[EMOBJIACTOS3bI

nenkosbl, NMMMgpomMbl



f[emobnacTto3bl. Obwme xapaKTepPUCTUKM

* 9TO ONYX0/IM KPOBETBOPHOM TKaHWU (3aTparMBatoT MUENO- U
nmmgeonoss)

* B ceasun c tem, 4to ux HOPMAJIbHbBIE npoToTUnbl MUrpUpPYIOT MO
opraHusmy, onyxonun MEPBUYHO METACTASUPYHOT (nostomy ux He
KnaccmoduumpyroT Ha 406poKayecTBEHHbIE U 3/10KAYECTBEHHbIE, KaK
Apyrue onyxonm)

* HekoTopyo aHa/lI0rno MeXay «406pom 1 310M» MOXKHO NPOBECTU C
ocTpbiMmu (bonee 3n10KayeCcTBEHHbI T.K. U3 B1ACTHbIX KNETOK) U
XPOHUYECKMMU NIeNKo3aMM (MeHee 3/10Ka4eCTBEHHbI, T.K. U3 3penblxX
KNETOK), a TaKKe NMMPOMaMM U3 HE3PENbIX U 3PENbIX KNETOK



OCHOBHbIMM NpoABAEHNAMMK Nt0OOro
JIeMK03a aBnaeTca:

* 1)pa3sButue aHemMum (BCcieacTBME BbITECHEHUA KNETOK
KpaCcHOro pocCTKa); B pe3y/ibTaTe HapyLleHUs
HOPMaJIbHOIO CO3PEBAHUA U PYHKLMOHNPOBAHUA
MMMYHOKOMMNETEHTHbIX KNeTOK - pa3BMBaAETCA
2)nmmyHoaedMUUT 1 Pa3BUBalOTCA 3)TAXKeNble
A3BEHHO-HEKPOTUYECKME 1 4)rHOUHO-HEKPOTUYECKME
N3MeHeHUs, 5)ocnoKHeHNA MHPEKLUMOHHOWN Npupoabl,
6)cencuc. HapylweHune pocta MerakapmoumTapHoro
POCTKA NPUBOAUT K TPOMOOLMTONEHMNM N HAPYLLUEHUIO
CBEPTbIBAaHNA KPOBU — 7)remopparmiecknm CMHAPOM




OcTpble nenko3bl VS xpoHuyeckme

o o peor | pmumecon s

YpoBeHb 610Ka auddepeHUNpPOBKHU Bbicokuii (Ha ypoBHe 61acTHbIX KNeTOK  HU3Kuit (Ha ypoBHe cospeBatoLmx
(npeobnagarne onyxonesbIX KNETOK) € Ux npeobnagaHuem) KNIETOK C ux npeobnragaHuem)
3amelLeHne KOCTHOro mosra BbipaxkeHo +/-, Bblpa)k€HO Ha NO34HUX CTaAUAX

OMyXONEBbIM KIOHOM: aHEMMS,
TPOMBOUUTONEHUS, YMEHbLIEHUE
KONMYyecTsa HOPMa/bHbIX N1EMKOLUTOB

Jleikemn4eckmii nposan OcTpbit MMenonemnKkos Het

TeHun boTknHa-fymnpexrta Het XpoHun4yeckuit ntumoonekos
303MHOodUNbHO-6a3zodunbHan Hert Mpun XPOHMYECKOM MUENONENKO3E
accoumaums

®dunapenvoduitckas xpomocoma (Ph, OcTtpbit numbonerkos XpOHWYECKMN MUENONENKOS

reH ber-abl)

lenatocnneHomeranms Hert (He ycnesaeT passuTbea) Bbipa)keHbl: renatocnaeHomeranms -

NpPeuMyLLECTBEHHO NpU
Muenoneiikose, + numdageHonaTma -
npu numdonerkose



Cpeau ocTpbix («6N1aCTHbIX») IEMKO30B
BblAENAOT TMCTOreHeTu4Yeckmne Gopmbil:

