[EMOBJIACTOS3bI

Nenkosbl, MMM OMBbI



[emobnacTosbl. Obwme XapaKTePUCTUKN

* 3TO ONYX0/IN KPOBETBOPHOW TKaHU (3aTparnMBatoT MUENO- U
nmmdonoss)

* B ceasuc tem, uto nx HOPMAJIbHBIE npoToTUnbl MUTPUPYIOT NO
opraHusmy, onyxonu NMEPBUYHO METACTA3UPYIOT (nostomy mx He
KnaccndpuumpyrotT Ha 06poKavyecTBEHHbIE N 3/10KAYECTBEHHbIE, KaK
Apyrue onyxonu)

* HeKoTopyo aHa/lIornio Mmexkay «406pom U 310M» MOXKHO NMPOBECTU C
ocTpbiMu (bonee 3n0KayecTBEHHbI T.K. U3 BNACTHBLIX KNETOK) U
XPOHUYECKUMM NNeMKO3aMM (MeHee 310Ka4YeCTBEHHDbI, T.K. U3 3penbix
KNETOK), a Tak¥Ke NTMMPOMaMU U3 HE3PENbIX NN 3PENbIX KNETOK



OCHOBHbIMM NMPOSABAEHUAMMN NHOOOTO
NNeNKo3a ABNAeTcA:

* 1)pa3BuTHe aHeMuu (BcneacTBme BbITECHEHMA KNETOK
KPaCHOro POCTKa); B pe3ynbTaTe HapyLlleHUs
HOPMaIbHOro co3peBaHma U GYHKLMOHMPOBAHUA
MMMYHOKOMMNETEHTHbIX K/IETOK - pa3BMBAETCA
2)ummyHoaedUUNT 1 pa3BMBALOTCA 3)TAXKeNble
A3BEHHO-HEKPOTUYECKUE 1 4)THOUMHO-HEKPOTUUYECKUE
n3MeHeHus, 5)ocnoKHeHNA NHPEKLUOHHOW Npmnpoabl,
6)cencuc. HapylieHne pocta merakapmoumTapHoro
POCTKa NPUBOAUT K TPOMOOLIMTONEHNM N HAPYLLUEHUIO
CBEepTbIBaHUA KPOBU — 7)remopparuyeckuii CMHAPOM




OcTpble n1enko3bl VS XxpoHuveckme

pronax T o pios ——————— poumecwnreor

YposeHb 6n10Ka guddepeHUMpPOBKHU BbicoKkuit (Ha ypoBHe 61acTHbIX KNeTok  HU3Kuii (Ha ypoBHE CO3peBatoLLnX
(npeobnagaHne onyxonesbix KNETOK) c ux npeobnagaHunem) KNETOK C ux npeobnagaHvem)
3amelueHne KOCTHOro mosra BbiparkeHo +/-, BbIpa)€HO Ha NO34HMX CTaAnAX

OMyXONEBbIM KNOHOM: aHEMMS,
TpoMbBOLUTONEHUS, yMEHbLUEHME
KONMYEeCTBa HOPMaabHbIX IEMKOLUTOB

Jlenkemun4eckuii nposan OcTpbit MMenonemnKkos Het

TeHn BoTknHa-fymnpexTa Her XpoHun4yecknit n(nmebonemkos
303nHOGUNbHO-6a30duUNbHan Hert Mpun XPOHUYECKOM MUENONENKO3E
accoumaums

®unagenbduitckaa xpomocoma (Ph, OcTpbit numonenkos XPOHUYECKMIA MUENONEMNKO3

reH ber-abl)

lenatocnaeHomeranms Het (He ycnesaet pa3suTbcs) Bbipa)keHbl: renatocnaeHomeranus -

NPEeUMYLLECTBEHHO NMpU
Muenonemkose, + aumebaaeHonaTus -
npu nnmdonerkose



Cpeau ocTpbix («6N1aCTHbIX») IEMKO30B
BblAENAOT TMCTOreHeTnyeckme Gpopmbi:

