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CHucok coKpalneHuu

ECOG — mikana onpezeneHus cratyca naiydeHTa
TRAP — raprparycroiiuuBas kucnas pocdarasza
BKIJI — Bos10CaToOKIIETOUHBIN JIEHKO3

BO3 — BcemupHas opranuzainus 31paBoOXpaHEHUs
NI'X — *MMYHOTHUCTOXUMUYECKOE UCCIIEOBAHNE
KT — xommerotepHas Tomorpadust

JIYV — numdarnueckuit y3en

Mytanus BRAFV600E — rerepo3urotHas mytauus reHa BRAF, npuBojsilas K aMUHOKUCIOTHOM
3ameHe VOOOE

** _ JKM3HEHHO HEOOXOAMMBIC U Ba)KHEUIIIE JIEKApCTBEHHBIC TIPemapaThl

# - npcerapar, HpHMGHHI-OH.[HfICH HC B COOTBCTCTBHH C IIOKA3aHHUAMH K IIPUMCHCHUIO U
MIPOTHUBOIIOKAa3aHUAMU, criocodoaMu NPUMCHCHHA W 1O03aMH, COACPKAIMMMHUCA B HWHCTPYKOHUHU II0

IPUMEHEHHIO JIEKapCTBEHHOTO Tpenapara (odd-neiio)



TepMuHBI U onIpeaeICHUS

NmmyHopeHoTUIHPOBaHHE (METOAOM MPOTOYHON IIUTOMETPUM) — OTNpeesieHne (PEeHOTHUIIA KIETOK
myTeMm BblsiBlieHUs1 Ha HUX CD-mapkepoB (kiactepoB qudpepeHurnpoBKr) B KUIAKOM 00pasie (KpoBb)

WJTU CYCTICH3HMH KJIETOK (KOCTHBIN MO3T, OMOJIOTHYECKUE KUIKOCTH).

NMMyHOrucToXuMH4YecKoe MCCIe0BaHUe — UCCIe0oBaHue (PeHOTHUNa KIIETOK MyTeM OIpeIesICHHs
CD-mapkepoB Ha TBepAbIX oOpasmax (mapaduHOBBIX Onokax) OWonTara KOCTHOTO MO3ra WU
CEJIC3EHKH.

HNurepdepon a — unrepdepon anbda-2a** nnu unrepdepon anbda-2b**

Onpenenenne myraunu BRAFV600E — monekynsipHOe HCCienOBaHWE, BBISABIAIONICE HanOolee

yacTblid BapuanT BRAF-myTanmii ¢ 3ameHoi BanuHa Ha iyTaMuH B kogoHe 600.
CJ1IeH3KTOMUS — YJIaJIeHHUE CEeNEe3eHKH (JIanapOCKOMMYECKU WK B XO/I€ MOJIOCTHON ONepaium).

TpenanoOuoncusi — mpoleaypa MojaydeHus oOpasila KOCTHOTO MO3ra TPENaHallMOHHOW HWIJION H3
rpeOHs MOJIB3/I0ITHONM KOCTH Ta3a.

H)’HKHI/IH KOCTHOI'0O MO3ra — rnpoucaypa nojay4cHu: 06pa3ua KOCTHOI'O MO3ra crernyajabHOM UIJION U3

TPYAUHBI WU TPEOHS MOAB3IOIIHON KOCTH.



1. Kparkast ungopmanus

1.1. Onpenesienne 3a00/1eBaHUs UM COCTOSTHUS (TPyNnbl 3a00/1eBaHUNA WJIH
COCTOSIHMH)

Bonocaroknerounsiii neiko3 (BKJI) — penkoe xponnueckoe B-kimetounoe mumdonponudeparuBHOE
3a0oJieBaHue, B OOJBIIMHCTBE CIy4yaeB IMOpakarollee KOCTHBIM MO3T U cene3eHKy. Ero cybcTtpatom
ABIIAIOTCS JTUM(OUTHBIE KIETKH C XapakTepHOW Mopdonorueil (KpymHble pasMepbl, OKpYyIIioe sapo,
BBIPOCTHI-CBOJIOCKM» ITUTOIJIA3MbI, OT KOTOPBIX MPOHM3OILIO Ha3BaHWE 3a00JieBaHUsA) U OCOOBIM
denorumnom [1,2].

1.2. Trosorus u narorexHes 3a00/1eBaHUs UJIM COCTOSIHUSA (TPYyNIIbI
3200J1eBAHUN WM COCTOSTHUI)

Otuonorus BKJI, kak u mpounx Ielko30B, HEM3BeCTHA. B marorene3e 3a0ojieBaHUS BAXKHYIO POJb
urpaet aktuBupytomas mytaius VO0OOE rena BRAF [3].

1.3. dnuaeMuo0rust 3200/1eBaHUs UM COCTOSIHUSA (TPyNIbI 3a00/1eBAHUN HJIU
COCTOSIHMH)

BonocarokneTouHslii J1€MK03 COCTABIAET NPUMEPHO 2 % OT BCEX JIEUKO30B B3pOCIBIX U 8 % OT Ipyrux
XPOHUYECKUX JUMPONpon(epaTuBHbIX 3a001€BaHUI. DTOT BUJ JIEMKO3a Yallle BCEro BCTPEYaeTCs
Cpe MY>XYUH CpEeIHEN BO3PACTHOW I'PYMNIbI (COOTHOIIEHHE MYKYMH U KEHIIUH cocTaBnseT 2—4:1,
BO3pacT maiueHToB — Oosiee 50 yieT), oMHAKO U3BECTHBI Cydan 3ab0neBaHus B MoiogoM (Monoxke 30—
40 net) Bo3pacrte [4].

1.4. Oco0eHHOCTH KOAUPOBAHUA 3200/ 1€ BAHUA UM COCTOSAHUSA (TPYyNIIbI
3a00/1eBaHM i WJIH COCTOSIHIT) 10 MEKAYHAPOAHON CTATHCTHYECKOH
kjaaccupukannm 00Jie3Hell U nMpodJieM, CBA3aHHBIX CO 310POBbEeM

C91.4 BonocaroKJI€TOYHBII JIEUKO3

1.5. Knaccudgurkanus 3a00/1eBaHUA WM COCTOAHUSA (TPyNnbl 3200/1eBAaHUNA WIH
COCTOSTHU M)

Ob6menpunsroit kmaccupukanuu BKJI He cymectByer, OOBIYHO BBIACHSIOT HAYaJIbHYIO U

pa3BepHyTYI0 (ha3bl BIEPBBIC BBISIBICHHOTO 3a00J7€BaHUS, PEMHUCCHIO (MOJHYIO WJIM YaCTUYHYIO),



penuauB (paHHHUK WUTH TTO3IHHH ), pE3UCTEHTHOE TeUCHUE 3a00ICBaHMUS.