HeanddepeHUMpPOBaHHbIN
MunenobnactHbin
MoHobnacTHbIN
SputpommenobnactHblin

MerakapmobnacTHbIN



BnactHaa knetka npu NeEnKose




Jlenkos VS anmpoma
Moo newomw | empows

MecTo, rae nponcxoaut KocTHbI MO3r, cTBONIOBasA KNeTKa MMENO- U BHe KocTHoro mosra B itobom gpyrom
MyTaumusa U ManurHmsaums numdonoasa mecte. CTBonoBasn Knetka ammoonoasa
KPOBETBOPHOM KNETKU
PacnpoctpaHeHue B M3Ha4anbHO ONyxonb pacrnosaraeTca B MNepBoHa4YanbHO PacTyT BHE KOCTHOrO
KOCTHOM MO3re OMyX0NeBOM  KOCTHOM MO3ry, 3aMeLLaeT ero u MO3ra (3a UCKNKOHEeHMEM MUENOMbI)
TK@HW C MOCNEAYIOWMM EF0  PACMPOCTPAHSAETCA MO KPOBMU, 4TO anddysHo nan B BUAE y3na, Bbi3biBas
3aMeLLEeHUEM OTpaaeTcA Ha KPOBETBOPEHUM U @aHANM3aX MECTHblE CUMNTOMbI (Hanpumep,
KpoBu (Mpu ocTpom neitkose 6onee CAaBNEHME OKPYXKaIOLLUX TKAHEN).
BblpakeHo) 3aTeM BO3MOXXHa AUCCEMMHALMNSA MO

KpoBU U B KOCTHbIM MO3T C
COOTBEeTCTBYHOLWMMU KNINHUKO-
ﬂa60paTOprlMM cmmMmnTomamum

Knaccuopukaums OcTpble (YacTo X HasbiBatoT 6AACTHBIMM, MHoro pasHbix KnaccuduKamii
HO He BCe Knaccudukaumm ato CoBpemeHHas knaccudmkaums
OTparkatT)/XpoHun4eckue (4acto mx yuutbisaet Tun ammdoumta (T, B, NK—

Ha3bIBaOT LLUTAPHbBIMM) KNETKU U MPOY.), CTEMEHb 3penocTu



[emobnacTo3bl. CoBpemeHHas
Knaccndurkauma BO3

* MuenougHble:
* OcTpble MMenonemKkosbl (cm. HUxe)

* XpoHu4yeckne muenonponudepatusHbole 3abonesaHma (XpOHUYECKMN MUENONEMNKO3
M NPOoY. — CM. HUXKe)

* Muenogucnnactuyeckme cuHapomsl (npusHaku gucnnasum U ANCOYHKLNA
POCTKOB remonossa; Knaccudpukauma FAB oTparkaeT nocnegosBaTtesibHble CTaanm

OMNyX0/1eEBOM NPOrpPeccun A0 OCTPOro MUesioNekosa, Korga B KOCTHOM bnacTtos
ctaHosuTcs 6onble 30%, a B Kposu — bonblue 5%)

* Muenogucnnactuyieckme/muenonponudepatnsHble 3abonesaHuna (ectb u
aucnnasua u nponudepauma, Te4eHUe — YyMepeHHOo-3/10Ka4eTCBEHHOE)

* lumdbougHsbie (nmmdponenkosbl U AMMPOMbI, CM. HUXKE);
* lucTMoumUTapHbIie (NTMCTUOLUTO3bI - 3HATb, YTO OHU €CTb);

. OHVXOJ'WI), BO3HUKaKOLWINE U3 TYYHbLIX KZIETOK (MaCTOLI,MTO3bI — 3HATb, YTO
OHW eCTb).