HeandppepeHUMpPOBaHHbIN
MwnenobnactHbln
MoHOb6MACTHbIN
AputpommenobnactHblin

MerakapnobaacTHbIN



BnactHaa KNeTka npu nenkose
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Jlenkos VS nmmpoma
T T

MecTo, rae npouncxogut KocTHbIM MO3r, CTBONOBAasA KNETKa MUENO- U BHE KOCTHOro mosra B itobom gpyrom
MyTauMa U ManurHusaums numoonoasa mecte. CTBonoBas Knetka ammedonossa
KPOBETBOPHOM KNETKU
PacnpocTtpaHeHue B N3Ha4anbHO Onyxonb pacrnonaraeTcs B MNepBOHa4YanbHO pPacTyT BHE KOCTHOrO
KOCTHOM MO3re OMyX0NeBOM KOCTHOM MO3ry, 3aMeLLaeT ero u Mo3ra (3a UCKNYEHNEM MUENOMDI)
TKaHU C NOC/NEAYIOWMM €I0  PAcnpoOCTPaHAETCA NO KPOBU, HTO anddysHo nam B BMAe y3na, Bbi3biBas
3aMeLLEHMEM OTpaXKaeTca Ha KPOBETBOPEHUM U @aHANM3aX MECTHblE CUMNTOMbI (Hanpumep,
KpoBu (Mpu ocTpom neikose 6onee cAaBNEHUE OKPYXKaoLUX TKaHEN).
BblpaeHo) 3aTem BO3MOXXHa AUCCEMMHALMA MO

KPpOBU U B KOCTHbIN MO3T C
COOTBETCTBYHOLLMMU KIMHUKO-
na60paToprIMM cMMmnTomMamum

Knaccudpukauyms OcTpble (4acTo Ux Ha3biBalOT GAACTHBIMMY, MHOro pasHbix KnaccubukaLuit
HO He BCe KnaccudumKaumm sTo CoBpemeHHas Knaccudukaums
OTparkatT)/XpoHn4ecKue (YacTo ux yuutbieaet Tun ammdoumta (T, B, NK—

Ha3bIBaOT LUUTAPHbIMK) KNETKU U NPOoY.), CTENEHb 3PEOCTH



[emobnacto3bl. CoBpemeHHas
Knaccndpmkaumsa BO3

* MunenoungHble:
* OcTpble MMeNnonemKkosbl (cm. HMUXKe)

* XpoHuyeckne muenonponudepatusHble 3abonesaHmna (XpPOHUYECKUN MUNENTONENKOS
M NPOY. — CM. HUXKe)

* Muenogucnnactmyeckne cuHapombl (npusHaku ancnnasmm M AUCOYHKLNUA
POCTKOB remonossa; knaccudukauma FAB oTparkaeT nocnegosatesibHble CTaaum
OMyX0/IEBOM NPOrpeccun A0 OCTPOro MMUENONENKO3a, Korga B KOCTHOM baacTtos
ctaHoBuTca bonblie 30%, a B Kposu — bonblue 5%)

* Muenoagucnnactudeckne/muenonponmdepatnsHble 3abonesaHnsa (ectb u
aucnnasus u nponudepayms, Te4eHue — yMepeHHO-3/10Ka4eTCBEHHOe)

* JlumbougHbie ("mmdponenkosbl U IMMEPOMbI, CM. HUXKE);
* lucTMouMUTapHbIE (TMCTUOLUMUTO3bI - 3HATb, YTO OHU €CTb);

. OHVXOI'IM), BO3HUKAKOWHNE U3 TYHYHDbIX KNIETOK (MaCTOLI.MTO3bI — 3HATb, YTO
OHU €CTb).




