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NIUM®OMPOSINGEPATUBHbIE
3AGO/IEBAHUA (LPD),
ACCOUMVMPOBAHHbIE C
UMMYHOZEDPUUNTHBIMM
COCTOAHUAMM

KospurmuHa A.M.
®PrbY lfemaTtonorM4yecknuim HayyHbol LeHTp M3 PO

[NaTonoroaHatoMmmnyecKoe otaeneHme

e PTLD (nocTt-TpaHcnnaHTauMoHHble nnmdonponndepaTmsBHble
3abonesaHua) — iMMmbonaHbIe/NNa3MOKNETOYHbIE
nponndepauymnmn, obycnoBneHHble MMMYHOCYNpPeccuen nocne
TPaHCNNAHTaLMN OPraHOB, KOCTHOrO M0O3ra/CcTBO/IOBbIX
KPOBETBOPHbIX KNETOK- MOAENb U YacTHbINA caydan LPD
(hnmmdonponudepatuBHe 3aboneBaHus)

e 20-40% EBV-HeraTuBHbIN CTATyC
* B nepsble 5 net nocne TpaHCNAaHTaUUN — KaK npasuno EBV+
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LPD n nmmyHoaepumnumnt

* BpoXAaeHHbIN UMMyHOAEePMUMT

* [pnobpeTeHHbI UMMyHOA4EDUUUT:

AyTOMMMYyHHble 3aboneBaHuA

BospactHo mmmyHoaedpuumt (MMMYHHbIN ancbanaHc)
MocT-TpaHCNNAHTAUMOHHBIN, B TOM YMC/e, TPaHCMNaHTauma
KOCTHOrO MO3ra

ATporeHHbI: Tepanua no nosoay AMmbom/neiiko3os (B Tom
ynucae, Masble TapreTHble MONEKY/bl- MHIMBUTOPDI,
MMMYHOMOZAYNMPYIOLLMe NpenapaTbl, UHIMBUTOPDI
TUPO3MHKMHA3 -A4a3aTMHMB), aniacTUYeCcKUii aHEMUMY,
ayTOMMMYHHbIX 3a60/1€BaHN- UMMYHOCYNpeccuBHan
Tepanus

NHdekuum (Bupycbl EBV, HCV, HHV-8)

®AKTOPbI, CNOCOBCTBYOLWHNE
BO3SHWKHOBEHWKO LPD
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HIV+ nay,. 33 net. bBuoncua naxosoro MM$aTU4eCKoro
y3/1a, KOHCYNbTaTUBHbIM maTepmnan POHL,, 2009r

«

HIV+ nay,. 33 net. buoncmAa naxosoro
nnmeartmnyeckoro y3na, 2009r
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nupP-MCCNEQOBAHUNE
MeToaom GpparMmeHTHOro aHanM3a Ha napapuHOBOM maTtepuane
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OWNATHO3: c yueTom MOpdONOrMHECKUX, UMMYHOTUCTOXMMUYECKMX,
MOIEKYNAPHbIX, 1aBOPaATOPHbLIX AAHHbIX — NMOJIMKIOHAbHOE
nonnmopdHoknetToyHoe numeonponndepatnBHoe 3abonesaHue,
accouumpoBaHHoe ¢ ummyHocynpeccuen HIV+, EBV+

* EBV-accoumnmnpoBaHHble
numdonponndepartnsHbie 3abonesaHus
(EBV+ LPD)
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B Bo3pacte >40 net EBV-nHpmumnposaHo okono 90%
B3pocnoro HaceneHusa (Rickinson A., 2002)

MNepBuYHan MHbeKUMA 06bIYHO BecCMMNTOMHA Y AeTel

Mpn BUPYCHOM KOHTaKTe B NOAPOCTKOM BO3pacTe, y MONOAbIX
B3poc/bIx npumepHo B 30% cnyyaeB oTMeYaeTca CUHAPOM
MHPEKLMOHHOTO MOHOHYKN€03a