Knaccndumkaumsa nemkosoB rno Ha/IMYmMo 61aCcTHbIX KNETOK B
nepudepr4Yeckon KpoBK M Mo 0BLLLEMY YMUCNY IEMKOLMTOB:

*Jleikemuueckue — cebile 50—80x10°/n nenKouutos, 6,1aCTOB B TOM
Yyncne;

*Cybneitkemuueckme — 50—80x10°/n nerMKoumnTos, 61acTOB B TOM YUCAE;

*JleiKoneHU4Yeckne — B Nnepnpepmn4ecKkomn KPoBm COAEPHKAHUE NEUKOLLUTOB
HU>Ke HOPMbI, HO eCTb 6/1aCTHbIE KNETKY;

*Aneiikemuyeckue (B nepndpepruyecKkomr KpoBu coaepkaHue 6enbix
KPOBSAHbIX Te/lel, MOHMMeHO, 6/1aCTHbIe KNETKU He BbIAB/IEHDI).
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MuKkponpenapaT N236.f0n10BHOWN MO3T Npv OCTPOM NenKo3e.
OKpacka remaToKCUAMH M 203UH. [lpenapaTt onucaTs.
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HerOTI/IIJECKaH dHI'MHA




XPOHUYECKMN TENKO3 MOXKET UMETb
PAa3NNYHOE MPOUCXOXKAEHUE:

* MuenouuntapHoe
* JlumpoumnTapHoe
* MoHouuTapHoe



KOCTHbIM MO3r NpPU XPOHUYECKOM MUENONENKose




Cenes3eHKka npu XPOoHUYECKOM MWUENONENKO3E




fenatomeranus npu XMJ1




Mukponpenapat N2 35a. leyeHb NPU XPOHUYECKOM MUENOUAHOM JIENKO3E.
OKpacKa reMaTOKCUANH U 303UH.
[MpenapaT pucosaTb.




[leyeHb npu XpPoHMYeckomM Mmuenonenkose, x 400




BpbikeeyHblie AMmooy3nbl




INumdpaTyeckne yanbl NpU XPOHWUYECKOM NUMAONENKose
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0 356. lNe4yeHb Npu XpoHUYeCKoOM Anmdponeinkose. OKkpacka

MuKkponpenapat N
reMaToOKCU/IMH 1 303UH.

[lpenapat onucaTb.

S/Benuueuue 100
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OcobeHHOCTUN U Knaccndurkaums
MN1a3MOKIETOYHbIX ANCKPA3UN

CBA3aHbl C MANUrHM3aLUMEN NNa3MOLUTOB U UX \!l Nelomaonils
npeawecTBeHHUKOB 3 o
BbiaenatoT aHomanbHble Ig (M-npoTenHbl) U Ux cocTaBHbIe [ L% )

yactu (k- u A-uenu (B moye — 6enok beHc-[KoHca), nerkme u
TAXKEeNble uenu)

Buapbl: g;,
* MHOEeCTBEHHas Mnenoma (nokanusaumsa — KOCTHbIA MO3T),
* conuTapHaa muenoma (nnasmouutoma) (nokanmsauma BHe

KKM), '}:\_
* anmdonnasmouutapHaa aMmdoma (MakpornobynmHemumsa 5 N
BanbaeHcTpema), 4\ M )

* 6ONE3HM TAKENDIX Lenei, ’f’,\\ AR );‘\ XA
5 5 >e_7 3 proteins N 'S
* NepBUYHbIA UMMYHOLUT-aCCOLMMPOBAHHbIN aMUI0UA03, iz N A N

* MOHOK/NOHA/NbHAA raMmanaTnsa HeACHOWN npupoasbl.



KAMHUKO-Mopdosormyeckme

d)OprI MWe/IOMHON 601e3HM Generation of post-germinal centre myeloma plasma B cell.

(Bopobbes, 2003)

*  Anddy3HOo-o4arosas - 0Koso
60%,

«  anddysHasga - 24%,

*  MHOXeCTBeHHo-o4arosas - 15 %

DNA
DAMAGE CXCR4 SDF-1a Homing

Myeloma
plasma
B cell

B cell /
activation cD38 CDS6
3 CD138
* CKneposupywowasn < 1%, Phenctypc

*  MPEUMYLLECTBEHHO
BucuepanbHas < 0,5%.