Knaccndumkauma nemkosoB No HaIMYUIO 61aCTHbIX KETOK B
nepudepruyeckom KpoBM M No 06LLEMY YUCNTY IEMKOLMTOB:

*Jlelikemunyeckue — cebile 50—80x10°/n nemkountos, 61acTOB B TOM
Yyucne;

*Cy6neiikemuyeckue — 50—80x10°/n nemkounToB, 61aCTOB B TOM YUCAE;

*JleiikoneHU4yecKkue — B nepnudepmnyeckomn KpoBu CoaepKaHUe NEMKOLUTOB
HUYKEe HOPMbI, HO eCTb 6/1aCTHbIE KNETKU;

*AneiikeMmuueckue (B nepnudpepruyecKon KpoBu cogeprkaHue 6enbix
KPOBAHbIX TENEL, MOHUMKEHO, 6N1aCTHbIE KNIETKU HE BbIAB/IEHDI).
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MwukponpenapaT Ne36.[0/10BHOM MO3r Npu OCTPOM NenKo3e.
OKpacKa reMaTOKCUIMH M 303UH. [lpenapaT onucaTb.
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HekpoTnueckass aHruHa




XPOHUYECKUN NENKO3 MOXKET UMETb
Pa3NNYHOE MPOUCXOXKAEHUE:

* MuenouutapHoe
* lumdpoumnutapHoe
* MoHouuTapHoe



KOCTHbIM MO3r NPU XPOHUYECKOM MUENONENKO3E




Cenes3eHka npu XPOHWUYECKOM MWENONenKose




fenatomeranua npu XMJ1




MuKkponpenapaT Ne 35a. [e4yeHb NpU XPOHUYECKOM MUENOUAHOM JIENKO3E.
[penapaT pucosaTsb.

OKpacKka remMaToOKCUANH N 303UH.




[leyeHb nNpu XpoHUYECKOM MUenonenkose, x 400







NumdaTuyeckne yanbl NPU XPOHUYECKOM NMMMDONenkose
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YBenuueHwe 100

MuKponpenapat N2 356. MNeyeHb Npu XpoHUYeckom anmdonenkose. OKpacka

reMaTOKCU/IMH U 303UH.
[lpenapaTt onucaTb.



[leyeHb NpU XpPOHUYECKOM UM OoNenKose




OcobeHHOCT U KnaccndpuKaLuma
NN1A3MOKNETOYHbIX ANCKPa3nM

CBA3aHbl C MaNUTHU3aLMEN NNA3MOLUTOB U UX Y& Myelomaceﬁs
npeAwecTBEHHUKOB /4\,_,.%

BolaensatoT aHomanbHble |g (M-npoTenHbl) M X COCTaBHbIE
yacTu (k- n A-uenu (B moue — 6enok beHc-[K0Hca), nerkme u
TAXKENble uenu)

Buabi:
* MHOXeCTBeHHaa mmenoma (nokanmsauma — KOCTHbIM MO3r),

. COIW)ITapHaﬂ Mmuenoma (nnasmouutoma) (nokanusauua sHe
KKM),

* aumdonnasmouuTtapHaa ammedoma (MakpornobynmHemmn
BanbaeHcTpema),

* BONE3HU TAXKENDIX Lenen,
* NepPBUYHbIA MMMYHOLUMUT-aCCOLMMPOBAHHbBIN aMUI0NA03,
* MOHOKNOHa/bHaA rammanaTna HeACHOM NpuUpoabl.




KAMHUKO-Mopdosormyeckme

opMbl MMENIOMHOM 601€3HM

(Bopobbes, 2003)

«  Anddy3HO-04arosas - 0KoJ10
60%,

«  anddysHasa - 24%,

* MHOXeCTBeHHO-o4arosas - 15 %

* CKneposupyrowas < 1%,

*  MPEenMMyLLEeCTBEHHO
BucuepasbHas < 0,5%.

TunNbl MHOXXECTBEHHOM MUEJIOMbI B
3aBUCUMOCTU OT 3PEeJIOCTU KNETOK
* [lnasmouyutapHas

* [lponnasmoumtapHas

* [lna3mobnacTtHas

Generation of post-germinal centre myeloma plasma B cell.