1.6. KnuHuveckasi kapTuHa 3a00/1eBAaHUS UM COCTOSIHUS (TPYIIIbI
3200J1eBAHUN WM COCTOSTHUI)

Knunnueckune nposieienuss BKJI MoryT BapsupoBaTh OT MUHMMAJIBHBIX HJIM BOOOIIE TOTHOCTHIO
OTCYTCTBOBaTh (Torga 3abosieBaHUE SBISETCS CIIy4ailHOM HaXOIKOM mpu 0OCIeAOBaHUM) 10
BBIPAYKEHHBIX CUMIITOMOB cruieHomeranuu u ruronennu [S]. Jdns BKJII xapakrepHbl nelkoneHus: ¢
HEUTPOTICHHEW W MOHOILIMTOTICHHUEH, a TaKkKe aHeMusi u TpomOoumronenus. B 95 % cinydaeB B kpoBu
NaIeHTOB OOHAPYKUBAIOT XapaKTepPHbIE «BOJIOCATHIC)/«BOPCUHYATHIE» JTUM(OIUTHI, HO KOJIMYECTBO
UX MOXeT ObITh paznuuHbiM. Tunuuno s BKJI yBenuuenue cene3eHKH — OT HE3HAUUTEIBHOTO 0
TUTAaHTCKOTO, OJHaKo BcTpewatoTcs BapuaHThl BKJI 06e3 cruienomeramuu. OuaroBoe MopaskeHHe
cene3eHkn He xapaktepHo ansi BKIJL. Yeenmnuenus nepudepryecknx numparndeckux ysnos (JIY) mpu
BKIJI Her, HO y 15-25 % nanueHToB BbIsiBIIsieTC yBenuueHue Bucuepaibubix JIY. I[Ipu obHapyxenun
yBEJIMYEHUS BHYTPUTpYAHbIX JIY HE00X0auMO UCKIIIOUUTH TyOepKyse3Hoe nopaxenue. Knmnuueckue
CUMIITOMBI ITUTOTICHUH (OHO-, ABYX- HJIA TPEXPOCTKOBOI) 3aBUCAT OT CTENICHU €€ BHIPAXKEHHOCTH, HO
B LIEJIOM aHEeMHsI TIOAONTY ObIBaeT KOMIIEHCHPOBAHHOM, TPOMOOILIUTONIEHUSI YAaCTO OECCUMITTOMHAS UJIH
C YMEpPEHHO BBIPAKEHHBIM TI'€MOPpPAru4ecKuM CUHAPOMOM. (OCHOBHOE JKM3HEYTPOKAOLIEE
ocnoxuenre BKJI — BocnanutenbHO-MHGEKIIMOHHBIE TPOLIECCHI, CKJIOHHBIE K CENTHUYECKOMY TEUEHUIO
u abcuenupoBanuto. Heliponeitkemus He xapaktepHa ans BKJI, MeHuHreansHbie CHMIITOMBI TPEOYIOT
UCKJIIOUEHHUS] OaKTepuajJbHOIO0, BHUPYCHOTO WM TYOEpKYJ€3HOrO MEHUHIUTa. MOHOKJIOHAJIbHAs
cekperusi npu  BKJI BcTpeuaercs penko (10-15 % cmydaeB), B OCHOBHOM TIpeICTaBjICHA
HE3HAUYMTEIIPHOM/CIIEIOBOM CEKpelnueil MmapanpoTenHa kiacca (G, OJHAKO BCTPEUANOTCS CiIydau
knaccudyeckoro BKJI ¢ monoxmonanmsHOM cekpernmeir 20-30 1/1. Crnemududeckoe MOpakeHUE
HenuMmparnueckux opranoB npu BKJI Bcrpewaercst peako, KIMHUYECKash KapTUHA MPU 3TOM MOXKET
OTCYTCTBOBATh WJIM 3aBUCHUT OT JIOKAJIU3ALUU TOpaxeHs (KoXKa, KOCTH, JIETKUE, MOYKH, [IEHTpaJbHas
HepBHas cuctema). MckmrouenneM ciayxuT cnerududeckas nuddysnas numbonaHas nHOUIBTpALU
nedyeHu, Bcerna npucyrerByromas npu BKJL, HO 00blYHO He mpuBojsmas K YBEIMYEHUIO WIIU
HapywieHuto ¢yHkuuum oprana. Kpaitne penko mnpu  BKJl  BcTpewaercs  u30nuMpoBaHHOE
IKCTpaMEAYIUIIPHOE TTOPAXKEHUE, HATTPUMEDP MOPAKEHUE OCEBOTO CKeneTa (IM03BOHKU, KPECTEIl, Ta3) €
MSTKOTKaHHBIM KOMIIOHEHTOM. Hanuuue sKCTpaMmenyuisipHOro ouara HOpPaKeHUs JOJKHO ObITh
BepuduimpoBaHo  MOp(oJOTHUUECKUM, HUMMYHO(MEHOTUIIUYECKUM  (MPEANOYTUTENIBHO)  WJIU
ummyHorucroxumudeckum (UI'X) uccnenopanuem, B ciydae M30JUPOBAHHOTO SKCTPAMEAYILIIPHOTO
nopaxeHust (T. €. IpU OTCYTCTBHM mpodeil tunuuHo kaptunsl BKJI) — ompenenenuem myrtanuun
BRAFV600E.

YacToTa BCTpeuaeMOCTH KIMHUKO-TabopaTopHbIX nposiBiiennii BKJI:

e cruieHoMmeranus —y 80 % mainueHTos;
e neiikoneHus —y 70 % naueHTos;
e HeuTponeHnus —y 75 % nanueHToB;

o MoHonuToneHus —y 90 % nainueHToB;



«BOJIOCATHIE)» TUM(OIIUTHI B Ma3kax nepudepudeckoit KpoBu —y 95 % manueHTos;
tpomOonuTornenus — y 80 % manueHTos;

anemus —y 70 % manueHToB;

abmomuHanbHas nuMdanenonarus —y 15-25 % manueHTos;

MOHOKJIOHaJIbHas rammanarusi —y 10 % nanueHTos.



2. Jlmarnocruka

Mnozcue pexomenoosanHvie Memoobl OUACHOCMUKU 3A001e8aHUS U CBA3AHHLIX C HUM COCMOAHULU
UMEm 02PAHUYEeHHYI0 00Ka3amenvHylo 6a3y (6 coomeemcmeuu co WKAIaMu OYeHKU YPOBHs
docmogepHocmu  00KA3amMenbCms U YPOoGHs YOeOumenibHOCmu  PeKOMeHOAyull) no npuduHe
OMCymcmeus. NOCEAUJEHHBIX UM KIUHUYeCKUx uccieoosanuu. Hecmomps ma smo, onu saensomcs
HeoOX00UMbIMU INleMeHmamu  00C1e008aHus nayueHma Oas YCMAHOBIeHUs OUacHo3a U 6vlbopa
MAaKmuKu J1eyeHus, maxk Kak oonee s¢hghexmuenvle U 0OKA3aHHblE MemMOObl 8 HACMOosujee 8pems He
paspabomarboi.

ﬂua2H03 BKJI ycmaraeaueaenmcs no CoO60KynHocmu ]lCl60pClWlOprlX U UHCMPYMEHRMAIbHbIX OAHHBIX

UCCIe008aHUSL KPOBU, KOCHHO20 MO32d, CeNle3eHKU.
Juarno3 BKJI cnenyeT 3anoqo3puth, €Ciiv y MalMeHTa:

1. nuTonenwus (OMHO-, IBYyX-, TPEXPOCTKOBAs);

2. mumoruTo3 (MpH JIFOOOM YHCIIe JTCHKOIIUTOR);
3. MOHOLIUTOIICHMS,

4. ciIeHOMETaIus;

5. yRCmpie MH(EKIIMOHHO-BOCTAIUTEIbHBIE COCTOSHHUS.
Kpurepuu yctaHoBIeHUsI AUATHO32/COCTOSTHUSA S

1. «BopcuHYaThIE)» TUM(OIIUTHI («BOJIOCATHIC» KIETKHU) B KPOBU U/WUIIM KOCTHOM MO3Te >5 %;

/R4 onOKUTENbHAS  PEAKUHs «BOPCHHYATBIX» JIMUMGOLUTOB HA TapTPATYCTOMYMBYIO KHCIYIO
dbocdarazy (TRAP);

3. ummyHOopeHoTUNT JTUMQOUTHBIX KIeToK, crnemuduunbii 111 BKJL: kmon B-mumdoruTos,
skcrpeccupyromux mapkepel CD19, CD20(spro), CD22(sipko), slg, CD25, CDlle, CD103,
FMC7, CD123, CD85; B TUIMYHOM cllydyae — OTCYTCTBUE 3kcrpeccuun mapkepoB CDS5, CDI10,
CD23;

4. tunimunas a1 BKJI «peixnas» mumdbonanas nHQUIBTpays KOCTHOTO MO3ra B TpenaHoOuomnTare
(c oxcmpeccueirt npu Ul X-uccnemoBanumm CD20, Annexin Al, TRAP, CD25, CDI03,
DBA.44(CD72), CDl11c, CD123, Cyclin D1, orcyrctBuem sxcnpeccuun CDS, CD10, CD23);

5. BbIsIBIIEHUE B TUMQpOUIHBIX KieTkax myTarui BRAFV600E;

6.B cilydac CINUICHOKTOMHUHU — XdpakK



Cnextp muddepennmansuoii nuarHoctuku BKJI Takxke BKIO4aeT apyrue reMaTOIOTHYECKUe
(ammactuyeckas aHeMHUs, MUEIOAUCIUIACTUYECKUI CHUHIPOM, MUEI0(PUOpO3) U HEremMaTroIorMuecKue
(OGone3np lomie, remaTUTbl U IUPPO3bI, AyTOUMMYHHBIE HapylIeHUs) 3a00JI€BaHHUS CO CXOIHOM
cumnromarukoii. B penkux cinywdasx (1 %) Bo3amoxkHo couetanue BKJI ¢ XxpoHuueckum

J'II/IM(l)OJ'Ief;IKOSOM, CHIC PCIKE — C APYTI'UM I'EeMaTOJIOTUICCKUM 3a00JIEBaHUEM.

Hanbonee cnoxasiM mpencrasmsercs auddepennuanbabii auarao3 BKJI co cxoxumu ¢ HEM 1O
KIMHUYECKUM TiposiBieHussM BapuanTHeIM BKJI u nuddysnoit menkoknetounoi B-kimeTouHoit
TUM@OMOI KpacHOM MyJIbIIbI CEJIE3EHKH, BBIICICHHBIMU B KJIacCU(pUKaIMsax BecemupHoil opranuzanuu
3npaBooxpanennn (BO3) 2008 1. u 2016 r. B mogBapuaHThl OTIEIBHONW HO30J0TUH — <«JiHMpoma/

JIEHKO3 CEeNEe3E€HKH, HEKJIaCCUPDUITUPYEMBIiD».

