJHK u mpoBexmane Ha ciieBamnio MoKOJIEHHE TEHOMHO CEKBEHHPAHE ¢ XUOPUIHO
yllaBsiHEe, C Bb3MOXKHOCT 3a €IHOBPEMEHHO OTKPHBAHE HA YETHPUTE TUIA KIMHUYHO 3HAYUMU
TeHOMHHU aJTepalvii, U B JOMBIHCHHE HAa MUKpocarenuTHa HectabumHocT (MSI) u Tymopen
myTarmoneH Toap (TMB):

182



1.1. 6a3oBu 3amectBanus (myranuu), Hamp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ek3o0n 21 (L858R) myranuu;

1.2. BmbKkBanus u aeneuu, Hanp. EGFR ex3on 19 nenenun, EGFR ex3on 20 uncepuu;
1.3. mpomenu B Opost Ha konusiTa, Hanp. HER2 ammmudukanus;

1.4. rennn npenapexaanus, Hanp. ALK, ROS1, NTRK npenapexnanus;

1.5. cratyc Ha MukpocarenuTHa HectabumHocT (MSI);

1.6. ouenka Ha TymopeH myranuoHeH ToBap (TMB).

2. 3pbpiBaHe Ha peTaHAIMTHYHA 00paboTKa Ha OuooruyeH Matepuai (rnepudepHa KpbB), ¢
u3oiMpane Ha wupkynupama tymopHa JIHK, mpu mamueHtH c JurncBaiia/HeqOCTaTh4HA
TYMOpHa ThKaH WM IPH HEBB3MOXHOCT 3a MpOBEXKJaHe Ha Oworcus. [IpoBeknane Ha
CIIC/IBAIIIO TIOKOJICHUE TEHOMHO CCEKBCHHpaHE C XHOPUIHO YJaBsSHE, C BB3MOXKHOCT 3a
€JTHOBPEMECHHO OTKPHBAHE HAa YECTUPUTE THIMA KIMHWUYHO 3HAYMMH TCHOMHH QJITCPAllH, U B
JOMBIHEHHE HAa MUKpocaTenuTHa HectaOmnHocT (MSI):

2.1. 6a3oBu 3amectBanus (myramuu), Hanp. BRAF, BRCA1, BRCA2, KRAS, NRAS, EGFR
T790M, EGFR ex3on 21 (L858R) myranuu;

2.2. BmbkBanusg u aeneruu, Hanp. EGFR ex3on 19 neneruu, EGFR ex3on 20 uncepiuu;
2.3. mpomenu B Opost Ha komnusTa, Hanp. HER2 ammmduxanms;

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

2.5. craryc Ha MUKpocartenuTHa HectabuiaHocT (MSI).

3. JlokyMeHTHpaHEe M TMpeAOoCTaBsSiHE Ha pe3yJTaTUTe OT IMPOBEIECHOTO U3CJIEABaHE Ha
ManueHTa/MeIMIMHCKNS CHEIUATUCT B IMOJKpENa Ha B3EMAHETO Ha PEUICHMs 3a JeUeHUe —
npeocTaBsiHe Ha MHGoOpMalus 3a FeHOMHMs NpOQHJI Ha MALMEHT, KaKTO M 3a CBbp3aHHUTE
TapreTHU Tepanuu U UMyHOTEparuH.

HpOBC)KILaHeTO Ha U349eprnaTeJiHoTO rCHOMHO HpO(I)I/IHI/IpaHC € BdXXHA CTBIIKA HAIIPEH, TBhU KaTO
JaBa JOCTBII 10 I/IH(l)OpMaIII/ISI 3a TCHOMHMUA HpO(bI/IJ'I Ha ManueHTa Ha JOCTaBUMIUTEC HA 3ApPaBHU
I'pUXu B €HUH NOKJAH, ITO3BOJIsIBA M30SATBaHETO Ha IIY6J'II/IpaH_[I/I OuoICHH U YJICCHsABA 6’bp31/I$[
JOCTHII 10 MHOBATHBHHU MCIUIITMHCKHU TCXHOJOTHHU.

