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= XTIV INTEHY M R3876rRsatoucs 24-25 MAS 2024 .

«OnyxoneBuaHble NopaxeHusl ¢ npeoodrnagaHmem B-kneTok»

BO3 5 unspgaHue «'ematonumdongHbie onyxornu»

« PeakTnBHble numdoungHble nponudepaumun, boratble B-knetkamu, KOTopble MOTyT UMUTUPOBATb
nMMgomy:

v’ HOOasibHasi U akcmpaHoOasnibHasi QOornuKynspHas sunepnasus/«usemywas» numgpoudHas
aunepnnasusi», NTLP, ummyHobriacmHasi ripornugpepauyus (Haripumep, akcmpaHooaribHas
uMmmyHobriacmsas riponugepayus- EBV+MCU). Tpuzaaepbl: Smpoz2eHHbIU ¢hakmop, 8UpyCHbIe
uHgbekyuu, aymoummyHHble 3abonesaHusi (CKB, bLL);

v'  uHdoneHmHas B-numgobnacmHas nponugepauus (nponughepauyus ecemamoaoHuli y demel 8
lumgbamuyecKux y3nax, MuHoasuHax)

« |gG4-cBsaizaHHoe 3aboneBaHune/lgG4-csa3aHHas numdageHonaTus
*  YHuueHTpuyeckasa bonesHb KactnemaHa
MpawonaTuyeckas MynstuueHTprnyeckasi 6onesHb Kactnemana

. MynbeTnueHTpuyeckasi 6onesHb Kactnemana, accounmnposaHHas ¢ KSHV/HHVS



= XTIV INTEHY M R3876rRsatoucs 24-25 MAS 2024 .

«JinmdoungHblie nponudepaumnm u NMMPOMbI, acCoLUNpPOBaHHbIe C
nMmmyHoaedpmumMToM N gusperynsaumen MMMyHHOU CUCTEMbI»
BO3 5 nuspanue «'ematonnumdcdongHbie onyxonu»

KSHV/HHV8-accouunpoBaHHasag MyIrbTULIEHTPUYECKas BonesHb
KactnemaHa

EBV+ mykokyTaHHada a3Ba (EBV-MCU)

EBV+ nonumopdHoOKNeTo4Hoe nmmdonponudepartmBHoe 3abdborneBaHme
(LPD)

B- n T-knetoyHble numdombl/knaccunyeckaa numdoma XoaXkmHa (paHee
MOHOMOPdHbLIN BapuaHT LPD)




Pt XTIV IIJIEHYM RaSheroRsatomos 24-25 MAS 2024 .

CMEKTP ®ONNMNKYNAPHOW MMNEPMNA3NA
(B-cell rich lymphoproliferations)



X1V IIVIEHYM R3GReroasatomos 24-25 MAS 2024 .

[TauneHTka 54r. buontar nog4yentoCcTHOro NMMMarnyeckoro yana
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X1V IIVIEHYM R3GReroasatomos 24-25 MAS 2024 1.




= X1V IINIEHYM RaS0nsroanaromos 24-25 MAS 2024 1.

[MLUP-nccnenosaHne




i XTIV IVIEHYM R358n6ransatomos

24-25 MA4H 2024 .

ONOOEPEHUMAJIBHAA OUATHOCTUKA:

INTumdpoma 13 KrneTok mapruHasribHOW 30HbI (NeanaTpuvecKkoro Tuna, ¢

NpPOrpeccmBHO TPaHCAHOOPMUPOBAHHLIMW LEHTPAMU Pa3MHOXEHNS)
HooanbHasa T-knetoyHas numdoma ¢ Tth-ummyHodpeHoTMNOM (OAUH U3

MOPdONOrnYecknx BapnaHToB - C MPOrpPeccuBHO TpaHCHOPMUPOBAHHbLIMU
LleHTpaMu

HoaynapHasa numdoma XomKkuHa ¢ nMMAonaHbIM npeobnagaHmnem

Mapkepsbl: CD10, Oct.2, PD1, IgD, BCL-2



(T8 XTIV IIJTEHYM RSSisior osuecrea 24-25 MAS 2024 1.

g

Jlnmdpoma n3 KneTok MmapriHanbHOW 30HbI NeanaTpMUYecKkoro Tmna,
nauneHTka 32 .
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L= XTIV IIJTEHYM RaSonsroanaromon 24-25 MAS 2024 1.

NTUP VS HIXIN




=2 XTIV IVIEHYM RS3isiasassass 24-25 MAS 2024 .

CD20+,
Oct2+
(rmnepakcnp
eccus)

PD1 po3eTku



X1V IIVIEHYM R3GReroasatomos 24-25 MAS 2024 1.
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FE XIV IVIEHYM RS3isResisnss 24-25 MAS 2024 ¢

aumeHTKa 22 net, bmoncuga akCunngapHoro numgarmyeckoro yana.
HMWL rematonorun.




= XIV IVIEHYM RSnsRsarsiss 26:25 MASA 2024 ¢

HOOAJIbHAA NMMYHOBIACTHAA MNMPOJTMOEPALINA
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X1V IIVIEHYM R3GReroasatomos 24-25 MAS 2024 .
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X1V IINTEHYM FSShsiansasasa 24-25 MASI 2024 1
[MaumeHTKka 29 net. [oTOBbLIN Npenapart. buonTtar CrNM3NcTomn 0OONOYKN
npamoun KMwkn. HanpasutenbHbi anarHos: JBKKIJI




= X1V IIJIEHYM R33n6roasatomos 24-25 MAS 2024 1.

[TaumeHTka 60 net. buonTtaTt cNM3NUCTON 0OONOYKU NPAMOWN KULLIKW.
YyacTkn oonnmkynapHou rmnepnnasum




X1V IIVIEHYM R3GReroasatomos 24-25 MAS 2024 1.
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POCCUMNCKOIO OBLLECTBA
NATONIOrOAHATOMOB 24-25 MA4 2024 1.

» CywectByet nn IgG4-cea3aHHada numdageHonatna?



= XTIV INTEHY M R3876rRsatoucs 24-25 MAS 2024 .