BapuanTtueii BKJI Bctpeuaercss npumepHo B 10 pa3 pexe knaccuyeckoro BKIJI, xapakrepusyercs
HOPMaJIbHBIM WJIM TIOBBILICHHBIM YPOBHEM JIEMKOLMTOB M OTCyTCTBHEM Mapkepa CD25 [6].
3a0oneBaHre dYalle BBISIBISICTCS Yy TMAIMEHTOB MOJIONOTO Bo3pacTa. KimHMYeckue mposBIeHUs
BapuanTHoro BKJI B oOmux ueprax CXOXH C KJIacCHYeCKuM, oiHako mnpu BapuanTHom BKIJI B
HECKOJIbKO pa3 dyalle BO3HUKAIOT MACCHBHAsl CIUIEHOMETalusi U BUCHEpasibHAs JTuMdaaeHonaTus
(uHOTZIA ¢ (hOpMHpPOBAHUEM KOHIIIOMEPATOB JUMQOY3JIOB), @ TaKKE 4Yalle pPa3BUBAIOTCS TKEIbIC
MH(EKIMOHHbBIE MPOSBICHUS B 1e010Te 00JIe3HH M Ha HayalbHbBIX dTanax Tepanuu [7]. KocTHblil Mo3r
npu BapuaHTHOM BKJI 0OBIYHO TIHIEpPKIETOUHBIM, ¢ MHUHUMAJbHBIMU NpHU3HaKamMu (ubpo3sa.
Mopdonoruueckn «BopcuHuaThie» AUMGOIUTH pu BapuanTHoM BKIJI nmeroT Gosbiee cXoACTBO C
MPOIUM(POITUTOM, MX SIAPO YACTO COACPKUT 1—2 KpymHBIX sapelmka. s ¢eHoTuna BapuaHTHOTO
BKJI, B otimnume ot kiaccuueckoit popmel BKJI, xapakrepHo otcyrcrBue skcnpeccun CD25, CD123
py Hanuuuu Apyrux tunudesix 1t BKJI mapkepoB, HO ¢ meHbInM ypoBHEM 3kcnpeccuu: CDllc,
CD103, FMC7. Unorna mpu BapuantHoM BKJI ormeuarorcs u apyrue abepparuu QeHoTumna
mumpouaHbix KiIeTok. OO0bruHO OoTCyTCcTBYIOT TRAP u annexcun Al. To, uto BapmantHbii BKIJI
JNEUCTBUTENIBHO HE OTHOCUTCA K noaBuay kiaccuueckoro BKJI, moarBepxkpaeTcs OTCyTCTBUEM

myTauu BRAF V600E B omyXoneBbIX KIETKAX.

3abosieBaHmE Xy»Ke OTBEYACT HAa CTAHJIAPTHYIO TEPaAIUIo, U ONTHMAJILHOE JICUeHUEe BapHaHTHOU (POPMBI
BKJI 1o HacTosiero BpeMeHrn oJJHO3HaYHO He ompenesneHo [8,9]. BeaeactBue penkoctu 3a0oiieBaHus
PaHIOMHU3HPOBAHHBIX KIMHUYCCKUX WCCICAOBAaHUN 10 CpaBHEHUIO A((PEKTUBHOCTH Pa3IMIHBIX
MeTofioB JeueHus npu BapuanTHOM BKJI et Ilo manHBIM OONBIIMHCTBA MCClEAOBATENEH, aHATIOTH
NypyUHOB MeHee AS(PPEeKTHBHBI M 4Yalle MMO3BOJISIIOT JOCTUYbL JIHUIIb YAaCTUYHOM PEMHCCUU WU
yiaydmieHust.  [IpeamoYTuTenbHBIM  CUNTACTCS COYETAHWE aHajlora IMYPUHOB C PHUTYKCUMAOOM.
[Ipumensiercs gnutenbHas Tepanust uHTepPepoH anbda-2a** wunmm uHTEephepoH anbda-2b**
(uaTepdeponom o). Ilpw BBIpaXEHHOW CIUIGHOMETAIWH B IEPBOM JMHUHM JICUYCHUS HCIOIb3YIOT
cruieHaktomuto. M3ywaercs spdextuBHOCTh NeueHust anturenamu k CD22 u CD25. V mononbix
MalMeHTOB C PE3UCTCHTHBIM TEYEHHWEM 3a00JIeBaHWS BO3MOXKHO TPOBEJICHHE AJTIOTCHHOU

TPAaHCIUIaHTAllUK TECMOITO3TUYCCKUX CTBOJIOBBIX KJICTOK.

Huddysnas menkokinerouHas B-kinerounas numdoma kpacHoit myabibl ceneseHku (JIKIIC) — penko
BcTpevaromasics (B 5 pa3 pexe BKJI) 3pemoknerounas B-menkokierounas auM@oma Cele3eHKH,

JIOKaJIM3yromasicsa B €€ KpaCHOfI ITyJIBbIIC. 3abosieBanne qJame BbIIBIICTCA Y IMAIUCHTOB CTApUICTO



Bo3pacTa. Tak ke, kak u BapuanTHbiii BKJI, JIKIIC nmpotekaeT 6e3 IeWKONIEHUH, YaCTO C BBIPAKCHHBIM
JEUKOLIUTO30M, C JUM(OLUUTO30M 3a CYET OOJIBIIOTO YHCIa IUPKYIUPYIOIINX «BOPCUHYATBIX)
TuM(GOIUTOB (BBISBISIEMBIX TaKKe NpPU LUTOJOTMYECKOM HCCIEAOBAHMM KOCTHOTO Mo3ra), 0e3
MOHOITUTOTICHUHY; XapaKTepHa 3HaunuTelbHas cruieHoMeranus [10]. UmmyHopeHOTHTT TUMQPOUTHBIX
kietok npu JIKTIC otnuaaercs ot kinaccudeckoro penotuna BKJI orcyrerBuem CD25, BapuabenbHOM
Huskoi akcrpeccueit CD103 u CD11c. Myranust VO60OE rena BRAF Bcerna oTcyTcTBYeT, peakuus Ha
TRAP 06b1yHO oTpuiarensHa. Matepecno, uto mpu JIKIIC rucronoruyeckoe uccienqoBaHue KOCTHOTO
MO3ra JUCCOHHPYET C MHelIorpaMMoi — nuMdouaHas MHPWIBTpAIUMsS B TPENaHOOMOINTATe YacTo
BECbMa CKY/IHAas, YETKO OlpeAessieMas JIMIb IpU I[POBEAECHUH HMMYHOTHCTOXMMHUYECKOTO
uccnenoBanus ¢ mapkepom CD20; npu 3ToM oTCYTCTBYIOT Mapkepsl CD25, annekcun Al, nuknun D1.
[Ipu THCTONOTMYECKOM HCCIEIOBAHUN CENIE3CHKHU BBISBIsAETCA JTUMQonIHAs WHQUIBTpaIKs KpacHOM
Oynblbl, ¢ (EHOTUIIOM, JMIOb YacTU4yHO coBmnajgatommMm ¢ BKJI  npu  mpoBeagenun

MMMYyHOTHCTOXUMUYECcKoro ucciegoBanus: CD20+, DBA.44+, CD25—, annexkcud Al—, nukiud D1—,
CD103—, CD123—, mums ogaroBo CD11c+ u TRAP+.

JIKTIC cxoka 1o CBOMM KJIMHUYECKMM M JJA0OPAaTOPHBIM MpPHU3HAKAM C JUM(OMON MapruHalbHOU
30HBI CEJIE3CHKU C BOPCUHYATHIMU JTUMGOIIUTaMH, U equHCTBeHHOW Ha 100% mokaszarenbHOU omiuen
mpu ux auddepeHnaTbHON THATHOCTHKE SBISICTCS THCTOJOTHYECKOE M MMMYHOTHCTOXMMHUYECKOE

HCCICA0OBAHUC TKAHU CCIIC3CHKMU.

[To psany npusHakoB (OTCYTCTBHE JIEHKONEHHUH M MOHOIIUTOINEHUU, aOeppaHTHBIA MMMYHO(EHOTHII,
orcyrctBue mytauuu VO60OE rena BRAF) Bapuantasiit BKJI u JIKIIC odenp cxoxu Mexmay coOOid,
OJTHAKO Pa3IMYalOTCs HAIMYMEM JIEMKO3HON MH(UIBTPAIMK B THUCTOJIOTMYECKOM Ipernapare KOCTHOTO
Mo3ra npu BapuanTHOM BKJI B 1npoTHBOBEC CKyOJHOMY BOBJICYEHHIO KOCTHOIO MO3ra B

TUCTOJIOTHYECKOM Tipenapate Tpenanoounonrtara mpu JIKIIC.

[Ipu neyenun JIKIIC B mepByro odepenp NPUMEHSETCS CIUIEHIKTOMUS, a TaKke KOMOMHUpPOBaHHAas
Tepanus KJIaIpuOMHOM U PUTYKCMMAOOM; BO BTOPOH JIMHUM Te€panuu UCroib3ytoTcs cxembl R-CHOP,
R-F(M)C.