PesepByap — B-kKneTku-namatun, peaktnsauma EBV

Mpu EBV- naTeHTHOM MHpEKLNM FKCNpeccnpyeTca YacTb
reHoma Bupyca. Boigensiot 6 agepHbix aHTureHos (EBNA-1, 2,
3A, 3B, 3C, LP), 3 naTeHTHbIx MembpaHHbIX 6enka (LMP1, 2A,
2B), 2 koaupyemble Bupycom PHK — EBER 1, EBER 2

Mpu numdome bepknTTa, NnasmobnactHon nnmedome - | Tmn
nateHtHoctu (EBNA-1, EBER), EBER obnagatot
aHTMANONTOTUYECKUM 3DEKTOM, MOTYT UHAYLMPOBaTb
aKkcnpeccuto IL-10, KoTopbii ABNAETCA NPOMOTOPOM
BbIXKMBaeMocTu K pocTa Knetok (Niller H.H., 2004)

EBV-nateHTHaa nHpekuma

* 0/l Tvn nateHTHoctn EBER+, EBNA-1+/-, EBNA-2-,
LMP- LPD

* || Tun nateHTHOCTM EBER+,
, LMP1,2+ HL, B/T-lymphomas

* |l Tun nateHtHoctu  EBER+, EBNA-1-6+, LMP1,2+
LPD

CD40._ _peaparknpoBka
el ~ reHoe

CD40L w—__ - e LMTOKNHE t
. -— T XemoKiHbIt
e
CcD30/CD30L—"" - T~
e “ea @HTManonToTUYeckue
) reHb!
cyclin D1,D2 becl-2, c-FLIP, bel-XL
CD30+ -
TRAF2/TRAF5
G1 -S
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IKcTpadonnnKkynapHas

B-knetoyHana aktusaumsa (Muller-Hermelink ¢ coasr.,

2005)
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IKCTPadONNNKYNAPHAA
B-KneTouyHaAa akTuBauuAa
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Knaccndumkauma LPD, WHO 2016

PaHHMe nopakeHuA: N1a3MOK/IETOYHbIE, MHPEKLMOHHbIM
MOHOHYKe03/IM-like-runepnnasus ( moxkeT 6bITb accoumMmnpoBaHa ¢ HLH),
«uBeTywan» GoNNNKyNAPHAA rmnepnaasna

MNonnmopdHoKknetTouHble LPD

MoHomopdHoKneTouHble LPD (cornacHo nepeyHio 1Mmedom, KOTopble OHU
HanoOMWHaIoT):

DLBCL, BL, PL, PM, nnasmountoma
PTCL, NOS, hepatosplenic T-cell ymphoma
Classical Hodgkin lymphoma LPD

MALT EBV+ (13 Bcex MENKOKNETOUYHbIX B-KneTouHbIx Ainmdpom)

Mau. 22r., THU
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Knaccndpumkauma LPD, WHO 2016

PaHHWe nopaKeHuA: N1a3MOK/IEeTOUYHbIE, MHPEKLMOHHbIN
MOHOHYKNeo03/IM-like-runepnnasus ( moxeT 6bITb accoummpoBaHa ¢ HLH),
«uBeTywan» GoNNNKYNAPHAA rMNepnaasna

MonnmopdpHoKneTouHble LPD

MoHomopdHoKNeTouHble LPD (cornacHo nepeyHio 1Mmdom, KOTopble OHU
HaNOMMHaloT):

DLBCL, BL, PL, PM, nnaamoymntoma
PTCL, NOS, hepatosplenic T-cell ymphoma
Classical Hodgkin lymphoma LPD

MALT EBV+ (13 Bcex MENKOKNETOYHbIX B-KNeTo4YHbIX TMMPpOom)
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* Mpu LPD 6onee 20% knetok Kak npasuno CD30+, CD20>CD30
(Kpome NnMmdpomaTonaHOro rpaHy1emaTosa).