MOP®OJNIOMMYECKWUU CMNEKTP IgG4-cBasaHHOM
nmmdapgeHonaTun

* TUMN, HANOMUHawLWKuKN bone3Hb KactnemMaHa, MynbTULEHTPUYHbIW BapUaHT

* NOAOOHLIN (PONSIUKYNAPHOU rMnepnsiasmu (MHTepdonnkynspHole IgG4+
nnasmMouunTbl+303NHOPUNDI

* C_pacLiMpeHneM NapakopTUKaribHOU 30HbI, UMMYHODNACTHON
nponmndepaumnen (No Tuny «KMMMyHobnacTtHoro numdageHmTa,
MHTepdonnukynapHole 1IgG4+ nnasmounTbl +303NMHOUNbI)

* C HANN4YNeM NPOrpPeccUBHO TPaHCHOPMUPOBAHHbLIX LLEHTPOB PA3MHOXEHUSA
(uHTpadonnukynspHble |gG4+ nnasmounTbl, UHTEPAONMNUKYNAPHO-
MHOTOYUNCIIEHHbIE 303UHOMUITbHBLIE FPAHYMNOLMUTHI

* HaNnoMWHaLWN BOCNasrIMTeNbHYK NCeBaoonyxosnb (rnaakoMblLLEYHbIN
aKTUH+, OTCYTCTBYIOT B-cuMnTOMbI B OTNIYME OT HO4aNbHOU
rnceBgoBOCMNanuUTENIbHOW OMyXonu) + 903MHOMUIb

* C Haindmem anntTesimuonaHbiX rpaHysrem

Sato Y., Yoshino T et al., 2010-
2012



Modern Pathology (2009) 22, 58%- 554
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@ 24-25 MA4 2024 .
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Systemic 1gG4-related lymphadenopathy:
a clinical and pathologic comparison to
multicentric Castleman’s disease

Yasuharu Sato’, Masaru Kojima®, Katsugnshi Takata', Toshiaki Morito®, Hideki Asaoku®,
Tamotsu Takeuchi®, Kohichi Mizobuchi®, Megumu Fujihara®, Kazuya Kuraoka’,

Tokiko Nakai®, Kouichi Ichimura', Takehiro Tanaka', Maiko Tamura', Yuriko Nishikawa®
and Tadashi Yoshino®

IgG4-related disease sometimes involves regional and/or systemic lymph nodes, and often clinically and/or
histologically mimics multicentric Castleman’s disease or malignant lymphoma. In this study, we examined
clinical and pathologic findings of nine patients with systemic IlgG4-related lymphadenopathy. None of these
cases were associated with human herpes virus-8 or human immunodeficiency virus infection, and there was
no T-cell receptor or immunoglobulin gene rearrangement. Histologically, systemic IgG4-related lymphadeno-
pathy was classified into two types by the infiltration pattern of lgG4-positive cells: interfollicular plasmacytosis
type and intra-germinal center plasmacytosis type. The interfollicular plasmacytosis type showed either
Castleman’s disease-like features or atypical lymphoplasmacytic and immunoblastic proliferation-like features.
By contrast, the intra-germinal center plasmacytosis type showed marked follicular hyperplasia, and infiltration
of lgG4-positive cells mainly into the germinal centers, and some cases exhibited features of progressively
transformed germinal centers. Interestingly, eight of our nine (89%) cases showed eosinophil infiltration in the
affected lymph nodes, and examined patients showed high elevation of serum IgE. Laboratory examinations
revealed elevation of serum IgG4 and soluble interleukin-2 receptors. However, the levels of interleukin-6,
C-reactive protein, and lactate dehydrogenase were within normal limits or only slightly elevated in almost all
patients. One patient showed a high interleukin-6 level whereas C-reactive protein was within the normal limit.
Autoantibodies were examined in five patients and detected in four. Compared with the previously reported
cases of multicentric Castleman’s disease, our patients with systemic IgG4-related lymphadenopathy were
significantly older and had significantly lower C-reactive protein and interleukin-6 levels. In conclusion, in our
systemic IgG4-related lymphadenopathy showed pathologic features only partially overlapping those of
multicentric Castleman’s disease, and serum data (especially C-reactive protein and interleukin-6) are useful for
differentiating the two. Our findings of eosinophil infiltration in the affected tissue and elevation of serum IgE
may suggest an allergic mechanism in the pathogenesis of systemic IgG4-related lymphadenopathy.




www.impactjournals.com/oncotarget/

Research Paper: Pathology

Oncotarget, 2018, Vol. 9, (No. 6), pp: 6691-6706

Idiopathic multicentric Castleman’s disease: a clinicopathologic
study in comparison with IgG4-related disease

Kyoko Otani!, Dai Inoue?, Kohei Fujikura!, Takahiro Komori?, Shiho Abe-Suzuki?’,

Takuma Tajiri’, Tomoo Itoh®' and Yoh Zen’

Table 4: Comparison of lymph node pathology between iMCD and IgG4-RD

iMCD IgG4-RD  |p-value
(n=14) (n=10)
Findings in IMCD diagnostic criteria (n, %)
Regressed germinal centers (G2-3) 4 (29%) 1(10%) 0.358
Follicular dendritic cell prominence (G2-3) 4 (29%) 3 (30%) 1.000
Vascularity (G2-3) 11 (79%) 6 (60%) 0.393
Hyperplastic germinal centers (G2-3) 6 (43%) 8 (80%) 0.104
Plasmacytosis (G2-3) 12 (86%) 7 (70%) 0.615
Plasmacytosis (G3) 11 (79%) 0 <0.001
Other findings (n, %)
Wratimn (=10 cells/hpf) 0 4 (40%) w
Neutrophil infiltration (310 cells/hpf) 0 0
Broadened laminated mantle zone 5 (36%) 1(10%) 0.341
Immunohistochemistry
lgG4+ plasma cells
Positive cell count (median, range) 247.5 (4-636)| 236 (23-370) | 0.953
>10 cells/hpf (n, %) 13 (93%) 10 (100%) 1.000
>50 cells/hpf (n, %) 12 (86%) 9 (90%) 1.000

Af 2024 1.
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The 2019 American College of Rheumatology/

European League Against Rheumatism classification
criteria for IgG -related disease

Zachary S Wallace @ ' Ray P Naden,? Suresh Chari,? Hyon K Chaoi .
Emanuel Della-Torre,” Jean-Francois Dicaire,® Phillip A Hart,® Dai Inoue,”
Mitsuhiro Kawano 2 Arezou Khosroshahi,® Marco Lanzillotta, '? Kazuichi Okazaki '’
Cory A Perugino,'? Amita Sharma, '* Takako Saeki,'* Nicolas Schleinitz, '®

Naoki Takahashi, '® Hisanori Umehara,'” Yoh Zen,'® Jahn H Stone,'® Members of the
ACR/EULAR 1gG4-RD Classification Criteria Working Group

24-25 MA4H 2024 .