2.1. ’Kaj100bI 1 aHAMHE3

e V¥ Bcex nanumeHtoB ¢ noao3peHueM Ha BKJI wnm ¢ BeisBnennsiM BKJI npu nepBuynoM npueme
peKOMeHayeTcsl TIIaTeIbHbINA cOOp Kanob U aHaMHe3a IpU 3a00JI€BaHUSIX OPraHOB KPOBETBOPEHHUS

Y KpOBH JIJIs1 BepuuKauu nuaruosa [5].
YpoBenb yoeaurteabHocTH pekoMeHaanuil — C (ypoBeHb 10CTOBEPHOCTH A0KA3ATEJbCTB — 5)

Kommenmapuii: npu ocmompe neobxooumo oyeHums obujee cocmosiHue nayueHma no uKajie
onpeodenenus cmamyca nayuenma Bocmounoti 06vedunennoti onkonocuuecxou epynnvl (ECOG) (cm.
Ipunooicenue I'l). Ilpu vipadicennoli anemuu y nayuenma mMoeym ommedamuscs ciabocmnv, 00blKdA,
cepoyebuenue, 201080KpYICEeHUe, YCunusaowuecs npu guszuueckol uacpyske. Ilpu evipasicenHoll

mpomoboyumonerHuyu — 2emoppazudeckull cunopom (peoko). Ilpu Helimponenuu — 2cunepmepmus,



yacmole MHQbeKL;MOHHO-GOCI’la]ZMme]ZbHble 36160]2666”!1/!}2, UHO20a C MAANCENbIM HCUSHEY P OHCAIOUIUM
me4yeHuem (a6cuedup06aﬁue, NHEBMOHUA, cencuc). Hpu Cnjlenomezaiuu — YnjionHeHue u 4yecmeo

msisicecmu 6 snuzacmpuu u J1e80lL NOJI0OBUHE HCUBOMA.

PeKOMeHayeWZC}Z Ymo4YHeHUue CeMelHo20 aHamHesa O HAIUYUU 3a001e6aHUS CUCHEMbL Kposu 'y

POOCMBEHHUKOS.

HOCKOJZbe 3abonesanue 6 OONbLUUHCINGE ciyuaes paseueaemci noCmenerHHo u 0Jzumefsz0, arcanobwl

007120 Mocynt omcynicmeoednib, HeECMONMpP:A HA 8bIPAJNCEHHYIO YUMONEHUIO U CNJIEHOMEe2AIUIO.

2.2. PusukajabHoOe 00cIe10BaHHe



pedce 00008UOHOU  Popmbl, C O00BOILHO WUPOKOU ONEOHOU YUMONIA3MOU, C HEPOBHbIM,

¢€Cl’}’lOH"lal’}’IblM, C ompocmKamu Ui 60pCUHKAMU KpaeM YUmonjiasmbol.

e Bcem mamnuentam ¢ momo3penuem Ha BKIJI, a taxke npu onenke spdextuBHocTH Tepanun BKJII
PEKOMEHAYeTCH BBIIIOJHUTh ILIMTOJIOIMYECKOE HCClIeoBaHue (MYHKIUIO) KOCTHOTO Mo3ra B
KaueCTBE OCHOBHOTO JMAarHOCTMYECKOIO METOoJa, HEOOXOAMMOro [iIsi TOATBEPXKIEHUS U

dbopmynupoBanus nuarsosa [5,11,12].
YpoBeHnsb yoeauteabHocTH pekoMeHaanuil — C (ypoBeHb J0CTOBEPHOCTH 10KA3ATEJIbCTB — 5)

Kommenmapuii: 6 xocmnom mozee «8opcunuamovixy IUM@DOYUmMos yacmo OOIvuie, YeM 6 KpOBU.
Oonaxo 603MOdCHA MPYOHOCMb ACRUPAYUU KOCIMHO20 MO032a («CYXAs NYHKYUSY), YMO CEA3AHO C

@ubpozom kocmuozo mosea npu BKJI.

e Bcem mamuentam ¢ momo3penuem Ha BKIJI, a taxke npu onenke s dextuBHocTH Tepanuun BKJII
PEeKOMEHIyeTCsl 110 BO3MOXXHOCTH  BBITIOJIHUTH  MAaTOJIOTOAHATOMUYECKOE  HMCCIIE0BaHUE
OworicuitHOTO  (OMEpaIMOHHOTO)  MaTrepuaja KOCTHOTO  Mo3ra B Ka4eCTBE  BaKHOTO
JTUArHOCTUYECKOTO METO0Ja, HEOOXOIMMOTO Ui TOATBEPKIEHUS W (OPMYTUPOBAHUS JHATHO32
[5,11,12,14].

YpoBeHnb yoeauteabHocTH pekoMeHaanuil — C (ypoBeHb J0CTOBEPHOCTH 10KA3ATEJILCTB — 5)

Kommenmapuii: namonozcoanamomuueckoe ucciedosanue 6UONCUUHO20 (ONEPAYUOHHO20) MAMepUand
KOCMHO20 MO32d 6AJXCHO O ycmaHosleHus ouaenoza BKJI, mak xax nosseonsiem 6viseums
AUMPOUOHYI0 uHuILMPayulo ¢ uyepmamu, xapakmepuvimu umenno 011 BKJI, oyenums pezepevi
KPOBemeOperust, @ maxdice nposecmu ougghepenyuanvusiii ouachos ¢ aniazuell kposemeopenus. Ilpu
BKJI 6 6uoncutinom (onepayuonnom) mamepuane KOCMHO20 MO32d ODHAPYICUBACIC YMEHbULEHUE
KOIUYecmea 21eMeHmMOo8 HOPMANbHO20 2eMOnod3a U ou@@ysnas uiu  oug@ysHo-ouazoeas
UHUIBMPAYUSL KOCMHO20 MO324 «PbIXA0Y PACHOONCEHHBIMU TUMPOUOHBIMU KIEMKAMU CPEOHE20
pasmepa ¢ HenpasuibHol opmotl 0pa U 0080IbHO WUPOKOU YUMONIA3MOU C HEPOBHBIM KpPAeM.
Tunuunsl ubpo3, HapyweHUs MUKPOYUPKYIAYUU 8 8UOe NOJLel KPOBOUSTUAHUL, PACTAHYMbIX CUHYCO8

— Kapmuna, no3eoaa0uas MOp@hoI02u4ecKy OMIUYUms 3mMom euo JieuKo3a om opyeux 3a001e6aHull.

e Bcewm nanuentam c¢ nono3penueM Ha BKIJIL, a taxke npu ouenke s¢pdextuBHocTH Tepanun BKII
PEeKOMEeHAYyeTCsl BBIMOIHUTh HCCIEAOBAHUE OMOJOTMYECKOTr0 MaTepualia KpOBU HIIM KOCTHOTO
MO3ra METOJIOM MPOTOYHON IUTO(IyopuMeTpun (ompeaeneHne UMMyHO(EHOTUIa JTUMQOIHUTOB
KPOBH WJIM KOCTHOTO MO3Ta) B KQYECTBE OCHOBHOT'O AMAarHOCTUYECKOTO METOa, HEOOXOIUMOTO ISl

NOATBEPKAeHUS U (popmynupoBanus aAuarnosa [5,11,12,15].
YpoBeHb yoeaquTeJIbHOCTH peKkoMeHaanuil — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTEJIbCTB — 3)

Kommenmapuii: onpeoenenue ummyHogenomuna onyxonesolx JauM@poyumos oos3amenvHo O
sepuguxayuu ouaenosa BKJIL Jna smoeo ucnonvzyiomcs 06a  63aUMOOONOIHAIOUUX MemOood:
npomounas yumomempusi u UI'X. He svlasneno kakoeco-mo eourncmeennozo mapkepa BKJI, nosmomy

0151 MOYHO20 OUACHO3A HEe0OX0OUMO oyeHueamos 0ocmamoyto WUpoOKyro naneilb B- u T-xnemounwix



CD-maprepos, exntouas mapkepst, munuunsie 01 BKJI. IIpu npomounoti yumomempuu 8bla8/1510MCs
cunvnasn skcnpeccusa CDI19, CD20, CD22, CD79a, omcymcmeue skcnpeccuu CD5, CDI10, CD23,
CD43 u skcnpeccus munuunwix ona BKJI CDIlc, CD25, CDI103, FMC7, CDI123, CD200, LAIR-1.
Uspeoka ecmpeuaromcsa omknonenus (abeppayuu) enomuna — Hanuyue Hemunuynwvlx oaa BKJI
maprepos CDI10 (0o 20 %) u CD23, peaxce CDS3.

e Bcem mnamuentam c¢ mnomo3peHueM Ha BKJI pexomenayercsi BBINOJIHUTH MOJEKYISIPHO-
renetnueckoe uccienopanue mytaiuu BRAFV600E B numdonuTax KpoBU UM KOCTHOTO MO3Ta B
KaueCTBE OCHOBHOIO JUAarHOCTMYECKOIO METOo[a, HEOOXOAMMOro [UIsi TOATBEPXKIEHUS U

dbopmynupoBanus auarsosa [3,5,11,12,16,17].
YpoBeHb yoequTeJIbHOCTH peKkoMeHaanuii — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTEJIbCTB — 3)