ITauuenTture noJjrydyart H0'6”bp3 U HAaBpCMCHCH HOOCTBHII 0 HMHOBATUBHU TCEXHOJOIMH, KOUTO
ocurypsBar HO-C(I)CKTI/IBHH. JAUArHOCTUKA U JICHCHHUEC HA JKUBOTO3aCTpaliaBaliu Uin H606paTI/IMO
HWHBaJIUU3UpaAIn 3a6OJ'[$IBaHI/I5[, 3a KOUTO HsiIMa O)IO6pGHO JICYCHUE, HUJIM KOWTO Ipeajiarat
SHAYUTCIHU NPCAUMCTBA NP ChIICCTBYBAIIIUTEC OI[O6pCHI/I AJITCPHATHUBHU.

48. NPOCJIIEASABAHE HA BOJIHU CBHC 3JIOKAYECTBEHU
COJIMIHU TYMOPU

[IpocnensiBaHeTO Ha MAIMEHTH CbC 3JI0OKAUYECTBEHU COJHUIHU TYMOPH BKJIIOUBA CJIETHHUTE
kareropuu: (1) HOBOJIMArHOCTUIIMPAHU OOJHU B paHEH CTAJUi, MPOBEIN XUPYPTUUHO JICUCHUE
U 3aBBPIIMIM aJIOBAaHTHA XUMMOTEpAIus W/WIK JbuernedeHue; (2) HOBOAMArHOCTUIMPAHU
0O0JHM B aBaHCUpaJl CTaJWM{, MPOBENU JMHUM HA CHCTEMHA Tepamusl W/WIN JIbYeliedeHHE C
OTYMTaHE Ha CTAOMIHA OOJECT WU peMucus; (3) HOBOAUATHOCTUIIMPAHU OOJIHHM C paHEH WU
aBaHcHUpad CTaJui, TPOBEXJAmM aMOynaToOpHO JiedeHHe (OMOJOTUYHO, EHAOKPHHHO,
UMyHOTEepanus u 1p.); (4) 60JHM C TEPMUHAIHU CTaJuU Ha OoJecTTa, MOKa3aHU caMo 3a Haid-

I00pH MOIbPKAIIM TPYKU (MaTuaTHBHA Tepanusi npu HeoOxoaumocT). [IpocnensBanero ce
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OChIICCTBABA OT CIICHUAJIHUCTH, pa60TemH B Pa3JIMYHUTE KaTEropuu OHKOJOI'MYHH Jie4eOHU

3aBeneHus. CbCTOM c€ OT MEPUOAWYHM KOHTPOJHHU Mperjaeau (BU3HUTH),

CHCI_[I/I(bI/I‘-IHI/I MaKeTUu OT KOHTPOJIHU H3CJICABAHUAA.
JIOKaJIM3allu1 Ha COJIMIHHN 3JIOKaYCCTBCHHU

BKJIFOYBAIIHU
N3cnenBanusAta Ipu  Pa3IudHUTE

TYMOPU U NCPUOAUTE, NPE3 KOHUTO BCAKO OT TAX CC€ pCain3npa, €Ca H3JI0XKCHHU I10-HOTY B

TaOJIMYHA (bopMa. ITocouenure AJITOPUTMU Ha IIPOCICAABAHE HE Ca 3aAbJDKUTCIIHHU, UMarT

MPENOPBYUTENICH XapaKTep W BHHArU MOraTr Ja ce MOAU(UIUpAT cropen cnenudukara Ha

IHalueHTa U HErosara OouecT.

Jlokanu3anusa — u3ciaeaBaHus

‘ HepI/IOII Ha KOHTPOJIHU BU3HUTHU

KapIIl/IHOM Ha rjiaBa m musi

AnamHesa u (1)I/IBI/IK8.J'IHO HU3CJICABAaHC

2 Mecela

PenTrenorpamMa Ha CHHYCH/TPBJICH KOIII

2 Mmecena

CT na cuHycH, TpBJEH KOIII

ITpu HEoOXxoaMMOCT

SPECT/CT(Koctna cuunTHrpadms)