Table 1. The 201% American Caollege of Rheumatology/ Furopean League Against Rheumatism Classification Criteria for IgG4- r[.al:lli.' 1. Continued.
Related Disease 9,
Step Categorical assessment or numeric weight Categnn::ai
Seep ASSESSMENt Or
Step L. Entry criteria nu ic -Eht
Characteristic clinical or radiclogic immbrement af 2 rypical organ O pathologic evidence of an
inflammatory proces accompanied by 2 hmphoplasmacytic mflmate of uncenain esology Cemirn ]gf_;,_i CorlCEn AT
Step 2 Excusion criteria: domains and items -
Monnzl but < 2x upper limit of normal +4
lsmiral
Fever 2. 5x upper imit of nommal i
I objective response :Dg]umcnn.imbd. 55 IJFPEI'Jim.'-II: of niorrmal 11
—— Bilareral lacrimal, parotid, sublingual, and submandibeler glands
Lenkopenia and thrombocyiopenia with no explanation
Bl et vl e One set of glands involved +E
Tk it chioplakcyoplesint achboty “Tww o manee sevs of glands imvolved +14
Posicive S5A /Ho or 55B/La entibady
) Chest
Positive double-stranded DNA, RNF, or Sm antibody
Other disease specific autcantibody Penibronchovsscular and sepial thickening 14
A rpatatink i Faravertebral band dike soft tismoe in the thomx +10
Radliolagic
— - ’ S : Pancressand biliary tee
Enown radiologic findings suspicious for malignancy or infecton. that have not been sufficiently T,
Eepigrt]. Diffuise pancreas enlargement {loss of [obulaticns) +4
Rapid radinlogic progression
omag e bonvmalti comste i s e s Diffuse pancreas enlargement and capsule-like rim with decreased enbancement +11
Splenamegaly +19
ﬁ'n‘mu'bpc : r i -
Pancreas {eithver of sbove) and bilkary wree imvobement
Cellular infiltrates suggesting malignzncy that have noe been sufficiently invesdgated ¥
Markers consiszent with inflamematory myefibeoblastic nunor :H:IdILET e
Prominent nensrophilic infileation wakmmm +4
Mecrotizing vasculits
i Penal pelvis thickeningfsoft dasae +10
Prominent necrosis
e e s T Bilateral remal corter kow-density areas
Pathalogec framres of macrophage/histiocytic disorder ]-Lt:r\:lpu'imneum 44
Knorn diagmanis of the follouing: : = - - .
Diiffuse thickening of the shdominal aortic wall +H#

Muleicentric Casderman’s divease
Crohn's disease or wloerative colits {if only pancrearobiliary disease is present)
Hashimotn thyroiditis (i only the thymid is afecued)

Step 3. Indesion criteria: dominant and ftems

Circumferential or anzerolzteral soft dssoe aroand the mifrarenad sone ilac arteries

Step 4 Total inclusion poinis

Histoparhology
Diense lymphocytic infilirate +4
Deense: ymphocytic infiltrate and oblizerative phiehits +h
Deenze lymphocyic infiltrate and sodform fbrosis with or withous obliterstive phlcbicis £13
Immnunostaining

The IpGd4<Igl+ ratio ancd nuenber of IgGd+ celis/bpf k16

total points is == 20,

A casc meets the clssification criteria for BpG4-F.D if the entry criteria are met, oo exclesion criteria are present, and the
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= XTIV IIJIEHYM RaS8neiarsaionss 24-25 MAS 2024 .

VicTopua HO3010rMn 1 TEPMUHONOTNNA
* 1954-1956 Castleman B cpepnoctenHne CD-HV

« 1970 Flendrig (USA) CD-PC

* 1972 Keller, Castleman CD HV + PC

« 1980 Mori, Mohro (Japan) cuctemHaa numdaneHonatna — IPL
[Mori S, Mohri N, Uchida T, Shimamine T. [Idiopathic plasmacytic lymphadenopathy with polyclonal hyperimmunoglobulinemia: a syndrome related to giant lymph node hyperplasia of plasma cell type]. J Jpn Soc Res. 1980; 20(s!

+ 1983 Frizzera, Banks, Rosal CD-PC ¢ cucremHou

numdageHonaTnen, onmcaHne cMellaHHO-KNeTOYHOro BapuaHTa —
MynbTuleHTpudeckasa CD

« 1985 Lachant CD KSHV/HHVS8 + HIV
« 2012 lwaki, Kawabata CD-TAFRO
« 2017 Fagenbaum wmexayHapoOHbIM KOHCEHCYC MO

ngmonatnyeckon mynstuueHTpudeckon CD



= XTIV IITEHYM RS oniaromas 24-25 MAS 2024 1.
bone3Hb KactnemaHa — cnekTp KNUHUKO-
NaToOMOPdONOrM4Yecknx CUHOPOMOB

* YHuueHTpuyeckasa bonesHb Kactnemana: 90% - rmanvHOBO-BacKynapHbI (NogBapuaHTbl — KIacCudeckum,
nMM@ouUnTapHbIN,

N HOBbIN BapmnaHT onncaH B 1993 Danon et al. - 6oratbin ctpoMon), 10% - NNasmMOKIETOUHbIN BApUaHT;

* MynbtuueHTpuyeckas bonesHb KactnemaHa (MBK) — 90% nnasmokneToyHbin; pexe- 5
rMnepBacKyrnsapHbIA (OTINYMe OT rManmMHOBO-BaCKyNAPHOro _BapuaHTa), Nia3mMOKNEeTOYHbIN U
CMeLLaHHO-KNETOYHbIM BapuaHTbl (MCKntovyeHue onyxoneu/muenomsi/numdom, APLS,
ayTOMMMYHHbIX/MMMyHOBOCHanuTenbHbIX 3adboneBaHnn, nHcgpekuumn EBV, HIV, TB 1 ap.)

HHV8+ mbK-BapunaHt POEMS HHV8-

1. nguonaTtuyeckana mynbruueHTpuyeckaa bK, b1Y

2. ICD-TAFRO (TpombouutoneHus, aHacapka, Muenodmnbpos KOCTHOro Mo3ra,
noyeyHas HeJoCTaTOYHOCTb,



X1V IUVIEHYM

POCCUNCKOIO OBLLLEECTBA
NMATOJIOTOAHATOMOB

KacTtnemaH-nogobHble N3MeHEHUS

KnnHunyeckn

YHULEeHTpuyeckasa bK

MYITbTU-

OunarHos POEMS-
UCKIIOYEeHUsS ¥ accounmpoBaHHas
MBK
NHpekumn
(EBV, HIV, TB
AyTOMMMYHHbIE
3aboneBaHus
(CKB, PA) [Mnepsackynsp-

HOpyrne LPD,
ALPS
k

KnnHunyeckun

LeHTpuyeckasa bK

NononaTtnyeckas

HbI BapuaHT

24-25 MA4H 2024 .