Kommenmapuii: npu BKJI 6onee uem ¢ 95 % cnyuaes svisignsiemcs mymayus BRAFV600E, komopas
omauuaem e2o om Opyeux B-xiemounvix numgonponughepamusHvix 3a001€6aHUL, A MAKKHCE OM
eapuanmuou gopmor BKJI u aumgomel kpacnoti nyniensl cenezenku. Ima mymayus modxcem Ovlmb
8bIAGNICHA MEMOOOM NOIUMEPA3HOU YENnHOU peakyuu 6 KIemOuHbIX o0pa3yax Kpoeu Uiu KOCHHO20
mozea unu npu UI'X-uccneoosanuu. Ilockonvxy mymayus BRAFV600E saensemcs ouaznocmuueckum
kpumepuem BKJI, oicenamenvno 6vinonnams ee NOuck y 6cex NAyueHmos 6 pazeepHymoil ¢asze
3abonesanus, 0COOEHHO 6 OUACHOCMUYECKU CHONCHBIX CAYYAsaX, NPU MAHNCEIOM COMAMULECKOM
cmamyce u pesucmenmuuiM medenuu BKJI — 0nsa onpedenenus 603MOXNCHOCMU NPUMEHEHUS

uneubumopa BRAF-kunaso.

e Bcem manuentam c nono3penueM Ha BKJI mpu HeonHO3HAYHBIX JAHHBIX MHPEIBIIYHIMX 3TAroB
oOcnenoBanvs  (COMHHUTENBHBIM  pe3ylbTaT HMMYHO(DEHOTUIIUPOBAHUS, TPENaHOOUOICHUH,
gocgsorBrue  myTtanun  BRAF)  pexomenayercss  BBINOJIHUTH — MATOJIOT0-aHATOMHUYECKOE
UCCIEeOBAMME OMONCUMHOTIO (OMEepalMoOHHOI0) MaTepuajia KOCTHOTO MO3ra € MPUMEHEHUEM
MMMYHOTUCTOXUMUYECKUX METOJ0OB B KAau€CTBE JOMOJIHUTEIBHOTO JAMATHOCTUYECKOTO METOIa,

BKHOTO ISl TOATBEPKASHUS Auarnosa [5,11,12].
YpoBeHnnb yoenureabHOCTH pekoMeHAanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)

Kommenmapuii: UI'X-uccreoosanue npu BKJI oonapyscusaem sxkcnpeccuro CD20, Annexin AI, TRAP,
CD25, CD103, DBA.44(CD72), CD1lc, CD123, Cyclin D1 (8 6onvwuuncmese ciyuaes ciabas soepHas
axcnpeccust). Onyxonegvie kiemku ne sxkcnpeccupyrom CDS5, CDI10, CD23 (8 pedkux cuyuasx moodicem

Ovimb crabas dKCnpeccus Ha Yacmu Kiemok).



Kommenmapuii: mopghonocuueckoe ucciedoganue mKaHu cele3eHKu 6 cayyae CHieHIKMmOoMUU
svlAsIAem IUMPOUOHYIO UHGUILMPAYUIO KPACHOU NYIbNbl, HPU OMOM Oenas nyibna O0ObIYHO
ampoghuposana. Onyxonesas unguibmpayus npusooum K 00pa308aHu0 maxk Ha3vl8aembvlX «KPOBIHbIX
03ep», Komopwvle npeocmasiam cobol pacmsaHymole KpO8blo CUHYCbL. YmouneHur oOuacHo3a

nomozaem Ul X-uccneoosanue mxanu cenezeHku ¢ onpeoenenuem xapakmepmuvix 011 BKJI mapxepos.

e [lamuentam c¢ momo3spenueM Ha BKJI, KOTOpbIM BBITIONHSTIACH OUOIICUSI TICUCHU, PEeKOMEHYeTCsl
NPOBECTH MaTOJIOr0-aHATOMUYECKOE HCCIeIOBaHHE OMONCUHHOrO (OnepalMoHHOr0) Marepuana
CEJIC36HKH C INPUMEHEHUEM HMMYHOTMCTOXMMHUYECKHUX METOJOB B KAa4ECTBE JONOJHUTEIBHOIO

JIMArHOCTUYECKOTO METO/1a, BAXKHOTO JIJI MOJATBEPKAeHUA nuardosa [5,11,12].
YpoBennb yoenureabHOCcTH pekoMeHaanuii — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

Kommenmapuii:  mopgonocuueckoe uccnedosanHue mMKAHU — NEUEHU  BbLABIAEM  ONYXOJLEBYIO
UHGUILMPaAYUIO, KOMOPAs pacnoidazaemcs He mojibKo 8 NOPMAIbHbLIX MPAKMAX, HO U 8 CUHYCOUOAX.
Ymounenuro ouacnosza nomoeaem HI X-uccrnedosanue mrxaunu neuenu ¢ onpeoeieHuem XapaKmepHulx

onsi BKJI mapkepos.

e [lanmentam c¢ mnomo3penneM Ha BKJI pexomMeHayercsi BBINOJHUTH ONPEACIEHUE YPOBHS
aKTUBHOCTU KHUCJION (ocdarazpl IUMPOLUTOB B NepUPepUuecKOd KpOBUM W/UIM B IYHKTare
KOCTHOTO MO3ra B Kaue€CTBE JOINOJIHUTEIBHOIO JHATHOCTHYECKOTO METOAA, BAXKHOTO JUIS

MOATBEp KAeHUs quarnosa [5,11,12].
YpoBennb yoenureabHOCTH pekoMeHAanuil — C (ypoBeHb J0CTOBEPHOCTH 10KAa3aTEJbCTB — 5)

Kommenmapuii: yumoxumuuecxkoe ucciedosanue aumpoyumos Ha TRAP spxo eviasnisem TRAP @
«8OpCcUHYaAmMbIXY AuM@oyumax. Imom 6uo @epmenma UHo20a MONHCem BblAGNAMbCA NPU OpPYeUx
aumponponugepamusHvix 3a601€6aHUAX, OOHAKO 8blCOKAsl akmuehocms TRAP munuuna umenno 0

BKJI u 6cmpeuaemcs 6 95 % cnyuaes.

e Bcem mammentam ¢ nomo3pernnem Ha BKJI pexoMeHayercsi 1O BO3MOYKHOCTH BBIIIOJIHUTH
WCCJIeIOBAaHUE MOHOKJIOHAJBHOCTH HMMMYHOITIOOYIMHOB B KPOBM M B MOYE METOAOM
UMMYHO(UKCAIIMK B KAa4eCTBE JOMOJHUTEIHLHOTO JIUATHOCTHMYECKOTO METO/a, Ba)KHOTO A

nuddepennmansaon quarnoctuku BKII [5,11,12].
YpoBenb yoeauTeabHOCTH pekoMeHaannii — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJIbLCTB — 5)

Kommenmapuii: napanpomeunemus 6 yenom ne xapakmepna ona BKJI, ecmpeuaemcs peoko (0o 10
%), 6 OCHOBHOM ) NOJCUNILIX NAYUEHMOS, U Yauje Ovleaem C1ed080U, NPU dMOM HPEUMYUeCmE8eHHO
gviasnsiemcs 1gG. IlpocHocmuueckoe 3HaueHue MOHOKIOHANLHOU CeKpeyuu He YCMAaHOBLEHO.
Buisignenue 3Hauumou cekpeyuu — N0800 K pesusuu OuasHoza (cekpemupyiowjas aumgpoma,

naasmoyumoma, MHOMICECNE6EHHAA Mueﬂoma).

e Bcem mnamumenram ¢ BKJI mepen HawanoM mNpOTHMBOOIYXOJIEBOM TEpANUU PEKOMEHAYeTCH
BBITIOJIHEHUE 001Iero (KJIMHUYECKOT0) aHajdu3a MOYM Il YTOUYHEHHS (YHKIIMU TOYEeK W

MCKITFOUCHHS MH()EKIIMA MOYEBBIBOIAIIMX ImyTeH [5,18].