DNA

DAMAGE CXCR4 SDF-Aa o ing
to

Myeloma bone

péaggllf marrow

B cell /
activation I
CD38 cD138 CDse

Phenotypic
markers
Secondary
lymphoid
organ

Multiple myeloma is 2 malignancy of plasma B cells caused by alterations to genetic material following B cell activation in the
germinal centres of secondary lymphoid organs. Genetic defects include primary translocations of immunoglobulin heavy/light
chain genes to other chromosomes near oncogenes/cell-cycle proteins and secondary changes including duplication/loss of
chromosomes and/or mutations in cell growthtumour suppressor genes. Myeloma plasma B cells also express CXCR4
receptors for SDF-1«, a chemokine that regulates homing to the bone marrow,. bone disease develops.

‘immunopaedia.org



MunenomHaa KneTtka




[opakeHne opraHoB MpU MHOXKECTBEHHOM
MUEIOME

« KpoBb: HOpMOXPOMHAs aHEMMA, HEUTpodMaEs3, peZIKo NaHLMUTONEHUSA
(06yCc/10BNIEHO NOpaXKeHUEM KOCTHOIroO M03ra), noBbllEHHAA BA3KOCTb

« CKeneT: o4aroBbIM OCTEOMNOPO3 («CeAbl NPO6ONHMKA», NATO/IOrMYECKME
nepesiombl). [pUyMHa - Bblge/IeHMe OCTEOK/IaCTaKTMBUPYIOLLEro (hakTopa
(OAF), aKTMBaLUMA OCTEOKNIACTOB, KaK CNneACTBUE - TrMnepKasibuMeMus C
MeTacTaTUYeCKMM 0ObI3BECTBJ/IEHUEM.

Tpuaaa Kanepa - 60/b, onyxosm, NepenomMbl KOCTEU - XapaKTepHa As
MM.

[laTonornyeckue nepenombl MOryT OC/IOKHUTLCA ABYCTOPOHHMM NMape3om
HUXKHUX KOHEYHOCTEW BBUY CAABJIEHUSA CMIMHHOMO MO3ra.



ﬂopameHMe opraHoB Mnpu MHOECTBEHHOM
MUETIOME

BucuepanbHblie nopakeHus

* [[enato- 1 cnieHoMeraams

* [loparkeHue noyek - MMesIoOMHaA HedponaTuUA.
OTnoxeHuna B noykax 6enka beHc-/XOHCa,
npuMBoAALLUME K NOCTENEHHOMY CK/IEPO3Y CTPOMDI
NOYKU (BOCXOAALLEMY CKIEPO3Y). TaKXXe BaXKHYI0
POJib UrPaKT BHYTPUKAHA/IbLEBbIE OT/I0XKEHMA
6enka beHc-/>XoHca U Ap. 6€1KO0B naa3smbl,
KOTOpbl€ NepPEKPbIBAKOT NPOCBET KaHa/IbLEB U
BbI3bIBAOT rnb6esib HedpoHa (BHYTPMNOYEYHbIM

rmapoHedpo3s)



[opakeHue opraHoB NPU MHOXKECTBEHHOM
MUEeSIOMe

BucuepasibHble noparkeHms

« AL-ammnonao3 (OCHOBHOM KOMMOHEHT -
MOHOKJIOHa/IbHble L-uenu Ig, pacnosoxeHue -
nepuKoalareHoBoe: aABEHTULMA COCYA0B, MbILULbI
(A3bIK, cepaue), AepMa, CYXOXHU/IMA U CYCTaBbl,
HepBbl.

* Mepudepryeckas HeMponaTms



OCHOBHbIe NMPUYUHbI CMEPTHU

* XPOHMYECKaA noyeyHas He40CTaTOYHOCTb (B
pe3y/ibTare OT/I0)KeHMA 6enKa beHc-/XKoHca)

* UMMYHOZEeDUUUT, KaK cnelCcTBUE, MHEBMOHUM

* KpoBOM3NMAHMSA B rO/IOBHOM MO3T (CaeacTBUE
NOBbILLEHHOW BA3KOCTK)

 JleroyHO-CcepAe4yHaa He40CTAaTOYHOCTb



MexayHapoaHas Knaccndukauma numdounHbix HoBoobpasosanuin no BO3 (2000r.)
ocHoBaHHasA Ha Knaccudukaumm REAL (a Revised European-American classification of Lymphoid neoplasms)

lll. Bone3Hub XogXXknHa (rucrtonorn4eckue BapuaHThbl).