HHV-8+
accouuvpoBaHHas
MBK

MBK

CmMmelluaHHo-
KINeTOYHbIN
BapuaHT

[MnasmokneToyH
bl BapUaHT

alagenbaum D. et al.. 2017
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S Poccuiickoe Y,
FE XIV IVIEHY M ASeAseomsass 24-25 MASI 2024

emMaHa, rmanuHoBO-BaCKynApHbIA BapuaHT, C aTUNUYHOM CTpOoMaribHOM nponingepaunen
nHgoneHTHon TdT-numdobnacTHom nponudepaumnen
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BO3 5 Case report: The stroma-rich
) nN3a. variant of Castleman’s disease of
Indolent T-ymphoblastic proliferation®) hyaline-vascular type with
Definition atypical stromal cell proliferation
Indolent T lymphoblastic proliferation ([T-LBP) is an extra-thymic non-clonal expansion of T-ymphoblasts occurring alone or in association with other disorders, including Castleman and maligna Nt pote Nntial: An
tsease and ofers. exceptional rare case occurred
Int J Clin Exp Pathol 2019;12(4):1497-1505 18 mEd laSt[nal lymph nOde
wwwjicep.com SISSN:1936-2625/1JCEPOO92217
Xiaoxin Shi', Mengying Liao®, Xiaomin Yin®, Yaoli Chen”,
Chugiang Huang®, Weihua Yin' and Jian Li**

Case Report 2023
Indolent T-lymphoblastic proliferation associated with

Castleman disease and low grade follicular dendric cell

sarcoma: report of a case and review of literature

Juan Chen?, Junming Feng?, Hualiang Xiao?, Qiang Ma?, Zihang Chen?

Genomics and gene therapy

Recurrent PDGFRB mutations in unicentric Castleman
disease

Zhaoming_Li, Xuan Lan, Chaoping_Li, Yanjie Zhang, Yingjun Wang, Weili Xue, Lisha Lu, Mengyuan Jin

Zhiyuan Zhou, Xinhua Wang, Ling Li, Lei Zhang, Xin Li, Xiaorui Fu, Zhenchang Sun, Jingjing Wu, Xudong

Zhang, Hui Yu, Feifei Nan, Yu Chang, Jiagin Yan, Xiaclong Wu, Guannan Wang, Dandan Zhang, ... Mingzhi

Zhang + Show authors

Leukemia 33, 1035-1038 (2019) | Cite this article
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i XTIV IVIEHYM R358n6ransatomos

IL-6-onocpegoBaHHbIe

3aboneBaHunA/cocToAaHMSA/NpoLECCH
* AYyTOMMMYHHbIE/MMMYHOBOCNanNnTenbHble 3aboneBaHuUs

« OTBET Ha aHTUTEHHY0 CTUMYNALMIO (BUPYCHblE MHAEKLMN)

 bone3dHb KactnemaHa

Pathophysiology
of interleukin 6
(IL6) in
Castleman
disease.

i D B-lymphocyte

growth
L

P
!
4

|

S

™ VEGF

| ™ T2 cells

|
<

Inflammatory
response

1
l
.

24-25 MA4H 2024 .

]l Overgrowth of B-
. lymphocytes and
plasma cells

'Formation of blood
vessels

Auto - immune
reactions

ESR, CRP, IgG,
Anemia, DVT




= XTIV IIJIEHYM RaS8neiarsaionss 24-25 MAS 2024 .

MYTTULEHTPUYECKASA BONE3Hb KACTIIEMAHA
(MCD)



X1V IVIEHYM rardnoroaaromon 24-25 MAS 2024 .

KacTtnemaH-nogobHble N3MeHEHUS

KnnHunyeckun
MYIbTH-
LeHTpuyeckasa bK

KnuHnyeckun
YHULEeHTpuyeckasa bK

 HHV-8+
accounmpoBaHHas
MBK

POEMS-

accouumpoBaHHas  VlAvonatnyeckas
MBK MBK

[lnarHo3s
NCKITIOYEHUS

NHdbekunm

(EBV, HIV, TB

AyTOMMMYHHbIE

3aboneBaHus CmellaHHo-

(CKB, PA) anvepBaCKynﬂp- KNEeTOYHbIN A Y T (5 e
HbIA BApUaHT BapuaHT bl BAPUAHT

HOpyrne LPD,
ALPS
E

Falogenbaum D. et al.. 2017
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HMWLU, rematonoruun. lNauyneHnt M., 54 roga. [epudepunyeckasq,

BHYTpMOploWHaa numdageHonaTus, aHacapka. AHEMUS,
TpombouuToneHus. MmnoansbymmHemusa. lnasmounTsl B MUENOrpamMmme
>10%.MckntoyeHne nnasmMoKkneTouHON Heonmnasum




X1V IIVIEHYM Ra5noroasatomos 24-25 MAS 2024 1.
[MTauneHT M., 54 ropa. lNepudepunyeckas, BHyTpmnbprowHas numdoageHonaTusa, aHacapka.

AHemus, TpombouuToneHus. 'mnoansbymmHemus. lnasmountsl B Mueniorpamme >10%.
cknouyeHne nnasmMmokeToudHOU Heonna3nun.
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HHV8+ mynbTnueHTpmndeckas bonesHb Kactrnemana, rnna3moKieToYHbIN

BapuaHT
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OndpdepeHumnanbLHaa gnarHocTuka:

Gonzalez-Farre,
2017




Bone Marrow Findings of Idiopathic Multicentric Castleman Disease: A

< Histopathologic Analysis and Systematic Literature Review o 25 vionrrece
wul*K&Hrpecc @] TPAHC®OY3MONOrOB
rematonoros Elizaveta Belyaeva,! Ayelet Rubenstein,? Sheila K. Pierson,? Delaney Dalldorf,? Dale Frank,* Megan S. Lim,*" and TR
Poccun

David C. Fajgenbaum?”
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KacTtnemaH-nogobHble N3MeHEHUS

KnnHunyecku
MYIbTH-
LeHTpuyeckasa bK

KnnHnyecku
YHULEeHTpuyeckasa bK

HHV-8+
POEMS-
ﬁgg;i;lm : T —— Viovonatudeckas )accoummposaHHas
MBEK MBEK MBK
NHdbekunm
(EBV, HIV, TB
AyTOMMMYHHbIE
3abonesaHus CmelanHo-
(CKB, PA) [MnepBackynsp- KNETOYHbIN R I
HbIW BapuaHT BapuaHT bl BAPUAHT
Opyrue LPD,

ALPS

|
aloenbaum D. et al.. 2017




Kputepuu anarHosa namonaTtuieckon MynbTULEHTPUYECKON Oore3Hun
KactnemaHa

bonblune KputTepuu:

IInmdpageHonatma = 1 cm, =2 2 nnMmdaTnyecKknx y3ros
Manble Kputepuu:
KnuHu4eckue:
* B-cumntombl
« CnneHomeranua u/unu renatoMmeranusg
« Ortek/aHacapka/acuut/nneBparbHbIv BbIMOT
* NHTepctuumanbHaga numdouutTapHad NHEBMOHUA
« KoXHbI nanynes/remaHrmomaros
JlabopamopHslie:
* [loBbiweHne CPB, CO3
* aHemus
« TpombouuToneHus nnn TpomMoounTo3s
* rmnoasnboyMmmHeMuns
* NovYevHasa OUCAHKLMNA U NPOTEUHYPUS
* [MneprammarnodymHemms

Mopdonorna numdaTtdeckoro y3na — CMeLIaHHO-KITETOYHbLIN UMK Ma3MoKneTouHbIn BapuaHT bK

OONOJNHUTEJIbHbIE
IL-6, sIL-2R, VEGF, IgA, IgE, LDH wn/vnu
B2M

3aboneBaHus1, accoUUMpOBaHHbLIE C
IMCD:

[TonnHenponatus (6es3 POEMS)
rmomMmepynspHasa Hedpponatus
napaHeonacTnmyeckn nemauryc
BOOP

ayTOMMMYHHasa LNTONEHNS

IMT

Kputepumn iMCD: 2 6onbwux un 2/11 manbix KputepueB, OAUH U3 HUX - NTAOOPaATOPHbLIU



X1V IVIEHYM rardnoroaiaromon 24-25 MAS 2024 .

[TaumeHTKa 53r

« MOT-KT

Bo MHOXeCTBeHHbIX NIMMJoy3rax weun ¢ 00enx CTOPOH B BEPXHEN TPeTU Lieun (BepXHUE SpeMHble,
NOAHWXHEeYentCcTHbIe, nogbdopoaoyHblie) SUVmMax 4.16 no_16*11mm; B cpegHen Tpetu weun (cpegHue
SipeMHble, B 3aHEM TpeyronbHuke wen) SUVmax 2.61400 7*9mMm; B HUXKHEN TgeTl/I lweun (HagKnroYnYHbIX
samkax) SUVmax 1.97 go 13*9mm. AkennnsipHble ¢ 06eunx ctopoH SUVmax 1.32 oo 8*6mMm. B numdoyanax
KapguoguadparmanbHbIX yrnoB ¢ 0benx ctopod SUVmMax 2.2 go 11*7mm. OctanbHble n/y3nbl
CPedoCTEHUSA U KOPHEW NerTknx He yeenuyeHol. B otaenbHbIX N/y3nax u KoOHrnmomeparax BOPOT NevYeHu,
Masioro canbHuKa, YpesHoun obractn SUVmax 6.0 0o 38*24mMM. BO MHOXECTBEHHbIX J1/ y3nax
3abproMHHOro npoctpaHcTBa SUVmMax 3.5 oo 25*15MM. BO MHOXECTBEHHbIX f/y3nax no xoay
noaB3aoLWHbIX cocyaoB SUVmax 4.46 oo 23*11mm. B naxoso-6e5ugeHHb|x nnmdoy3nax SUVmax 3,68 oo
18MM. B KOCTHOM MO3re andpdy3sHbin metabonmam SUVmax 4.15 0e3 siBHbIX o4aroBbix 06pa3oBaHUN.

3aknioveHune: nosny4vyeHbl AaHHble O HAaNMYMM NaTororM4yeckon TKaHn ¢ rmnepmeTabonuyeckomn
aKTUBHOCTbLIO B J1/y OPIOLLHOW NOJSIOCTU, 3a0PHOLLMHHOIO NPOCTPAHCTBA, Manoro Tasa.

13.12.22 BbINOMIHEHA NanapoToMust ¢ nMMdageHIKTOMMUEN 3a0pOLLMHHOrIO /Y.

[mcTonormnyeckoe nccnegosaHne buontata n/y Ne 38347/2022 ot 13.12.22 ructonornyeckasn kaptmHa
COOTBETCTBYET NHAONEHTHOWN B-KNeToyHon nuMdome npusHakamun nriasmoumnTapHon oupgepeHLNpOBKH,
BbISiBfIEHHbIE MOpJoonornyeckme npusHakm B 6onbLuen cteneHn cCooTBeTCTBYIOT HoAanbHOU
numdome U3 KrneTok MaprmHanbHOW 30HbI

HanpasneHa B HMVL| remaTtonorun
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IFKoHrpecc “.0 ¥ POCCUM
Fremartonoros

 O6flinn aHanu3 kpoeu (12.01.2023): Femorno6uH: 83 rin; TpomGounTbl: 623 x10 /n;
Nenkouutbl: 13.17 x10 /n; Hentpodunol: 9.75 x10 /n; FinmdounTtsl: 1.58 x10 /n;
MoHouuTtbl; 1.58x10 /n; 3o3nHodunbl: 0.13 x10 /n; baszodunel: 0 x10 /n ; FfeMmornobuH:
83 r/m; JllnmdpouuTsl: 12%

» Y3W 6prowHon nonoctu (13.01.2023): INeyeHb pa3amepbl neson gonu 90x55 MM, pasmepsbl

npason gonn 167x105 MmM; CTpyKTypa ¢ HeE3HAYNTENLHBLIMU nmcb%)ywbuvm N3MEHEHUAMM.
eneseHka: 135x46 MM; OXOreHHOCTb HEPaBHOMEPHO NMOHMXKEHA 3a CHET MENKNX

rMMNO3XOreHHbIX o4aros (NMmdonagHasa nHpunetpauna?) [lobaBovyHas gornbka AMaMeTpom
16 MM. VI3MeHeHHble NMMdoy3Nbl: NoaB340LWHble cnpasa: 17 X 12 MM, eANHUYHbIE; B
BOpOTax cene3eHkn: 7 X 7/ MM. 3aknioyeHune: N'enatocnneHomeranus. OudpqysHbie
N3MEHEHUNA Cerie3eHKn. Ixorpadmyeckme npmusHakm sabprowimHHou numdpageHonaTuu.
He3HauuTenbHbIU acUMUT.

* MonekynapHo-reHeTu4eckoe nccriegosaHve B-kneTo4yHou KNOHaNbLHOCTU NO reHam
TSXKENnoun uenu nmmyHornobynunHa (napadpuHoBbin 6ok 24.01.2023): To
peapaHXnpoBkamM reHoB TAXKernou uenu MMMyHornobynmnHa B-knetouyHasa KnoHanbHOCTb
He BbisABneHa. OnpefeneHue ToyeyHon mytaumm p.L625P B reHe MYD88 metogom MNLP
(KpoBb 24.01.2023): Knetku ¢ mytaunen p.L265P rena MYD88 B npenapaTe He
OOHapyXeHbl.