YpoBenn yoenureabHOCTH pekoMeHaanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

e Bcem mnamumentam ¢ BKJI mepen HadamoM MPOTHBOOIYXOJEBOM TEpalud PeKOMEHIYeTCs
BBIMIOJIHEHNUE aHalIM3a KPOBU OMOXMMHMYECKOTO OOLIeTepaneBTUYECKoro (JIakTaTAeruaporeHasa,
MoOYeBasi ~ KUCJIOTa, MOYEBMHA, KpeaTUHWH, oOummil  Oenok, anbOymuH, OuiIHpyOuH,
acnapraTaMUHOTpaHc(epasza, ajaHMHaAMUHOTpaHc(pepasa, menoyHas Qocdarasa, Kaiuidl, HaTpui,
[JIF0K03a) JJIs1 YTOYHEHHUS] COMaTHYECKOTO COCTOSIHUS MAIlUEHTa, BBISIBICHHS OPraHHOW TUChHYHKINUN

Y BBIPaOOTKH aICKBaTHOU TeparneBTUYECKON TakTuku [5,13,18].
YpoBeHnnb yoenureabHOCTH pekoMeHAanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)

Kommenmapuii: opyeue napamempvl 6uOXUMUYECKO20 AHAIU3A KPOBU MO2YM OblmMb GKIIOUEHbl 8

uccneoosane Ha ycmompeHue epava.

e Bcem mamumenram ¢ BKJI mepen HawanoM mNpOTHMBOOIYXOJIEBOM TEpANUU PEKOMEHAYeTCs
BBIMIOJIHEHHWE  Koarynorpammel  (mpoTpomOun wimu  MHO, akTUBUpOBaHHOE  YacCTHYHOE
TPOMOOIUIACTUHOBOE BpeMsi, (UOPUHOTeH, TPOMOMHOBOE BpeMs) il YTOUHEHHS COCTOSHUS

MaIyeHTa U BhIPaOOTKHU a/IeKBaTHOW TeparneBTHUECKON TaKTUKH [18].
YpoBensb yoenureabHOCTH pekoMeHAanui — C (YypoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)

Kommenmapuii: opyeue napamempol Koa2yn0102utiecko20 aHamu3a Kposu mMo2ym O0vbimb GKIUEHbl 8

uccneoosane Ha ycemompeHue epavda.

e Bcem mnamumentam ¢ BKJI mepen HadamoM MPOTHBOOIYXOJEBOM TEpallud PeKOMEHIYyeTCs
onpeJieJIeHne OCHOBHBIX Tpynil KpoBu 1o cucteme ABO, onpeaenenune anturena D cucremsl Pesyc
(pe3yc-¢akropa) 1151 BO3MOKHOCTHU BBIMIOJIHEHUS TeMOTPaHC(Py3Un NpY HAJTMYUK TIOKa3aHUU 10, BO

BpeMsI WK noclie Tepanuu [ 18].
YpoBenn yoenureabHOCcTH pekoMenaanuii — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

e Bcem mnammentam ¢ BKJI mepen HavamoM MPOTHBOOIYXOJEBOM TEpallud PeKOMEHIYeTCs
BBHITIOJTHEHUE MOJIEKYJISIPHO-OMOJIOTHYECKOTO UCCIIeIOBaHUsI KpOoBH Ha BUpyc renaruta B (Hepatitis
B virus) u Bupyc remarura C (Hepatitis C virus) B LensiX YTOYHEHHUS pPUCKa U B cllydae

HE00XOIMMOCTHU MPO(PUIAKTUKY peakTUBAMU BUpycHOTo renartuta [13,18].
YpoBenn yoenureabHOCcTH pekoMenaanuii — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

e Bcem mnamumentam ¢ BKJI mepen HavamoM MPOTHBOOIYXOJEBOM TEpaldd PeKOMEHIYeTCs
BBITIOJTHEHUE MOJICKYJISIPHO-OMOIOTHYECKOTO MCCIEAOBaHUS KPOBU HA BHPYC HUMMYHOACHUIINTA
yenopeka (BUY) 1 (Human immunodeficiency virus HIV-1) mist yrouHeHuss HEOOXOIUMOCTH

OJTHOBPEMEHHOTO IPOBEICHUS POTUBOOITYXOJIEBOM M AaHTUPETPOBUPYCHOM Tepanuu [13,18].

YpoBennb yoenureabHOCTH pekoMeHaanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)



2.4. UHCTpYMeHTAJIbHbIE TUATHOCTUYECKHE HCCJIeI0BAHUS

e Bcewm namuenram npu ycranoBke auarnosa BKJL a taxke mpu ouenke 3¢p¢GeKTUBHOCTH Tepanuu
BKIJI pexomenayercsi 10 BO3MOKHOCTU BBINOJIHUTH KOMITbIOTEpHYIO0 ToMorpaduto (KT) opranos

OpromrHOM mosocty [5,18].
YpoBeHnsb yoeauteabHocTH pekoMeHaAanuil — C (ypoBeHb JOCTOBEPHOCTH J0KA3ATEJIBCTB — 5)

Kommenmapuit: ¢ Oonvuwuncmee cnyuaes 6viA61emcs CHIEHOME2AIUsi Om  YMEPEHHOU 00
3HAUUMENbHOU, 0e3 04a208020 NOPAdCeHUsi MKAHU cele3eHKU. Yeenuuenue sucyepanvrvlx JIY
onpedensiemcsa npumepno 6 20 % cryuaes, uawje He3HauumenvbHoe, HO Modcem Oblmb U & Guode

KOH2lomMepamog (0cobeHHO 8 MOIOOOM 803pacme UU NPU NPOSPecCuposanuu 3a001e8aHusl).

e Bcewm namuenram npu ycranoBke nuarno3a BKIJL a takke mpu oneHke 3(pQGEKTUBHOCTH Teparnuu
BKJI pexoMeHayeTcsl BBIIOJHUTH YJIBTPA3BYKOBOE MCCIEAOBAHME OPTaHOB OPIONIHOW IMOJIOCTU
[5,18].

Yposenn yoenureabHOCTH pekoMeHAanui — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — S)

Kommenmapuii: 6 Oonvuwuncmee ciyuaed npu  YibmpazeyKo80M UCCIE008AHUU  BbIAGIIAEMCS
CNIIeHOMe2aNUsl OM YMEPEeHHOU 00 3HAYUMENbHOU, 0e3 0Ya208020 NOPANCEHUs MKAHU Cele3eHKU.
Veenuuenue eucyepanvnvix JIY onpedensemcs npumepro 6 20 % cnyuaes, wawe HesHauumenbHoe, HO
Modicem Oblmb U 8 8UOe KOH2IOMEPAmos8 (0COOEHHO 8 MONIOOOM 803pAcme Ul NPpU NPocpeccuposanuu

3a0b0nesanus).

e Bcem nmanucHTaM € BBISABJICHHBIM MACCUBHBIM YBCIMUCHHUCM a6I[OMI/IHaHBHBIX nu 336pI0]J_II/IHHBIX JY
00 C HAITMYHUEM THINCPTCPMHUH, JETOYHBIX CUMIITOMOB PE€KOMEHAYETCH BBLIIIOJTHUTD KT OpraHoB

TPYAHON KIETKM Ui UCKJIIOUEHUS BHYTPUTPYIHOW IuMQaaeHONaTuu, MHEBMOHHH, IUIEBPUTA,

YpoBenb yoenuTeabHOCTH pekoMeHaaunii — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJIbLCTB — 5)

Kommenmapuii: npu evisignenuu 6HympucpyoHou Jaumgpadenonamuy HeoOX00UMO NposedeHue

dmuzuampuueckoeo o06ciedosanus O0as UCKIOUeHuss mybepkyresa, max Kaxk nayuermol ¢ BKJI

HeobX00UMo Npo8ooUums jieueHue 060ux 3a001e8anull 0OHOBPEMEHHO 8 NOJIHOM 00beMme, maK KaK npu

C60E€6PEMEHHOM J1eHeHUU U A0eKs8amuom omeeme Ha mepanuio npocHo3 y nayuernmoe 6ﬂd€0ﬂpuﬂl’fll—lblﬁ.

e Bcem manmenTam c 00IEeBBIM CHUHAPOMOM PEKOMECHAYETCH BLIIIOJIHHUTDH peHTI“eHOI‘pa(i)I/IIO KoCTeH

CKeJeTa JIsl UCKIIFOUeHUsI Ceru(pruaeckoro nopaxxeHus kocrei [5,18].
YpoBennb yoenureabHOCTH pekoMeHAanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

e Bcewm mammenTtam npu ycraHoBke auarnoza BKJIL, a taxxe mpu onienke 3(p¢eKTUBHOCTH Teparuu

BKJI pexomenayeTcsi BEITIOIHUTE dJIeKTpokapauorpadumuro [5,18].



YpoBenn yoenureabHOCTH pekoMeHaanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

Kommenmapuii: svinonnenue snexmpoxapouocpagpuu Heobxooumo 0jisi UCKAOUeHUs. CONYMCmaEYoulel
KapoOuanvbHoUu namono2uu u/uiu ociodxchenuii. mevenuss BKJI, a maxoice 0ns Oyenku OUHAMUKU

unmepeana QT npu neuenuu ¢ npumeneruem uneubumopa BRAF-kuna3zuvl.

2.5. Uuble nuarHocTuuecKne UCCJae10BaHus

e Bcem mnamueHtam ¢ nogO3pCHHUEM Ha HAJIUYKUC OKCTPAMCAYIIAPHOrO o4dara IIOpa’KCHHUA
PEKOMECHIAYETCH BBIIIOJIHUTD OHOIICHIO BCPOATHOI'O0 o4ara IJid BCpI/I(bI/IKaHI/II/I CHGHI/I(l)I/I‘—ICCKOFO

nopaxkenus [5,18].
YpoBenb yoeauTeabHOCTH pekoMeHaaunii — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJIbLCTB — 5)

Kommenmapuii: cneyughuueckoe nopasicenue opeanos u mxkareti npu BKJI ookaszwvieaemcs monvko npu
mopgonozuyeckom uUccredosanuu ¢ ummyHogpenomunuveckum uiu HI'X-uccnedosanuem u npu

803modcHocmu onpedenenusi mymayuu BRAFV600E.