Secondary
lymphoid
organ

Tunbl MHOXXECTBEHHOM MUE/IOMbI B

Multiple myeloma is a2 malignancy of plasma B cells caused by alterations to genetic material following B cell activation in the
3a B M C M MOCT M OT 3 p en OCT M Kn eTo K germinal o)éntres of seooncljgary lyr):\phoid organs. Genetic defeés include pnmgry translocations of imrr\ngunoglobulin 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
. nﬂ a3MO U‘MTapHaﬂ receptors for SDF-1«, a chemokine S%hat regulates homing togthe bonye marrow,. bone disease develops.
* [lponna3smoumrtapHas immunopaedia.org

* [lnasmob6nacTtHas



MuenomHasa kKneTka




[opa*keHne opraHoB NPU MHOXECTBEHHOM
MMEJIOME

« KpoBb: HOPMOXPOMHasA aHeMUSA, HEUTpodUuie3, peIKo NAHLUTONEHMS
(06yCNOB/IEHO NMOPAYKEHUEM KOCTHOIO MO3ra), MoBbILEHHAsA BA3KOCTb

« CKeneT: o4aroBbli 0CTEOMNOPO3 («caeAbl NPO60MHMKA», NATONOrMYECKUE
nepenombl). MpuymHa - BbligeIeHUE OCTEOKNACTaKTUBMpYoLLEero pakTopa
(OAF), aKTMBaUMA OCTEOK/IAaCTOB, KaK C/IeACTBUE - TMNEPKA/IbLIMEMMS C
METacTaTMYECKMM OBbI3BECTBJ/IEHUEM.

Tpuapa Kanepa - 601b, onyxonu, nepesioMbl KOCTEM - XapaKTepPHa AN
MM.

[laTonornyeckue nepenombl MOryT OCNIOKHUTBLCA A BYCTOPOHHUM Mape3om
HUXKHUX KOHEYHOCTEU BBMAY CAABJIEHUSA CMIMHHOIMO MO3ra.



[opakeHue opraHoB NPU MHOXKECTBEHHOM
MMESIOME

BucuepasibHble nopaxkxeHus

» [[enaTo- 1 cnaeHoMeraams

* [lopaxkeHue noyek - MmesioMHas HedponaTmA.
OTnoxeHua B noykax 6enka beHc-/XKoHcCa,
npuBOAALLME K NOCTENEHHOMY CK1EPO3Y CTPOMbI
NMOYKM (BOCXOAALLEMY CKIepo3Y). TakXe BaXKHYH
POJib UrpaKT BHYTPUKAHA/IbLEBbLIE OT/IOXKEHMUSA
6enka beHc-/XoHca U Ap. 6€1KO0B niasmbl,
KOTOpble NepeKpbIBalOT NPOCBET KaHa/IbLUEB U
BbI3bIBAKOT rMbeib HedpoHa (BHYTPUNOYEYHbIN

rMapoHedpo3s)



[lopaxkeHne opraHoB NPU MHOXECTBEHHOM
MUEIOME

BucuepasibHble noparkeHus

« AL-amn10MZ103 (OCHOBHOM KOMMOHEHT -
MOHOK/IOHa/IbHble L-uenu Ig, pacnonoxeHue -
NepUKOIIareHOBOE . aABEHTULMA COCYA0B, MbILULbI
(A3bIK, cepaue), AepMa, CYXOXKMIMA U CYCTaBbl,
HepBbl.

* Mepudepuyeckas HemponaTms



OCHOBHbIE NMPUYUHDBI CMEPTU

» XpOHUYecKas noyeyHass He4oCTaTOYHOCTb (B
pe3y/ibTaTe oT/I0XKeHUA 6enKa beHc-XKoHca)

* UMMYHOZEDULMT, KaK CNeacTBMUE, MHEBMOHUM

« KpoBOM3/1MAHMA B rOZIOBHOM MO3T (C/eAcTBUe
NOBbILLEHHOM BSA3KOCTMH)

 Jlero4yHo-cepAaeyHasa He40CTaTOYHOCTb



MexayHapoaHas knaccudurkauma numpounaHbix HoBoobpasoanmin no BO3 (2000r.)
OCHOBaHHas Ha KnaccuduKaumm REAL (a Revised European-American classification of Lymphoid neoplasms)

lll. Bone3nb XoaXxKuHa (rucTonornyeckue BapmaHThbl).

