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HAIIMOHAAHA KOH®EPEHIINS ITO XEMATOAOI'MS
18-21 cenrremspu 2025 1., CBeTnr Baac

18 cenmemapu 2025 2. (vemsvpmok)

15:00 — 19:00 Perucrpanma 1 HacTaHsIBaHe Ha Y4aCTHULITE
16:00 — 16:30 Opmimaano orkpmuBaHe Ha Kongepennusira i
OPpUBeTCTBUS
16:30 — 19:30 PupMeHN CMIIO3ILY MIA
16:30 — 17:00 ®upmen cumiiosnyM Ha Johnson & Johnson
HoBu xopusonTu B aeueHmneTo Ha narmmenTnre ¢ RRMM
16:30 — 16:45 AaTtu-GPRC5D Teparmsa: Kanauanm gaHHNM ¥ MsICTO Ha
Talquetamab B aaropurbMa Ha AedyeHMe

16:45 — 17:00 Kananaen ormt ¢ Teclistamab: [TbpBuTe cThiiku ¢ OMcrenmpmaHoO
aHTUTs1A0 3a aedeHre Ha RRMM B bbarapms

17:00 — 17:30 ®dupmen cumriosuym Ha Pfizer
VnoBanuu B Ae4eHIEeTO Ha penuAuBIpaa u peppakrepeH
MHO>XeCTBeH MI1eA0M

17:00 — 17:15 MoxeM an ga 11o400pyM KAVMTHUYHNITE pe3yATaT! Ha aljieHTUTe
¢ PP MM?

17:15 — 17:30 Kananyen orurt ¢ elranatamab

17:30 — 17:45 ®dupmena npe3eHTanyst Ha Amgen
M3060p Ha TepanieBTHMYeH peXMM 3a NanyeHT ¢ MyaTunaeH
MyeA0M, KOUTO ca IIpeTpeTUpany nan pedpakTepH KbM
AenaanaomMma

17:45 — 18:00 ®upmen cumnosuym Ha AstraZeneca
NuoBanym 1 Bb3MOXXHOCTH B CbBpeMeHHOTO aeveHne Ha X/1/1 ¢
Calquence

18:00 — 18:15 dupmeHna npeseHTanus Ha AbbVie
Ha ¢oxkyc: IlepcriekTiBu ipea pexuMute ¢ puKcrupaHa
OPOABAXKUTEAHOCT 3a X1/

18:15 — 18:45 ®upmen cumiiosuym Ha Roche
IToaoOpsBane Ha mporno3ara npu DLBCL - ot penmans Kbm
peMuicus

Moaepatop: npod. a-p Kanet I'pysesa-IToriosa



18:15 - 18:30 STARGLO - no-306pu pesyaratu rpu narmmentu ¢ R/R DLBCL,
Hemmoaxoasmi 3a ASCT

18:30 — 18:45 IIpo¢gna Ha Ge30IIaCHOCT IIPM TepaIms C OMcerMpUmIHN
aHTHUTeAa

18:45 — 19:15 ®dupmen cummiosnyM Ha Astellas
IMoraea sppxy FLT3mut+ R/R OM/
Mogaepatop: npod. a-p VMianua Muuesa
18:45 - 19:00 Poasita Ha npocaeasisaneTro Ha MRD 3a FLT3mut+ OMA

19:00 — 19:15 Onrrummsupane Ha aedeHrero Ha FLT3mut+ R/R OMA

19:15 - 19:30 ®PupmeHa mpeseHTaLysI Ha Servier
HoBa Bb3MO>XHOCT 3a aeueHme Ha nmarmenT ¢ OM/ u IDH1
MyTalusi, KOUTO He OTTOBapAT Ha yCAOBUATA 3a CTaHAapTHA

MHAYKIIMOHHA XuMmoTepanms. Mscroro Ha Tibsovo.
Mogaepatop: npod. a-p Vlanna Mnuesa

19:30 — 22:00 Beuep=a

19 cenmemspu 2025 2. (nemvx)