3. Jleuenne

HazHauenue u nmpuMeHeHHEe JIEKApCTBEHHBIX MPENapaToB, yKa3aHHBIX B KIMHUYECKUX PEKOMEHIALNH,
HalpaBJICHO Ha oOO0ecIeYeHHe MNalueHTa KIMHUYEeCKH 3()PeKTUBHON M O€30MacHOM METUIIMHCKOM
MOMOIIM, B CBSI3W C 4Y€M HX HA3HAYCHHE M NPUMEHEHHE B KOHKPETHOM KIMHUYECKOW CUTYyaIllH
OTpeeNieTCs] B COOTBETCTBHHM C HMHCTPYKIUSMH IO MPUMEHEHUIO KOHKPETHBIX JIEKapCTBEHHBIX
IpernapaToB € peaju3alieil MPEeACTABICHHBIX B HWHCTPYKIMH MEp MNPEJOCTOPONKHOCTH MPU HX

MNPUMCHCHHNH, TAKKC BO3BMOKHA KOPPCKIHUA 103 C YUYCTOM COCTOSAHUS IMAlTUCHTA.

Crnenyer yuuThIBaTh, YTO y HAlMEHTAa MOTYT OBITh HECTAHJAPTHBIE NPOSBICHUS OOJE3HM, a TAKKE
COUYETaHUE KOHKPETHOM OOJIe3HH € JAPYTMMHU NATOJIOTHSIMH, YTO MOXKET JMKTOBaTh JieUallleMy Bpady

HU3MCHCHUS B aJITOPUTMC BBI60pa ONTUMAJILHOM TAKTUKH JUArdHOCTUKU U JICUCHMUS.

3.1.Iloka3aHus K HAYAJLy TePANNH U OIpeieIecHIEe CTPATEruu Jie4eHu st

e [lanmenTtam c BepuduuuposanubiM BKJI 0e3 uuronenun wim 3Ha4uMoil cruieHomeranuu (<+2 cm
13 ToapeOephs1) WM C HE HapacTaroIIe MUTOIICHUEH JIErKo cTereHn (ypoBHH remonioonHa >110
r/1, TpombonuToB >150 * 10°/1, Heiirpodumos >2,0 * 10%/1,) u 6e3 CHMITOMOB 3a60JICBAHMUS TIPH
YCJIOBUU BO3MOXKHOCTH PETYJSAPHOIO KOHTPOJIA 3@ MAlMEeHTOM crhenuduueckas Tepamnusi He

pexkomenayercs [5,11,12].
YpoBennb yoenureabHOCTH pekoMeHaanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

e [laruentam c¢ BepuduuupoBanusiM BKJI ¢ wHanuumem 3HauuMol wiM ycyryOmistomeincs
nUTONeHHeH (ypoBHM remortobuua <110 1/, tpomGomuto <100 ~ 10°/n, meiirpodumos < 2,0
10%/1), WH(QEKIIMOHHBIX  OCJIIO)KHCHHH, CHMITOMHOM WJIM HapacTallIed CIUICHOMeTalruen

peKkoMeHayeTcsl Hayalo crienuduyeckon tepanuu [5,11,12].

YpoBenn yoenureabHOCTH pekoMeHaanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTeJbCTB — 5)

3.2.JleyeHue MALMEHTOB ¢ BIiePBbIe THATHOCTUPOBAHHBIM
B0OJIOCATOKJIETOYHBIM JICHKO30M

Ocnosnvimu npenapamamu 8 nevenuu BKJI, npugooswumu K MHO20IEMHUM HOTHLIM PEMUCCUAM NpU
BKIJI, sensiomcs awanoeu nypuHos, 6 uacmuocmu, Kiaopubuun. Hecmomps Ha  8vicoKyIO
aghghexmuenocmv u HEeMOKCUYHOCb, NPUMEHeHUe KAa0pUubUHa 6 nepeoll JUHUU 0ObIYHO NPUBOOUM K
ONIUMENLHOMY MUETOMOKUYECKOMY aAcpary1oyumosy [19], umo ONAcHO y
UMMYHOKOMIpoMemuposanHolx nayuenmos ¢ BKJI, 6 ceazu ¢ uem npeonoumumenvHo npumeneHue
K1a0pubuHa nocie KynUpo8auus HeumponeHuu npumeHeHuem unmepghepoHom o, uiu uHeubumopa
BRAF-kunaser #eemypagenuoa™*. Jleuenue BKJI ¢ skcmpameOdyiisapuvim nopasxgcenuem maxice

O0JIHCHO OblMb, 8 NEPBYI0 0Uepedb, CUCTEMHBIM, C NPUMEHEeHUeM UHmepghepoHoM o, u/unu Kiaopuouma,



B03MOJCHO ¢ Oobasnenuem K mepanuu Hpumyxcumaba**. Pexomenoayuu no npumeHeHuro OAHHbIX

JEeKAPCMEBEHHbLX npenapamnoe npedcmaeﬂenbz HUafce.

e [lamuenTtam c¢ Bnepsbie quarHoctupoBaHHbiM BKJI ¢ mokazanusiMu k cnieruduyeckoit Tepanuu npu
HaJlM4YUM HEUTPOIIEHMHM B Ka4eCTBE IIEPBOIO JTana JICYCHUS PEKOMEHAYeTCsl Tepanus

uHTeppeponom a [20,21].
YpoBeHb yoequTeJIbHOCTH peKkoMeHAanuil — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTEJIbCTB — 3)

Kommenmapuii: vatepdepoH o 006biuno npumensiemcs 8 mevenue 12—16 Heod. 00 HaA3HAYeHUs AHAL02A
nypuHa (01 KOppeKyuu HeumponeHuu u npo@QUIAKMUKU OJIUMETbHO20 MUELOMOKCUYECKO20
azpamynoyumosa 8 pesyibmame HNpumMeHeHus Kiaopubuna) 6 ooze 3 man ME 3 paza 6 Hedento
noOKoXCHO. B 3aeucumocmu om nokazamesneil 2emoepammsl U UHOUBUOYATbHOU NEPEHOCUMOCU 003d
unmepgepona a. modxcem sapvuposamv om 1 0o 5 man ME u om 2 paz 6 nedenio 00 edxnceonesHozo
npumeneHus. B ceasu ¢ yacmuim pazeumuem cpunnonoo0oOH020 CUHOPOMA HA HAYANbHBIX 3MANax
npumeHenuss unmepghepona o — mepanuio ciedyem HadyuHamo ¢ 003wl 1 man ME na ¢hone
AHMUNUPEMUKO8, NOCMENeHHo Yeenuuusas 003y 0o cmaunoapmuou (3 man ME 3 paza 6 neoenro). Ilpu
211yO0KOU IeUKONneHuU uHmepphepor aHeodXo00UMO NPUMEHAMb C OCMOPONCHOCMbIO, He hopcupys 003y
(u3-3a pucka eépemennoco ycyeyonenus netikonenuu). Llenvio npumenenus unmepgpepona o. 1611emcs
npupocm Helumpo@puios 3a cuem CHUNCEHUS YUCIA TUMPOYUmMo8 6 cemocpamme 00 yposus <50 %,
Ymo no3eossaem u3oexcamsv aspaHyloyumo3a U UHQOEKYUOHHBIX OCIONCHEeHUUl Nocle Kypca amanoed
nypuros. llapannenvho, kax npasuio, npoucxooum ymeHvueHue pamepa cenezenku. Mumepgepon o
MOJICHO He NPUMEHAMb Nneped OCHOBHLIM KYPCOM KIAOPUOUHA NPU HE3HAYUMETbHOM JUMpoyumose u

MUHUMATbHOU qubqubmpauuu KOCMHO20 Mo32d.

o [lammentam ¢ BnoepBble auarHoctupoBaHHbiM BKJI  npu  BbeIpakK€HHOW  HEUTPONEHUU
(arpaHyynouMTO3) UM B MEPUOJ AKTUBHOM MH(MEKIMH MEepe Teparueld aHaioraMu mypuHOB MOKET
OBITh PEKOMEH/JIOBAaHO HazHaueHue #BemypadenubOa** B moze 240-960 Mmr/cyT mo KynmupoOBaHHS
HeiTponenun (HenTpoduiel > 1,5 x 10 /m) [22,23].