* IMMyHOXMMMYeckoe uccnegoBarHue cbiBopoTkn Kposu (09.01.2023): noBbilEeHa
KoHUeHTpaumsa IgA (274 ME/ mn), octarnbHble MUMMYHOINOBYNMHLI B Npeaenax HOpMbI.
YBenn4eHo KONMM4ecTBO LUPKYNUPYHOLWNX MMMYHHbLIX KOMMJIEKCOB.
BocnanutenbHas %VICHPOTGVIHQMVIFI. [NoBbiweHo coaepxaHue CPB (193 mr/n) n B2-
MUKpornooynuHa (2.71 mr/n). MOHOKNOHaNbLHOW CEKPELNM B CbIBOPOTKE HE BbIAABIIEHO.



X1V IIVIEHYM raioneroaiaronos 24-25 MA4 2024 1.
[TauueHTKa 53 I. [[eHepanu3oBaHHaga NMMdageHonaTus
NaononaTtnyeckas MynstTuueHTpmndeckas bonesHb Kactrnemana, HHVS-




NIrX:
HHV8-
Kappa+
Lambda+




X1V IIVIEHYM R3GReroasatomos 24-25 MAS 2024 .

* [lpoBeOEHO TUNNPOBAHUE
aMmmnomnga— Ha cpesax c
napaduHoBbIX ONOKOB rocne
doepmMeHTaTUBHOMN 00PabOTKK
ncnonb3oBaHbl FITC-me4dyeHble
aHTuTena, ucknwodeH AL-
aMmmnounaos

* AA (BocnhanuTenbHbIN)
ammnonaos

* Tounnmnaymab+ 4 kypca
Tepanun R-VCD



Pt XTIV IIJIEHYM RaSheroRsatomos 24-25 MAS 2024 .

OnyxoneBuaHble NOpaXXeHUs ¢ npeobnagaHmem T-KneTok
BO3 5 usn. «'ematonumdonaHbie onyxonu»

* 1. bone3Hb KUKyun-®yaxmmoTo

e 2. AYTOMUMMYHHbIW NnumMmdonponudepaTtuBHbI CUHOPOM
(ALPS)

* 3. NHooneHTHasa T-numdobnacTtHaa numdonponudepaums



Pt XTIV IIJIEHYM RaSheroRsatomos 24-25 MAS 2024 .

3Ha4vyeHue akcnpeccuun CD30 B anhdepeHUnansHON
AnarHocTtuke: «numdoma/He — numcpoma’
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. X1V IIVNIEHYM RaSonsroanaromon 24-25 MAS 2024 .

HanpasuTenbHble naTtoMmopdonorndeckne guarHossl (¢ U X):
aHannactuyeckasl KpynHoknetodHas numdgoma/nmmdgoma
XOMKKMHA
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POCCUMNCKOIO OBLLECTBA
NATONIOrOAHATOMOB 24-25 MA4 2024 1.

OcHoBHble nonynauum mopdonorn4yeckoro cyocrtpara

1. Knacreps! ITIJIK CD123+
2. IT'uctuonutel MPO+
3. Ilpeobnamanue nurtoTokcuueckort CD8+, Granzyme B+ numdounaHon momysasainyuu

4, CD30+ aumbounanbie kiaerku: mo aanHbiM ITAO HMMIL remarosioruu B 55%0
HaOomonennii bK un 2-x cayyassx CKB BbIsIBJI€EHO 3HAYHUTE/IbHOE KOJHYECTBO

CD30+ akTuBupoBaHHBIX T-KJIE€TOK ¢ HAJIMYUEM KPYNHBIX (opM.



HMWL, rematonormn: HeKpOTU3UPYHOLLUN TMCTUOLMTAPHbLIN NUMAAAEHUT -

6one3Hb Kukymn-®yopxknmoTto

Yucno naumeHToB

XapakTtepucTtuka

Uucno 16

BospacTt MeauaHa 26,5 (18-47)

Mon  KeHLUHbI: MY>XXYUHbI 15:1

JNlokanusauunsa numcganeHonaTum:

\‘

HagKmnrow4Yn4yHblIe

N

LUeNHbIe N HagKM4YNYHble

N

aKCUNNSApPHbIe

N

dKCUINnnspHbIie n NOAKIMIYNYHbIE W

HeyTOYHeHHas

=

HanOoJIee YaCThIMHU
KIIMHUYECKMMH CUMIITOMaMH
y MaIMeHTOB ObLIN CIa00CTbh,
MOTJIUBOCTh, MUAJITHS,
cyo(deOopuiibHas TemIiieparypa
WM JIUXOpaJiKa; Cpeau
1a00paTOPHBIX ITOKa3aTenei
OTMEYaJIUCh aHEMUS,
JIEUKOTICHUS, HEUTPOIICHUH,
TPOMOOLIMTOIICHMS,
noBbimeHue COO.

KospurmnHa A.M.,
«KnunHunyeckas
OoHkoremaTtonormna» 2021,
90 (1), 80-90
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= XIV IINIEHYM RaS3n6roatatonmos 24-25 MAS 2024 .

CUNCTEMHAA KPACHAA BOJTHAHKA

* Jlumdpanenonatus npu CKB Bo3Hukaer y 15-25% mnanuenTtoB, u3 Hux noutu B 80% ciiydaeB - B TeUEHHUE
nepBoro rojga 3a00JeBaHUsl, W  XapaKTepU3yeTCs JTOKaJIM30BaHHOM WM TeHepan30BaHHOMN
nuMdaseHomaTued ¢ BOBJCUCHHEM  IMEWHBIX, HAJIKIIOYUYHBIX, AKCHIIIAPHBIX, IIaXOBbIX, HMHOIAA -
3a0PIOIIMHHBIX, ME3EHTEPUATBHBIX, MEIUACTHHAJIBHBIX JUM(aTHUECKUX Y3J0B. JIuMdpaTtuueckue y3isbl,
Kak IpaBujio, HeOOoIbIHE (10 3 CM), MOTYT OBITh BBIPAKEHBI KOHCTUTYITHOHAJIBHBIE CHMIITOMBI, [TUTONICHMUS,
CIJIEHOMETaJIusI.