12 Mecenia 3a MbpBUTE 5 TOIUHU

PET /CT

12 mecena 3a IbpBUTE S TOIUHU

MRT [Tpu HeoOxoaumocT
KpbBHa kapTuHa 2 mecena
ASAT, ALAT 2 Mecelia
Cep. ypesi, KpeaTUHUH 2 mecerna
Cep. o011 mpoTenH 6 Mecena
Cep. tupeotpornen xopmoH (TSH) 6 mecena

Kapuunom Ha repaa

AHaMmHe3a U QU3UKAIHO U3CIIE/IBaHE 6 mecena
PeHTrenorpama Ha rppJeH Kol 6 Mecena
CoHorpadust Ha KOpEMHH OpraHu 6 Mecena

PET/CT

12 Mecenia 3a MbpBUTE S5 TOIUHU

CT Ha rppJeH KOII ¥ KOPEMHH OPTraHU

12 mecerna 3a IbpBHUTE 5 TOJUHU

SPECT/CT

12 Mecena 3a mbpBUTE 5 TOUHU

MRT [Tpu HeoOxoauMocCT
Mawmorpadus 1 roguna
Tymopen mapkep CA 15-3 6 Mecena
KpbBHa kapTHHa 6 mecena
ASAT, ALAT 6 Mecera
Cep. ypest, KpeaTUHUH 6 mecena
Cep. 0011 mpoTenH 6 Mecena
Koncynt runekosnor 6 mecena

Kapuunom Ha 05151 1p00

AHamHe3a U (U3UKAITHO U3CIIeIBaHE 2 Mecela
Pentrenorpama Ha rpbIeH KOIII [Ipu cumnromarrka
Conorpadust Ha KOpEMHU OpTraHu 2 mecena

PET/CT

12 mecena 3a IbpBUTE S TOIUHU
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CT na rpbaeH Koul 1 abIoMeH

12 Mecenia 3a mbpBUTE 5 TOUHU

SPECT/CT

12 Mecenia 3a mbpBUTE 5 TOUHU

MRT [Tpu HeoOxoaumocCT
KpbBHa kapTHHa 2 mecena
ASAT, ALAT 2 Mecelia
Cep. ypesi, KpeaTUHUH 2 mMecena
Cep. o011 mpoTeuH 4 mecena

Kapuunom Ha XpaHOnpoBo

AnamMHe3a 1 QU3MKAIHO U3CIIEIBAHE

6 Mmecena

PGHTFCHOFpaMa Ha I'pbACH KOII

6 Mmecena

®ubpoonTtruHa €30¢haroracTpocKonus

ITpu HEoOXoaMMOCT

CT Ha rpbaen ko, abgomMeH

12 Mecenia 3a MbpBUTE S5 TOIUHU

Koctna cuuaTHTpadus

[Tpu HEeoOxonuMoCT

MRT

ITpu HEoOxoaMMOCT

KapIII/IHOM Ha CTOMax

AHamHe3a 1 GU3UKATHO U3CIIE/IBaHE 4 mecena
PenTreHorpama Ha rpbJieH KOLI 4 mecena
Conorpadus Ha KOpEMHH OpraHu 4 mecena

PET/CT

12 Mecernia 3a MbpBUTE S5 TOIUHU

CT Ha rpbaen ko, abgomMeH

12 Mecernia 3a MbpBUTE S5 TOIUHU

KoctHa cuunTUrpadus

[Tpu HEeoOxonuMoOCT

MRT [Tpu HeoOxoaumocT
E3odaroractpockonust 1 roguHa
KpbBHa kapTrHa 4 mecena
Cep. Butamux B12 1 ronuna
ASAT, ALAT 4 Mmeceria
Cep. ypesi, KpeaTUHUH 4 mecerna
Cep. 0011 poTenH 4 mecena

XenarooujuapeH KapuuHoM

AHnamHe3a 1 QU3UKATHO U3CTIe/IBaHe 3 Mecena
Conorpadust Ha KOpeMHH OpraHu 3 mecena
PenTrenorpama Ha rpbJIeH KOII 6 mMecena