O llla. HooynsapHbivi BapuaHT 6onesHn XomkkuHa ¢ numdonaHbiM npeobnagaHuem.

O 16. Knaccu4veckue BapnaHTbl 6onesHun XomKKUHa:
* numehoudHoe npeobnadarue (KNETKU TUMA KYKYPY3HbIX 3EPEH + npeobnagaHue nuMgouunTos 1

rTMCTUOLMTOB); ©

* HOOYNAPHLILU cknepos (TONCTble GUBPO3HbLIE TAXKU, LONBYATOCTb N/Y)
* 1-ntun (B coctase KITACCUYECKUNE KIETKW + uncbunetpat U3 numcounToB Unu cMecu: numdounTsl, NnasMounTbl,

HelTpodunbl, 303MHODUNbI); ©

+ 2-ii Tun (8 coctase MONUMOP®HbINA TUM KNETOK unu uctowenne nuMONAHBLIX KNETOK UHUnLTpaTa) @
(KNACCUYECKUE KNETKU n KNETKN XOOXKUHA + nidunsrpat us
CMeCU: MMM OLUTLI, NNasMoUNTbI, HENTPOPUIbI, S03UHOPUINbI, OYaru HEKPO3a, POCT PETUKYNAPHBIX BOMOKOH);

 numepoudroe ucmouwerue (MOMTMMOP®HbLIV n KNACCUYECKUA TUM KNETOK, nctoLleHune

NUMOUNIHON TKaHW) ®



Jlumpoma XoaxKKMHa (nnmdorpaHynemaTos)

3n10KayecTBEHHOEe HOBOObOpa3oBaHMe NMMPOUAHOM TKaHN, ANArHOCTUYECKMUM
NPU3HAKOM KOTOPOro ABNAKOTCA Pa3/IMYHble BAapUaHTbl KNeToK Puaa-
BepesoscKkoro-LUtepHbepra (cm. ructonormyeckyto knaccnbukauuto).

KnvHuuecku npoasaserca T.H. B-cumntomamm (CMMNTOMbI MHTOKCUKaLUK),
KOTOpble BKAKOYAIOT:

* INXOPAAKY,
* NMPOAUBHbIE HOYHbIE MOTbI
* HEOObACHUMYIO NOTEpPIO Beca

Knaccudeckunit Tun: HogynsapHbIA CKNepos



a4 — KJACCHYCCKHH THIT ¢ ABYMA 3¢PKUIbHBIMH AAPAMH B BHAC IJ1a3 COBbI; O — THIT KJICTOK C Pasiaso-
CHHBIM MM NCPECTAHYTHIM AAPOM, O/IHIKHI K KAACCHYCCKOMY; B — MOHOHYK/ICApPHBIH THN (KT1CTKH

XOMAKKHHA), I — NOAUMOPPHBIN TH, Il — JAKYHApHbBIH THN; € — auMdorucTHonuTapHbiil THI, W
KJIETKA B BMAC KYKYPYZHBIX 3ePEH.




Stage I:

involvement of single
lymph node region or
single extralymphatic
site (|E)

Stage II:
involvement of two or
more lymph node
regions on same side
of diaphragm; may
include localized
extralymphatic

Stage Ili:
involvement of lymph
node regions on both
sides of the
diaphragm; may
include spleen (lllg)
or localized

diffuse extralymphatic
disease (e.g. in liver,
bone marrow, lung,
skin)



NumpaTtmuecknn ysen npu numdorpaHynemartose




NumdaTnyeckmnn ysen npu numdorpaHynemarose




Mukponpenapat Ne 118. /iumpoma XoaKKMHa (HOAYNAPHbBIA CKNEepo3),
nmmoatuyecknin yzen. OKpacka remaToOKCUINH U 03MH.
[lpenapat onucarts.

YBenquMe 400



«Mopdunposas» ceneseHka
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CeneseHka npu numdorpaHynemartose (nopdpuposas)