09:00 — 11:00 ITbPBA HAYUYHA CECUSI
CucreMHa MacTOIIMTO3a

Mogaeparopu: gon. a4-p Esrennin Xagxues, a-p I'eprana LlseTkoBa

09:00 — 09:30 What should the hematologist know about systemic mastocytosis?
Prof. Andreas Reiter

09:30 — 10:00 CycTemMHa MacTOLIMTO3a — CbBpeMeHHM) TeparieBTNIHN
Bb3MOXHOCTHU — CTp. 44

10:00 — 10:15 KansrgeHn caydarn Ha IaleHT C IPOrpecus Ha KOoXHa ¢popMa Ha
MaCcTOIMTO3a B CMCTeMHa MacTONMTO3a, acOIuypaHa C
XeMaTOAOIMYHa HeoIla3us — cTp. 47

10:15 - 10:30 KannmdeH crieKThp Ha CICTeMHaTa MacTOLINTO3a —
peTpocriekTuBeH aHaan3 Ha onnta Ha CbA/AX3-Codmst — cTp. 62

10:30 — 10:45 CircreMHa MaCTOLMTO3a — AMarHOCTVYHN U TeparleBTUIHI
npeansBUKaTeACTBa — CTp. 67



10:45 - 11:00 Auckycuonen nanea
11:00 - 11:30 Kagpe naysa

11:30 - 13:00 BTOPA HAYUYHA CECHUsI
Xucrmormrosa

Mogeparopu: npod. a-p Manna Muuesa, 4-p Maptun JoHues

11:30 — 12:00 XucTnonmrosa — CcbBpeMeHHM KaacuduKaim, I1aToreHesa,
TepaneBTUYIHU Bb3MOXHOCTH — CTP. 49

12:00 — 12:15 Poast Ha TapreTHaTa Tepanms 3a HOCTUTaHe U IIogAbpKaHe Ha
peMucus IIpy HaryeHT ¢ peppakTepHa /laHrepxaHcosa
XMCTUOLMTO3a — KAHIYeH cay4ayi ot ormra Ha CBA/AX3 - cTp. 26

12:15 - 12:30 boaect Ha EpaxaiiM-UecTbp — AMarHOCTMKA, A€9eHe VI KAVHIYeH
cayd4dan — cTp. 24

12:30 — 12:45 KanamdeH cay4ai Ha 0oaect Ha Poszaii-Jlopdpman ¢
reHepaansupana anmMmdpaaeHonaTus — cTp. 27

12:45 - 13:00 KanandaeH cay4ai Ha XxeMO@paronuTHa AnM@OoXncTUONUTO3a IIpn
Bb3pacTeH IMalMeHT: AVarHOCTUYHO IIPeAV3BMKATeACTBO MeXAY
anMponana Heoraasust, XLP1 n 6oaect Ha Still — cTp. 57

13:00 — 14:00 O06s14

14:00 - 16:00 TPETA HAYYHA CECH:I
Koxxun anmm¢pommn
Moaepatop: npod. a-p Kanet I'pysesa-ITorosa
14:00 — 14:20 Koxxuu aum¢p oMM — AMaTHOCTUYIHI IIpeAN3BUKaTeACTBa

14:20 — 14:40 KoraTo xo>kaTa ,roBopu” 3a amM@pOM: XMCTOAOTMIHIA Y AVKN I
AVIaTHOCTUYHM KaIlaH!

14:40 — 14:50 KanandeH cay4ai Ha AHanaacteH A/IK(+)moa. T-kaeTbuen
anMpom — cTp. 38

14:50 — 15:00 CD8+ ¢poanKya0TpOneH MUKO3MC PyHIongec — psiaka popma Ha
KoxeH T-kaeTbueH aum¢pOM: KAMHUYEH cAydail — CTp. 28

15:00 — 15:10 T-xkaeTbuyHa IpOAMGONNTHA A€BKeMMsL:
KAVIHIYEeH cAyd4an — CTp. 26



15:10 — 15:20 Mycosis fungoides IIIA npu Maaga )xeHa: rpaHUII Ha
CTaHAapTHaTa Tepanus ¥ HOBM XOPM30HTHU — CTp. 21

15:20 - 15:30 Anckycnonen manea

15:30 — 16:00 dupmen cumirosuym Ha Swixx BioPharma

Mogaepatop: npod. a-p Kanet I'pysesa-ITonosa

15:30 — 15:35 EBoatonvisi B AedeHMeTO Ha peAK MHAOAeHTHN AuM@pOMI — Ha
¢dokyc WM & MZL

15:35 — 15:45 IIpomennxa au BTKi aedennero na WM? Kak aekyBame anec?