CT Ha rpbaeH ko, abgomMeH

12 mecena 3a IbpBUTE S5 TOIUHU

KoctHa cuunaTUrpadus

[Tpu HEoOXxonUMOCT

MRT [Tpu HeoOxoauMocCT
Tymopen mapkep AFP 3 mecena
KpbBHa KapTHHA 3 Mecena
ASAT, ALAT 3 Mmecena
Cep. 6munpyOuH (00111, AUPEKTEH) 3 Mmecema
Cep. ypesi, KpeaTUHUH 3 mecena
Cep. o011 mpoTenH 3 Mmecema
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A/IeCHOKapUMHOM Ha MaHKpeac

AnamHe3a 1 GU3UKAITHO U3CTIeIBaHE 4 mecena
CoHorpadust Ha KOpeMHH OpPTaHH 4 Mmeceria
CT Ha rpbaeH ko, abgoMeH 6 Mecelia

Koctna cuunturpadus

[Tpu HeoOxoaumocT

MRT

[Tpu HeoOxoaumocT

Tymopen mapkep CA 19-9 6 mecena
KpbBHa KapTHHa 4 mecena
Cep. rimroko3a 4 Mecera
ASAT, ALAT 4 Mmecerna
Cep. OunnpyOuH (00111, AUPEKTEH) 4 mecerna
Cep. ypesi, KpeaTUHUH 4 mecena
Cep. oOu1 mpoTenH 4 Mecera

Kapuunom Ha 0b0pek

AHaMHe3a 1 (pU3HKAIHO U3CIIEABaHE 4 mecena
Conorpadust Ha KOpEMHH OpTaHu 4 mecena
PenTrenorpama Ha rpbJIeH KOII 6 mecena

CT na rpbaeH xoi, abJoMeH, Ta3

HenocpencteeHo cienonepaTuBHO, MEXY 2-
6 MeceI] OT oreparus- Ta ¥ ciie] ToBa Ha
BCEKH 6 Mecena

SPECT/CT 12 Mecena 3a mbpBUTE 5 TOAUHU
MRT [Tpu HeoOxoaumocT

Tymopen mapkep LDH 6 Mecena

KpbBHa kapTrHa 4 mecena

ASAT, ALAT 4 Mmeceria

Cep. ypesi, KpeaTUHUH 4 mecena

Cep. 0011 poTenH 4 mecena

Cepymen kanuui 6 mecena

Kapuunom Ha 1e6esio M mpaBo 4epBo

AHnamHe3a 1 GU3UKATHO U3CTIe/IBaHe 4 mecena
PentrenorpamMa Ha rppaeH Kol 12 mecena
Conorpadust Ha KOpEMHU OpraHu 4 mecena
CT na rpbaeH xoi, abOMeH, Ta3 6 Mecela

KoctHa cuunaTUTrpadus

[Tpu HEoOXxonUMOCT

MRT [Tpu HeoOxoaumocCT
Kononockomus 1 ronuHa
Tymopen mapkep CEA unu CA 19-9 4 mecena
KpbBHa kapTHHa 4 mecena
ASAT, ALAT 4 mecena
Cep. ypes, KpeaTUHUH 4 mecena
Cep. o011 mpoTenH 4 mecerna
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Kapuunom Ha stiiyHUK

AHamHe3a U (U3UKAITHO U3CIIeIBaHE 1 ronuHa
Pentrenorpama Ha rpbeH KOIIT 1 ronuHa
Conorpadust Ha KOpEMHH OpTraHu 3 mecena
CT Ha rpbaeH ko, abioMeH, Ta3 6 Mecelia

Koctna cuunturpadus

[Tpu HeoOxoaumocT

MRT

[Tpu HeoOxoauMocCT

Tymopen mapkep CA 125 3 mecena
KpbBHa kapTHHa 3 Mecena
ASAT, ALAT 3 Mecena
Cep. ypes, KpeaTUHUH 3 mecena
Cep. o011 mpoTenH 6 Mecena

Kapuunom Ha MaTOYHA IIHIKA U eHAOMETPHUYM

AHaMHe3a 1 (pU3HKAIHO U3CIIEABaHE 1 ronuHa
Pentrenorpama Ha rpbJieH KOII 1 ronuHa
Conorpadust Ha KOpEMHH OpTaHu 3 mecena