* KnnHunyeckune ncnoitaHma 6peHTyKcnba BeA0THHa,
puTykcMmaba npu LPD

AnddepeHumanbHaa AMarHOCTMKa MOHOMOP®HOTO
BapMaHTa n nonmmopdHoro BapmanTa LPD TpyaHa.

* HeT 06WENPUHATBLIX KPUTEPMUEB.
* Knetku bepesosckoro-LUTepHbepra

* B- unm T-KnetoyHasa KNOHa/IbHOCTb

14
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Buonornyeckoe otninyme LPD ot ammdpom npu cxoaHom
Mmop@oaorum n UMmyHodpeHoTmne

* JlInmdpoma bepkntra 0-5% ot Bcex LPD
* EBV+ nnn EBV-

* OTcyTCcTBME peapaHKnpoBku c-MYC

* Gain/loss11q 6e3 t(8;IgH/L)

* GEP: otanume LPD-DLBCL (moHOMOPpHbIM BapuaHT), HIV DLBCL u
DLBCL y MMMYHOKOMNETEHTHbIX NAUMEeHTOB, CHUXeHue T-
KNI€TOYHOW MHOUNBTPALMKN CTPOMBI.

* LPD-DLBCL moxeT oTBe4aTb Ha OTMEeHY MUMMYHOCYNPEeCCUBHOWM
Tepanuun, «HeageksaTHyto» ana DBCL tepanutio

EBV+ DLBCL, NOS (WHO, 2016)
EBV+ ANDDY3HAA B-KNNETOYHAA KPYMHOKETOYHAA IMM®OMA, HEYTOYHEHHAA
(EBV+ DLBCL-E WHO, 2008)

Kputepuun guodpepeHumanbHON AMarHoCTUKN
MOHOMOpPPHOKNETOYHOro BapuaHTa LPD n EBV+ DLBCL:

* He meHee 90% onyxonesbIX KNETOK 3KkcnpeccmpytoT EBV (He
TonbKo bystander cells)

* OTCyTCTBME AAHHbIX 06 MMMYHOCYNpeccum
(Monoable NauMeHTbI, LUMPOKMIN BO3PACTHOM AManasoH)

AKkTuBauua anbtepHaTuBHbIX NF-kB curHanbHbix nyten: TLR,
AKT/PI3K, JAK/STAT, MAPK
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Mprmepbl POPMYTUPOBOK

e Nnddy3Haa B-kneTouyHana KpynHOKNEeTOYHaa ammdoma, EBV+,
ATpOreHHoe (MeToTpeKcaT)/ayToMMMYHHO-acCoLUMMPOBaHHOE
(peBmaToMAaHbIN apTPUT) AumdonponndepaTmsHoe
3abonesaHue (LPD)

* JlIumdpoma bepkutra, EBV-, nocT-TpaHcnaaHTaULMOHHOE
nmméonponmndepatmBHoe 3abonesanHme (PTLD)

Mau. »keH 22r. TpacnnaHTauma novkm B 2011 roga, Tepanma
uuknocnopmHom A. B 2016r. - HOBOObpasoBaHMe MO3KeuKa

: : ) 3 1 x r
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Hosbie dopmbl

KapgnanbHaa mmkcoma EBV+ DLBCL, accoumnmnpoBaHHasa
XPOHUYECKMM BOCNaseHnem

F-LBL
LPD-MALT EBV+
LPD-EPEL

EBL
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F-LBL — B KMCTO3HbIX NONOCTAX, TPOMbBaX, NnpoTe3ax
(cocypmcTbix, NpoTe3npoBaHMe CYyCTaBOB)

Ki-67 70—100%
Non-GCB tun

EBV lll Tn nateHTHOCTM
27-80 net

Xopowmnii nporHos?