* Mopdonorndyecku B mumparndeckux yznax npu CKB MoryT npucyTcTBOBaTh HECHEIM(PUUECKUE TPUIHAKU
PEAKTUBHBIX U3MEHEHUHN B BUAE (DOJUTUKYISPHON THUIEPIIIA3UNA WIH PACIIUPEHUS MTApPAKOPTUKAILHON 30HBI,
UM MOP(OIOTUYECKHUE MTPU3HAKHU THAIMHOBO-BACKYJIIPHOTO BapuaHTa 0osie3Hn KacimaHa

* B 26% cnyuaeB cyoctpar CKB xapakrepusyercs MOpP(OJOru4ecKOd KAPTUHOW HEKPOTH3HPYIOUIEro
rUCTHOLMTAPHOTO JuM@aJeHnTA, U MOXET HMUTHPOBaTh JIUMGBOUIHBIC OIYXOJH C YaCTUYHBIM
nopakeHueM JUM(GATUYSCKOTO Y3ja. aHaIIaCTMYECKYI  KPYIHOKJIETOUHYH JuMmdomy, Ooraryro T-
KJIIETKaMU/TUCTHOLIUTaMU B-kpynHokineTounyio aumdomy, mumdomy XOMKKHHA, a TaKKE MHUCIOUIHYIO
CapKoOMY. Takum o0Opa3oM, K cHekrpy aub@epeHIraibHOl JAUArHOCTUKKA  HETrpaHyJIeMaTO3HBIX
HEKPOTHU3UPYIOIIMX TUCTHONUTApHBIX JuMbaaeHuToB oTHocsaTcss CKB u BK.
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X1V IIVIEHYM R3GReroasatomos 24-25 MAS 2024 .




FE XIV IITTEHYM RSRsieRestsass 26:25 MAS 2024 ©

CyLuecTByeT nu numdonponmdepaTuBHoe
3aboneBaHune (LPD) ¢ nponndepaumnen
Tfh —kneTtok?



-, XIV IIVIEHYM rardnoroasaromon 24-25 MAS 2024 .

A KTI/IBaLI,I/IFI -KINETOK NP ayTOUMMYHHbIX
3aboneBaHuAaX, BOCMnaneHun, onyxonmu

lgG4-cBsi3aHHOE 3a6oné|/3|MMyHO|uuer A L'.MTe

([
 [lcopunas
° CKB A“Eigv lmmunoﬂeIICIency Autmmiiiunlty
Allergic Rhinitis X-linked lymphoproliferative disease Systemic lupus ervthematosus
- Anaphylaxis I Lymphocytic choriomeningitis virus o Rheumatoid arthritis
¢ Pe BMAaToO M.D, Hbl a pT p UT A'°P’° Dermatitis gE Commeon variable immunodeficiency . 0/0~ Juvenile dermatomyositis
A ,' / —16& S};ultlple Scl(elrosw
A ’ ) gren’s syndrome
¢ Pa CCeFI HHbIU CK” e p03 @ dysfunctional o S 7 Bullous Pemphigoid
]S%r‘um IgE Myasthenia Gravis
tivat
« BonesHb LllerpeHa Bone o \& @ it
C et
; \® Tfh number
¢ Aﬂ ﬂ e p rl/l ﬂ \ ' / Tﬂl activation
' Autoantibody production
°

BupycHble nHeKkuunm

« KapunHoMmbl, numdombl (?)
(bnaronpuaTtHoe

KITMHNYEeCKoe TeYyeHune

npu 6onbliom Konndectee Tfh-kneto

Protective in
Nonlymphoid tumors

Support lsukocyte
> rcuuumem to tumor

Pathogenic inn Follicular

t Ineffective antibodies “\% A / 2 _ ”] Treg plasticity lymphomas

Tth is viral reservoir - 2o o
Hypergammaglobulinemia Pathological-Abs Le’&‘gc‘m ';ub:ets growt

HIV/SIV Atherosclerosis/ Type 2 diabetes Cancer

Ineffective-Abs




Tfh-kneTkn Moryt agnddpepeHLpoBaTLCS
n3 HauBHbIX CD4+ n CD4+ kneTtok namaTtu

24-25 MA4H 2024 .

T ranscription factors promote Th1
Transcription factors promote Tfh

I A W

Naive
CD4+ T

Microenvironment e

Tfh/Th1 common precursor
Bclé

| Tfh signals (.Q) Th1 signals |

T-bet CXCR3
_IL2Ra
TCR

PD1
CXCRS, 3 TCR
CXCR3, S

ICOS Th1

Bclé

Blimp1
T-bet

T-bet

cells in recall immune responses

Han Feng , Zixuan Zhao , Xiachong Zhao , Xue Bai , Weiwei Fu , Liangtao Zheng
Zemin Zhang , Chen Dong &5

, Boxi Kang , Xiachu Wang

Scheikh A. et al.

A novel memory-like Tfh cell subset is precursor to effector Tfh 2020

2024

PonnukynspHole T-knetkn 62L+ (CXCR5+/BCL6+) — nogobHble KneTkamMm namMsaTn, NpealecTBEHHUKN 3 (EKTOPHbIX

Tfh

donnukynsapHole T-knetkn (CD4, CD8) ¢ akcnipeccuen CXCRS5, PD-1, Bcl6, CXCL13, ICOS

Tfh13 — koakcnpeccua BCL6, GATA3 npu aHadumnakcmm
donnukynapHble CD8+ T-kneTku
PonnukynsapHole NK/T KneTku

kenpeccust PD1 kak mapkepa «uctoweHus» T-knetok: Treg, Tth, Tfr (Sage 2013, 2016)
ICOS peanunayet ko-ctumynupyroLyto dyHkumo nytem aktusaummn PI3K- Akt curHaneHoro nytm (Weber et al., 2015)



FEE XIV IIJTEHYM FSiSeRsmsdss

24-25 MA4 2024 .

* B ueHTpe cponnukyna gpyHkuma Tfh-kneTtok —
andpdepeHumpoBka B-KNeTok - opmMupoBaHmne nonynaumm B-
KNeToK ¢ BbicokoadhdunHHbIM BCR; npoaykuusa Ig ,
nepeknyeHne nsotuna perynupyetca Tfh-knekamu. OyHKUUA
Tfh-knetok onocpenyetca PISK-CcUrHanbHbIM NyTeM 3a cyeT

akTnBauum ICOS, cHmxeHne aktmuBHoctn KLF2, akTtnBauum
BCL6.




Pt XTIV IIJIEHYM RaSheroRsatomos 24-25 MAS 2024 .

Tfh KneTkn n nepBUYHLIN UMMYHOOEDULINT

HapylweHne dpopmmpoBaHmne B-KNeTouHbIX onnmnKynoB u B-
KINEeTOYHOro OTBETa:

mut SH2D1A,CD40L, ICOS, STAT3 [Gerosa J. et al. 2017; Cicalese
MP et al., 2018 De Leo P. et al, 2019]



> Poccuiickoe o
FEE, XTIV IVIEHYM 5353isaRssusass 24-25 MAS 2024 .