PET/CT

12 mecena 3a IbpBUTE S TOIUHU

CT Ha rpbaeH ko, abioMeH, Ta3

6 Mmecena

Koctha cuunturpadus

12 Mecernia 3a MbpBUTE S5 TOIUHU

MRT

[Tpu HEoOXxonMUMOCT

KoHcynT runekonor 6 Mecena
Huronamaska (Pap-tecr) 6 Mecena
[{ucTockonus/mpoCTOCKONUS ITpu HeoOXxonuMoOCT
KpbBHa kapTrHa 6 Mecena
ASAT, ALAT 6 Mecera
Cep. ypes, KpeaTUHUH 6 Mecena
Cep. o011 mpoTenH 6 mecena

Kapuunom Ha nuKo4YeH Mexyp

AHnamHe3a U GU3HKAIHO U3CIIEIBaHE 3 mecena
Conorpadust Ha KOpEMHU OpTraHu 3 mecena
PenTrenorpama Ha rpbJIeH KOII 6 mecena
KoncyaT yposnor 3 Mecena
[ucTockomnus 3 mecena
MexypHa nuToI0rHs1/Onorncus 3 Mecena
YpunapHa HUTOJIOTHA 6 mecena

CT na rpbaeH xoii, abJOMeH, Ta3

[Tpu HEeoOxonuMoOCT

Koctha cuunturpadus

[Tpu HeoOxoauMoCT

MRT [Tpu HeoOxoauMoOCT
KpbBHa KapTHHA 3 Mecena
ASAT, ALAT 3 Mmecena
Cep. ypesi, KpeaTUHUH 3 mecena
Cep. o011 mpoTenH 6 Mecera
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KapuuHoMm Ha mpocTaTHa KJjie3a 1 TeCTHC

AnamHe3a u GU3HUKAIIHO U3CIIeIBaHE 3 Mecena
Conorpadus Ha KOpEeMHH OpraHu 3 Mecena
PenTrenorpama Ha rpbJeH KOl 12 mecena

Koncyat yponor 6 Mecena

CT Ha rpbaeH ko, abioMeH, Ta3 6 Mecelia
SPECT/CT 12 Mecena 3a bpBUTE 5 TOTUHA
MRT [Tpu HEOOXOAUMOCT
Tymopen mapkep PSA 3 mecena

Tymopen mapkep AFP 3 mecena

Tymopen mapkep beta-hCG 3 Mmecena

Tymopen mapkep LDH 3 mecena

KpbBHa kapTuHa 3 mecena

ASAT, ALAT 3 Mecena

Cep. ypes, KpeaTUHUH 3 mecena

Cep. o011 mpoTenH 6 mMecena

Jlerenpa: SPECT/CT; PET/CT; CT — xkommorbp-Tomorpadus; MRT — MarHuTHOpe30HaHCHA
tomorpadust; LDH — nakrat-nexuaporenasa; ASAT — acnaprar-amuHorpanchepasza; ALAT
— ananuH-amuHoTpaHcdepasa; CAE — xkapuumHoemMOpuoHaneH aHtureH; PSA —
npocrarocnenuduuer antured; AFP — anda-deronporenn; hCG — dYoBemku XOpUOH-
TOHA/IOTPOITNH

49. TIPUJIOKEHUS

MASCC (Multinational Association of Supportive Care in Cancer) ToukoBa crucTeMa/MOzen
3a OIIEHKA Ha PUCK OT WH- (PEKITNH.