18
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Am J Surg Pathol. 2012 Jul:36(7) 1000-8. doi 10.1097/PAS 0b013e31825749b1.
Anaplastic large cell ymphoma associated with breast implants: a report of 13 cases.
Aladily TN1, Medeiros LJ, Amin MB, Haideri N, Ye D, Azevedo SJ, Jorgensen JL, de Peralta-Venturina M, Mustafa EB, Young KH, You

MJ, Fayad LE, Blenc AM, Miranda RN.

JOURNAL OF CLINIEAL ONGOLOGY

Breast Implant-Associated Anaplastic Large-Cell
Lymphoma: Long-Term Follow-Up of 60 Patients

Rabersa N. Mirarda, Tariq N. Aladily. H. Miles Prince, Rashms Kanagal-Shamanna, Daphne de Jong,
Luis E- Fayad, Mitsuai B, Amin, Nisreen Haideri, Govind Bhagas, Glen 5. Broaks, David A Shifrin,

Monette, Alznss R Miranda, Patricia Fox, Rolund L. Bassett, Jorge I
Pl de Boer, Zaher Chiskhachiro, Dengjiu Ye, Douglas Clark, Ken H. Young,

[ S ——
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mema

Futotas ok shoat o pnt . Parposa

i 5 on Dot 8, 3013 Breast implant-associated anaplastic large-cell lymphorna (ALCL) is a recently described cinico-

suppori i e y Carea cartr pathologic entity thal ususlly presents as an effusion-associsted fibrous capsule sumounding an

Sgper vt v D CagIeerE om implant. Lss frequently, it prasents as a mass. The natural history of this disease and kong-tarm

he Matre Corcr sttt outcomes are unknown.

s v

S A — Patients and Methors

sy, oup = o an o s W reviewed the literature for all published cases of breast implant-associated ALCL from 1997

e 1 w03 1o Decermber 7017 snd contacted comresponding authors to update ciinical follove-up.

s caommes o o, Rgults

D= of Pt o s T Tha median overall survival [0S} for 60 patients was 12 years (median follow-up, 2 years: rangs,

e e At Ratne 0-14 years. Capsulectomy and implant removal was performed on 56 of 80 patients (93%).
Therapeutic data wers available for 55 patients: 39 patients [7B%) received systemic chemother-

Compmizg it bt apy, and of tha 16 patienta (Z8%) who dd not rcaive chermotharapy, 12 patients

T =" watohiul waiting and four patients raceived radiation therapy alona. Thirty-nine (93%) of 42

T A Canest ot patients with disesse canfinad by th = capsule achieved complete remission. compared

Hetsen, TX 790, st with completa remissicn in 13 [72%) of 18 patients with 2 tumor mass. Fatients with a brasst

oo e g mass had worse OS and progression-ree survival (PFS; P = 052 and P = (G, respectively), The

& 2903 by Ak Sy 2 S O o8 PES, were similar between palients who received and did not receve chemotherspy (P —
Gneaeay 44 and P = 78, respectivety)
7 e B 00 Canclusion
e ——— Mot patients with breast implant-associated ALCL who had dissase confined within the fibrous
capsule achieved complets remission. Proper management for these patisnts may be limitsd to
. jth a mass have a more aggressive clinical
course that may be fatal, justifying ovtotoxic chemotherapy in addition 10 remeoval of implants.

J Gin Oncal 32:114-120. @ 2013 by Amarean Sociaty of Cinical Oncology.
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AHAMJIACTUYECKAA KPYMHOKNETOYHAA NUM®POMA, ACCOLLMMPOBAHHAA C UMMNJTIAHTOM
MO/IOYHOW *ENE3bI (Breast-implant associated ALCL)

20
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Post-transplant molecularly defined Burkitt
lymphomas are frequently MYC-negative and
characterized by the 11g-gain/loss pattern

Julio Finalet Ferreiro,” Julie Morscio,* Daan Dierickx,’
Luikas Marcelis, Gregor Verhoef” Peter Vandenberghe,'
Thomas Tousseyn,” and Iwona Wiodarska'