Kommenmapuii: #eemypagenud oonaoaem namoceHumuueckum oelicmeuem Ha anomanrvHyro BRAF-
Kunasy onyxonesvix kiemok. Qoviuno npumensemcs 003a 240-480 me/cym. cpok neuenus 6 cpeonem 3

mecaya.
YpoBeHb yoenuTeabHOCTH pekoMeHaannii — C (ypoBeHb 10CTOBEPHOCTH I0KA3aTeJbCTB — )

e [lamuenTtam c BIICPBBIC OTUATHOCTUPOBAHHBIM BKJI ¢ nmokazanusimu K CH@HI/I(I)I/I‘—IGCKOI\/'I TCpalnu

10 T4UC



Kommenmapuii: npu BKJI npumensrom I kopomkuii kypc kiadpudbura 6 0oze 0,1 me/ke/cym % 7 Ouetl
um 0,14 me/ke/cym x5 oOmeu [25] (8 OamHnou 003uposKe HNpuMeHeHue npenapama He
3apeaucmpuposano). B  panHOOMU3UpOBAHHBIX UCCIE008AHUAX HE OblIO BbIANEeHO pa3IuUyUll 8
appexmusHocmu 1 nepeHoCUMOCmuU npenapama npu pasHvlx pexcumax esedenusd. OOuHakosas
ouodocmynHocms  K1aOpubuna npu NOOKONHCHOM U  OONIOCHOM 68€0eHUU Oblla NOOMEePIHCOeHA
oanHuIMu  hapmaronocuyeckux uccineooganui. C yuemom y0oOCcmea exceOHesH020 NOOKOHCHO20
86e0eHUsl npenapama OAHHbLIL PEHCUM ABIAemcs npeonoumumenvHulm ¢ mepanuu BKJI. Ecau mepanus
KIAOpUOUHOM HA3HAYAEMCs N0 KAKOU-1ubo npudure 6e3 npedsapumenvbHo20 Kypca unmepgepona o u
8 YCl08UAX 27YOOKOU HeUmponeHuu y 0clableHH020 NayueHmad, B03MONCHO Nposedenue edeHus 8

O0pobHOM pedicume: 1 8sedenue 6 Hedento 00 CYMMAPHOU Kypcosoll 003bl [26].

Jleuenue knadpubunom ne mpebyem cneyuaibHoOU COnymcmeayrowel mepanuu (m. e. He Ha3HAYaAmcs
NPOMUBOPEOMHbBIE NPENnapamvl, 600HAs HAZPY3KA), 3a UCKTIOYEHUEM NPUMEHEHUsl KO-mpumorcasona**
U ayukio8uUpa 8 COOMEEMCMEUY ¢ UHCMPYKYyuel O npouiakmuku ungekyuti (no NOKaA3aHusM,

0053amenbHO 8 cllyuae HeumponeHuu — 00 0CCMAHOBIeHUs YPoeHs Helimpoguros > 1,0 X 1 0°/n).

e [lauentam c BnepBble auarHoctupoBaHHbiM BKJI mpu cuMNOTOMHONW TpOMOOLMTONEHUH,
HeA()(HEKTUBHOCTH WM HEMEPEHOCHMOCTH  JIEKAPCTBEHHOM  Tepamuu,  OCIOKHEHUSX
cruieHoMeranuu (MH(apKThI, pa3pbiB), a TaKKe MPU BhIpAXKEHHOU cruieHomerannu (6omnee 10 cm
HUKE peOepHOM [yrH), COYETAIOMICCs C HE3HAYUTENbHBIM IOPaKEHUEM KOCTHOTO MO3Tra,

PEKOMEH/IYeTCsl BBIITOJIHEHUE CIIEHAIKTOMUM [S].
YpoBeHnb yoeauteabHocTH pekoMeHAanuil — C (ypoBeHb J0CTOBEPHOCTH 10KA3ATEJIbCTB — 5)

Kommenmapuii: npu BKJI yoanenue cenesenku ovbicmpo auxsuoupyem yumonenuio, Ho auus y 20 %
NayueHmos Ha ONUMenbHblll CPOK, Y ODONbUUHCMEBA Jice P heKm CNIeHIKMOMUY coXpansemcs menee 1
200a C Heuz0edCHbiMU 6 OalbHeluemM Npospeccuposanuem 3abone6anus u nompeoHOCmvio 8

nposedenUU 1eKapCmeeHHOl mepanuu.

3.3.JIeuenue peunauBoB U pedpakTepHbIX POPM BOJTOCATOKICTOYHOIO
JICHKO03a

e [lammentam ¢ peruauBoM BKJI, y KOTOpBIX MPOJOMKHUTENIBHOCTh peMUCCHU Oblia Oornee 5 JieT,

peKoOMeHIyeTcsl TOBTOPHOE JICUCHHUE, aHAJIOTHYHOE MepBUYHOMY [27-29].
YpoBeHb yoenuTeabHOCTH pekoMeHaannil — C (ypoBeHb 10CTOBEPHOCTH I0KA3aTeJILCTB — 4)

Kommenmapuii: nokazano, umo npu 00CMamouHou NPOOOINCUMENbHOCTIU PEMUCCUU  NOCTIe
nepsuynozo nevenus BKJI ananocom nypuna (knadpubun) nogmopHoe npumeneHue 3mux npenapamos

makoice 3QhhexmueHo.

e [lTanmentam c¢ BKJI, He pocTurmmM mnojgHOM peMuccuu uepe3d 6—12 Mec. mocie Tepanuu

KJIaJpUOMHOM, pPeKOMEeHyeTcsl TOBTOpHAs Teparus KiIaJApuOMHOM B TOM XK€ PEKUME, Kak s



MepBUYHBIX IALMEHTOB, ¢ go0aBicHHEM #puTykcumaGa** B mose 375 Mr/M> 6 BBeeHH c

uHtepBaiom 28 nuen [30,31].
YpoBeHb yOenuTEeIbHOCTH peKoMeHaaunii — B (YpoBeHb 10CTOBEPHOCTH 10KA3aTeJIbCTB — 3)

Kommenmapuii: nepuoo 6occmanosnenus Mueionod3a moxcem ovlims OIUMeNbHbIM, NOIMOMY, eClU Y
nayuenma nocie Nposeo0eHHo20 Kypca JIeYeHUsi AHAI020M NYPUHA OMMEYAemcs NON0NCUMETbHAS
OUHAMUKA — UCYE3HOBEHUE «BOPCUHYAMbBIXY JUMPOYUMOE8 U MEeHOeHYUs K 60CCMAHOBILEHUIO
nokasamesneu Kposu, YMEeHbUleHUue pasmepa Cene3eHKU, mo NOAHOmMY OOCMUSHYMOU pPeMUCCUU

oyeHusalom He pamee yem uepes 6—12 mec. nocne neyenus.

e [lamuenram c peunanBOM BKH, MPOABJIAIOIIUMCA TIPCUMYIICCTBCHHO YBCIMYCHUCM CCJIC3CHKU,

PEeKOMEH/1yeTCsl BHITIOJIHEHUE CIUIEHAKTOMHUM [5].
YpoBenb yoeauTeabHOCTH pekoMeHaannii — C (ypoBeHb 10CTOBEPHOCTH 10KA3aTeJIbLCTB — 5)

Kommenmapuﬁ: Kaxk npaeuilo, nmoJjJabKO CHIEHIKMOMUs He npueodum K pemuccuu u 6cne0 3a Hell

mpeoyemcs nposedenue CUCmeMHOU mepanuu.

e [lanmentam c pedppaxrepusiM Teuennem BKIJI ¢ BoisiBnennoit myrauueii BRAFV600E B xauectse
OJTHOTO W3 BapUaHTOB Tepamnuu pekoMeHayercs #Bemypadenud** B qoze 480 mr/cyT B TeueHue 2

Mec. u Oonee (10 TOCTIKEeHUS pemuccun) [32].
YpoBeHb yoenuTeabHOCTH pekoMeHaannil — C (ypoBeHb 10CTOBEPHOCTH I0KA3aTeJILCTB — 4)

Kommenmapuii: #eemypagpenud™* moocem npumenamoscs MmoaAbko npu OOKA3AHHOU Mymayuu
BRAFV600E. Himeemcs onvim ycneuwiHo2o npumenenus #eemypagenudba™* ¢ pasnvix 0o3uposrkax — om
240 me/cym 0o 960 me 2 pasa 6 cymku [33]. C yuemom docmamounou 3¢ppexmusnocmu u xopoutei

NnepeHoCUMOCmu mvl yauje npumersiem 003y 240 me 2 paza 6 cymxku.

o [lauentam c pedpaxrepubiM Teuennem BKJl B kaduecTBe OJHOrO M3 BapUAHTOB TEparuu
pexoMeHayeTcss uHTEpPepoH o B 03¢ 3 muiH ME/CyT 10 HOCTHKEHUSI MaKCUMAJIbHOTO OTBETA C

MOCIEAYIOUIUM MEPEX0IOM Ha BBEICHUE 3TOU J103bI 3 pasa B HeAento [5].
YpoBeHnnb yoenureabHOCTH pekoMeHAanuil — C (ypoBeHb J0CTOBEPHOCTH I0KA3aTEJbCTB — 5)

o [lamuentam c pedpakrepasiM TeueHneM BKJI B xauecTBe OIHOTO M3 BapHAHTOB TEpAMH MOXKET
ObITh peKOMeHJA0BaHA KoMmOuHarusi #OeHmamyctuHa** B nmoze 70 Mr/M2 B 1-2-i ITHA C

#putykcumab