Kpurtepun Touku

CreneH Ha yBpeKIaHe

e (€3 WM JIEKU CUMIITOMU

® CpC€AHU CUMIITOMH

bes xumnoronus

bes XObb

be3 mpenxoxmama GyHruanna HHQEKIHs

bes nexunparanus

AMOyIaTOpHO HaYajIo

NWWhAMoOHwW Ol

Bw3pact < 60 ronunun
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AnTHOaKTepuannu JekapcTsa npu Gram-rmo3uTHBHUA NATOT€HU.

e Vancomycin 15 mg/kg I.V. Bcekn 12 vaca

e Teicoplanin
e Linezolid

e Daptomycin 4-6 mg/kg I.V.
e Quinupristin/Dalfopristin

400 mg 1.V. eqrokparno (repBu aeH 2 x 400 mg)
600 mg P.O./1.V. Bceku 12 gaca

7.5 mg/kg Bceku 8 yaca

HInpoKoCIEKTHPHY JIeKAPCTBA M TAKNUBA 32 KOMOHMHUPAHO JIeYeHHeE.

Cefepime

2 g I.V. Bceku 8 yaca

Ceftazidime

2 g I.V. Bceku 8§ yaca

Ceftriaxone

2 g/aHEeBHO

Imipenem/cilastatin

500 mg I.V. Bceku 6 yaca

Meropenem

1 g LLV. 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 unu 400 mg
[.V. Bceku 8-12 vaca

Levofloxacin

500-750 mg P.O. wim 1. V. qaeBHO

Clindamycin

600 mg P.O. Bceku 8 yaca

Amoxicillin/Clavulanate

1000 mg P.O. Bcexu 12 gaca

AMMHOIJIMKO3UIH

e Gentamycin

HauaiHa j03a 2 mg/kg, nocnensana ot 1.7
mg/kg Bceku 8 yaca;

3-5 mg/kg B kpatka uHdy3us 3a 30-60
min/gHeBHO

e Tobramycin

HavyayHa 103a 2 mg/kg, mocnensana ot 1.7
mg/kg Bceku § yaca;

3-5 mg/kg B kpatka uH}y3us 3a 30-60
min/JTHEBHO

e Amikacin

7.5 mg/kg Bceku 12 h; 15 mg/kg (make. 1.5
g/nHeBHO) B KpaTka uHdysus 3a 30-60 min/
BE/IHBK JTHEBHO

Metronidazole

75 mg/kg LV. Bceku 6 h; 250-750

mg/HeBHO Ha 3 mpuema

Azitromycin

0.5 g/mueBno 1.V.; 0.5 g P.O. mepBu 1eH,
nociaensano ot 0.25 g/nHeBHO

Trimetoprim/sulfamethoxazole (TMP/SMX)

20 mg/kg (TMP) L.V./P.O. Ha 6 yaca npu
Pneumocystis jiroveci THEBMOHUS

AHTH(YHIaTHH JIEKaAPCTBa
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A30Jn

Fluconazole

400-800 mg/mueBno 1.V./P.O.

Itraconazole

200 mg I.V. Bceku 12 yaca % 4 no3u,
nocneaBano ot 200 mg/AHEBHO;

400 mg/mueBHo P.O.

Voriconazole

6 mg/kg V. Bceku 12 waca x 2 no3w,
nocienBano oT 4 mg/kg Bceku 12 4gaca;

200 mg/nueBno P.O.

Posaconazole

Cnacsama tepanus: 4 x 200 mg P.O.,
nocsensana ot 2 x 400 mg P.O.

[MIpopmmaktuka: 3 x 200 mg P.O,;

AMdpote

puuuH B

Amphotericin B desoxycholate

0.5-1.5 mg/kg/nueBHo

Liposomal amphotericin B

3 mg/kg nHeBHO

Amphotericin B lipid complex

5 mg/kg nHeBHO NpY MHBA3UBHA IJIECEH-
nH(peKIus

ExuHOKaHANHHA

Caspofungin

70 mg I.V., nocneasano ot 50 mg/nHeBHO
I.V.; mpu acnieprumnosa 70 mg/ nuesHo [.V.

Micafungin

100 mg/nueBno 1.V. npu kanauaemus u 50

mg/naeBHo [.V. 3a npodunaktuka

AHTHUBHDYCHH JIEKAPCTBA

e Acyclovir  5-10 mg/kg I.V. Bceku 8 ywaca; 200-800 mg P.O. 2-5 nbTu THEBHO
e Valacyclovir 500-1000 mg Bceku 12 uu 8 yaca
e Famyclovir 500 mg Bceku 12 nnu 8 vaca
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