O llla. HooynsapHbin BapuaHT 60re3Hu XomkkuHa ¢ numMdonaHbIM npeobnagaHnem.

¢ 1116. Knaccu4yeckmne BapuaHTbl 6onesHn XomKKuHa:
* numegpoudHoe npeobnadarue (KNETKU TUMNA KYKYPY3HbIX 3EPEH + npeobnagaHve nuMgouuTos u

rTMCTUOLUMUTOB); ©

* HOOynApHLIU cknepos (TONCTble PUOPO3HbIE TAXKKU, AONBYATOCTL N/Y)
* 1-in Tun (B coctase KITACCUYECKUE KINETKW + nhdunetpat u3 numdpountos unu cmecu: nuMdounTbl, NNasMouunTbl,

HelnTpodunbl, 303MHOUNbI); @

+ 2-it Tun (B cocTase MONMMMOP®HBIN TUMN KNETOK unu nctowerne nuMdonaHbIX KNeTok UHdunsTpaTa) @
(KNACCUYECKUE KNETKN u KNETKU XOOXKWUHA + nidunsrpart us
CMEeCU: MMM OUNTLI, NNa3MoLUTbl, HEUTPOPUIbI, 303UHOPUINbI, OYarn HEKPO3a, POCT PETUKYNAPHBIX BOMOKOH);

« numgpoudroe ucmowerue (MONUMOP®HbLIN u KNTACCUYECKUA TUM KNETOK, nctoLleHune

NUM@ONSHON TKaHN) A



JlIumdoma Xo4KKMHa (nMMmPporpaHynemaTos)

3n10KavyecTBEHHOE HOBOOOpa3oBaHMe NMMPOUAHON TKAHWN, ANATHOCTUYECKUM
NPU3HAKOM KOTOPOro ABNAKOTCA Pa3/IMYHble BapUaHTbl KeToK Pruaa-
Bepe3osckoro-LLtepHbepra (cm. ructonormyeckyto Knaccmbukaumio).

KnuHuyecku npoasnaetca T.H. B-cumntomamm (CMMNTOMbI MHTOKCUKaLLMMK),
KOTOpble BK/AOYaIOT:

* IMXOPAAKY,
* NPOZMNBHbIE HOYHbIE MOTbI
* HeOHBACHUMYIO NOTEPHO Beca

Knaccuyeckuii Tun: HoOAyNSAPHbIA CKNepos



r
6

A
8 €

a4 — KJACCHYCCKHH THIT C ABYMA 3CPKAMIbHBIMH AAPAMH B BHAC IJ1a3 COBbI; O — THIT KJICTOK C Pa3iBo-
CHHBIM MM MNCPCTAHYTHIM AAPOM, O/IM3KHH K KIACCHYCCKOMY; B — MOHOHYK/ICApHBIH THN (KICTKH
XOIMKKHHA), I — NOAUMOPPHBLIH THI! [l — JAKyHapHbIH THN; € — auMdorncTnouuTapHbii THI, WIH

KJIETKA B BUIC KYKYPYZHBIX 3epeH.
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Stage I: Stage II: Stage Ill: Stage IV:
involvement of single involvement of two or involvement of lymph diffuse extralymphatic
lymph node region or  more lymph node node regions on both disease (e.q. in liver,
single extralymphatic regions on same side sides of the bone marrow, lung,
site (Ig) of diaphragm; may diaphragm; may skin)
include localized include spleen (llis)

extralymphatic or localized



JlnmdbaTtnuecknn ysen npu numdorpaHynemartose




Numdatruecknt ysen npu numdorpaHynemartose




Mukponpenapat N2 118. Jiumdoma XoaKKMHa (HOAYNAPHbLIM CKNepo3s),
nmmdatmyeckmin yzen. OKpacka reMaToKCUAUH U 303MH.
[lpenapaT onucaTb.

| YBenueHMe 400
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«Mopduposasa» ceneseHkKa




CeneseHka npu numdorpaHynemartose (nopdupoBas)