Table 1. Morphology and i h of the reported post and il ised BL cases.
ization ~ Morphology Immunchistochemistry EBV latency
CD20 CD10 MYC (%) TdT BCL2 BCL6 MUM1 Ki67 (%) EBER profile
‘MYC-translocation-positive PT-mBL
1 LN medium and large-sized cells, pos  pos 0 pos*  pos neg 100 neg
limited starry sky
2 LN large-sized cells, starry sky pos pos 35 meg neg pos  neg 100 neg
3 GALT medium-sized cells, starry sky pos pos 100 neg pos  neg 9% pos intermediate
4 LN medium-sized cells, starry sky pos pos 100 neg neg pos neg % pos intermediate
MYC-translocation-negative PT-mBL
5 WR large-sized cells, starry sky pos  pos 0 neg neg pos neg 90 neg
6 LN medium-sized cells, starry sky pos pos 25(w) meg neg pos  neg 99 neg
7 T large-sized cells, starry sky pos pos T5(w) neg  pos  neg 99 neg
‘MYC-translocation-positive IC-mBL
8 GALT large-sized cells, starry sky pos pos 50 neg neg pos pos 100 neg
9 LN medium-sized cells, starry sky pos  pos 90 neg neg pos pos 100 neg
10 LN medium-sized cells, pos  pos 0 nmeg neg pos neg 90 neg
limited starry sky
11 LN medium-sized cells, starry sky pos pos 25 meg neg pos  neg % neg

“Nommal FISH BCL2 patiern: PT: postansplant; IC: immunocompetent; mBL: molecular Burkitt ymphoma; LN: lymph node; GALT: gut associated lymphoid tisste;
WR: Waldeyer ring:T: testis: pos: positive; neg: negative; w: weak

Haematologica,
2015
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WHO, 2016

* Burkitt lymphoma
* Burkitt-like lymphoma with 11q aberration

MauueHTKa 62 5., buoncms akCMNNAPHOro

X 4

AP R e e 1 BG

nmeaTmyeckoro ysna. KoHcynbTaTUBHbIA MaTepuran.
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* Jlumdpoma bepkutta EBER+?

* LPD, numdoma bepkntra EBER? (Bo3pacTHan
MMMYHOCYynpeccus)

25
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JIMMOOMPO/TUMDEPATUBHDbIE
ABOJIEBAHUA (LPD)

NiumoongHas
rmnepnaasuna
MNonnmopdHoCTb
MonoTnnuyHoCTb
NMONNKIOHANbHOCTb

MOHOMOPGHHOKNETOUHbIN
MommopgHocTs BapUaHT-IMMPOMa
MoOHOTMNNYHOCTD
MOHOKJ/IOHa/IbHOCTb

OTmeHa ummyHocynpeccun, BAAPT, puTyKcumab,

MXT, NXT

* CAEBV (xpoHun4yeckasa aktuBHaa EBV-uHbekunsa):

numdbageHonaTma, cnaeHoMeranusa, renatmt, MTHEBMOHMUT,
ymtonenus. LGL-nmumoouuntos, T-LGL neinko3s

26
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* 7-19 HOAbpAa 2016 roaa:

TeEMaTUYECKNI Kacbep,paanbu‘/'l UMK ycoBeplweHCTBOBAHMA NO
rematonatonornn, anAa Bpa‘-lep'l-l'laTOIIOI'OEiHaTON\OB

UMK ®MBA P, Kapeapa naTonorm4yeckom aHaToMmnm, LUTONOTUN U
MOJIEKY/IAPHOM NaTonorumn, 3as. Kapeapon npod. P.I. 3abo3naes

* B pamkax uukna 7-8 Hoabpsa npeanonaraeTca NeKumMm u macrep-
knacc prof. H.K.Muller-Hermelink no guddpepeHumanbHom
AVNATHOCTUKE PEAKTUBHbIX USMEHEHUN NMMPATUUYECKUX Y3108

CNACMBO 3A BHUMAHMUE!
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