[May. 31 r. HeaHaunTenbHaa numdpageHonaTus. 'mnepnnas3nsg MMHAANMH, MHOXXECTBEHHbIE
nonunoBuaHbIE YTOMLWEHUA crnn3ancton obornoukm XKT.
CHunxeHue 1gG, IgA. 2022r.

Ob6HapyxeHa T-kneto4yHasi KrnoHarnbHOCTb. [JaHHble f1ab MOMeKynsipHON
remaTtonoruu, 3as. Cygapukos A.b.
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> Poccwiickoe Y,
FEE, XTIV IVIEHYM 5353isaRssusass 24-25 MAS] 2024

buonTtaTt TONCTOU KULWIKM 2024 13 30HbI YTONWEHNSA CITM3NCTOU 0DONOYKN
HogynapHaa numdoungHasa runepnnasnga npemmyuectseHHo n3 Tfh-knetok
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3> Poccuiickoe ~
FEE, XTIV IVIEHYM 5353isaRssusass 24-25 MAS 2024 .

2-€ HoBOOpasoBaHME TONCTOMN KULLKN C N3BbA3BIEHUEM
2024r.
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LPD c nponudpepaunen Tth-knetok, TpaHcdopMaLneEN B

nnasmobnacTtHyto numdomy EBER- (MOHOMOPQOHOKNETOYHLIN BapuaHT
LPD)

?'! ‘,w YQ’.? .\%‘, ‘Y',w s O.” . 31 .'4,;‘.!". .‘.".gr';;' .
; % o) "‘%,’:'_-«&-”‘;‘gw ‘{%:‘0‘?’“ v o :'i

[MpoBoantca NGS-nccnegosaHue —
nepBUYHbIM UMMYHO4EULUUT C mut
PI3Kdelta?



= XTIV INTEHY M R3876rRsatoucs 24-25 MAS 2024 .

2024 r. buonTtaTt TONCTOU KULIKN (N3 30HbI N3BbA3BIEHNSA)
[1aHHble Nab. monekynspHoun reHeTukun, 3as. Cyaapukos A.b.

Peaynetat PCR ananuaa: BeifieneHa B-kneToYyHasa KNoHansHOCTL NO
peappaHXWpoBKaM reHoBs TRXENon Uenu HMM!HUI’J‘IOﬁII‘IHHﬂ
. 170-813{1)_D? fsa 170-819{1) COeDIS Phus [ Ii
PeaynstaTr PCR aHanwsa: BeissneHa B-kneToYyHas KnoHanbHOCTh Mo !
peapanxupoBkam reHoB IGKVk-Jk, Vk-KDE/intron-KDE : : i ; i : »
2B000
112hp
24000 256hp
P81 (0kok_Fi £ia 1706100k COrDIS_Phus |1i I 20000
I 1001 200 300 16000
30000 ; - : : : :
12000 320bp
20000 Mﬂlrp 4000
40000 anoo
0 At 18 T (W) TR ey SN, P IO VY. R e e ISR, TN IO Sak) el B D! T o




= XTIV INTEHY M R3876rRsatoucs 24-25 MAS 2024 .

CuHApPOM AaKTUBUPOBAHHOU GoCcPoMHO3UTHA-3-KUHA3BI O (APDS)
npeACcTaBJsseT CO00M KOMOMHUPOBAHHBIM NEPBUYHbIM UMMYHOAeOUIUT, BOSHUKAIOIIUNU B pe3yJibTaTe
MyTanui B reHax, kogupyroumux pl106 (PIK3CD) u p85a (PIK3R1) B 6enke PI3KS, KoTopbiv
NPOSBJISAETCHI IUPOKUM CIHEKTPOM KJIMHUYECKHUX (eHOTunoB; BBeaeH B BO3 5 usx. 2022, riaBa

«JlumbornposrdpepaTUBHbIE 3a00J€BaHUSA U JUMPOMBI, aCCOLMMPOBAHHbIE C UMMYHOAEPULIUTOM U
UMMYHHOM IU3PETYIALHUEN»

Abnormal T-lymphocyte Lymphadenopathy,

signalling due to gain-of-  hepatosplenomegaly, DLBCL > CHL > EMZL >

Activated PI13Ko function mutations nodular mucosal lymphoid T
: : ) others; majority of DLBCL
syndrome (APDS) In PIK3CD or loss-of- hyperplasia, herpesvirus and CHL cases are EBV+
function mutations Infections, (EBV, CMV,

in PIK3R1, PTEN HSV)



> XIV IVIEHYM

POCCUNCKOIO OBLLLEECTBA
MATOJIOTOAHATOMOB

24-25 MA4H 2024 .

BO3 5 nsg 'ematonumdongHsie onyxosnu

Pathogenesis, clinical features, and associated lymphoproliferative disorders across major categories of inborn errors of immunity (IEls) of T and B cells {31953710; 33598806}

TEI subtype

Common variable immunodeficiency (~35% of
PIDs) { 28606585 }

Pathogenesis

Predominantly antibody deficiencies: 52% of IEIs worldwide { 32720819 }

Marked decrease in at least two immunoglobulin subsets
(IgG and either IgA or IgM or both) often due to defects
in B-cell development and maturation: altered T-cell
repertoire { 26311730 : 22042693 : 31942606 ; 33256375

}

Clinical features

Infections. autoimmunity, lymphoproliferation: lymphoma

and gastric cancer predisposition

Lymphoproliferative disorders

EBV+/-DLBCL > EBV+ CHL > EMZL > T-LGLL
{ 32185577 ;: 34255892 : 33876323 }: cutaneous and
other extranodal CD8+ T-cell-rich lymphoid or
lymphohistiocytic infiltrates

—

Activated PI3K6 syndrome (APDS)

Abnormal T-lymphocyte signalling due to gain-of-
function mutations in PIK3CD §{ 24165795 } or loss-of-
function mutations in PIK3RI, PTEN { 31111319 }

Lymphadenopathy, hepatosplenomegaly, nodular mucosal

lymphoid hyperplasia. herpesvirus infections. (EBV, CMV.,

HSV)

DLBCL > CHL > EMZL > others: majority of
DLBCL and CHL cases are EBV+ { 27555459 :
27221134 : 31942637 }

Hyper-IgM syndrome

Agammaglobulinaemia

Defective class-switch recombination. lack of germinal
centres, e.g. AID deficiency { 33098766 }

Decreased to absent B cells. e.g. mutations in BTK (X-
linked agammaglobulinaemia) § 24909997 1

Bacterial infections. lymphadenopathy. plasmacytosis

Severe bacterial infections

DLBCL, CHL, EMZL {32192142 }

Lymphoma uncommon [ 33584693 }: rare cutaneous

granulomatous CD8+ T-cell lymphoproliferative
disorder §{ 24813290 }
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CINACUMBO 3A BHUMAHUE!