15:45 — 15:55 Zanubrutinib kaTo TepaneBTUvIeH cTaHAAPT PN
Mapriunaano3oHoB aumM$pomM

15:55 - 16:00 Auckycnonen naxnea
16:00 — 16:30 Kade naysa

16:30 — 18:15 YETBBPTA HAYYHA CECHZI
XnnepeosnHoPpnaeH CMHAPOM
Mogaepatopu: npod. a-p I'eopru baaanenko, go11. a-p Bansa Caasuesa
16:30 — 17:00 Xuniepeo3snaoPpuaeH CMHAPOM — My ATUCHCTEMHO
IIpeAu3BUKaTeACTBO B KAMHIMYIHATA IPaKTUKa

17:00 — 17:20 MoaekyasipHa OM0OA0THsI Ha KAOHAAHV XUIIepeOo3MHOPNAHNI
CbCTOSTHUS

17:20 - 17:30 Mueaoungna / ammponana Heoraasusi ¢ eosuHopuans u PDGFRA
npeHapexJaHe — KAMHUYEH cAydJai — cTp. 34

17:30 — 17:45 MueaonpoandepaTBHI HeOIl1a31M, IIOAOXKUTEAHN 3a
BCR::ABL1 npenapexaane u JAK2 V617F myTanmst — cTp. 23

17:45 - 18:15 ®upmen cummnosnuyM Ha Novartis
Scemblix — HamMAT OTHIeYaThK BbPXY XpPOHMYIHATa M€ A0MAHA
AeBKeMIIsT

Mogaeparop: aon. a-p Vsan Kunaexos

19:30 — 22:00 Beuep:s



20 cenmemepu 2025 2. (cvb6oma)

09:00 - 11:00 ITETA HAYYHA CECWSsI
ITapoxcu3maana HONTHA XeMOTA00MHY pyst

Mogaepatopu: npo¢. a-p Kaner I'pyaesa-Ilonosa, ao11. a4-p VMsan Kunaekos

09:00 — 09:20 ITapokcu3MaaHa HOITHA XeMOIA00MHY puisI — IIpeAU3BMKaTeACTBO B
KAVHMYIHATa IIpaKkTuKa

09:20 — 09:40 PNH nipe3 npmusmaTta Ha ¢pa0yIIToOMeTbpa: OT CbMHeHMe 40
TO4YHAa AMarHos3a

09:40 — 09:50 PNH auarsocTmnka B epaTra Ha BUCOKaTa 4yBCTBUTEAHOCT:
VHTEepIIpeTaLysl, KAVHUYHYI KOpeAalyn U AMarHOCTIIHA
KariaHm — cTp. 58

09:50 — 10:00 Cay4ait Ha kaacu4decka ¢popMa Ha ITapokcusmaana HomTHa
XeMOra00uHypus — cTp. 20

10:00 — 10:15 Tepanmsita ¢ MHXMOUTOPM Ha KoMILaeMeHTa ipu Ilapokcusmaana
HOIITHA XeMOTA00VMHYpWsL: AaHHM OT peaaHaTa KAVHUYHA
IIpakTHKa — CTp. 48

10:15 - 10:30 ®dupmen cumnosuym Ha SOBI
Aspaveli - cmaaTta Ha C3 MHXMONIVIATA

Mogaepatop: npod. a-p Vianua Muuesa

10:30 — 10:45 ®dupmen cumiiosuyM Ha AstraZeneca
AbATOCPOYHN KAMHIYHY pe3yATaTy ¢ Y ATOMUPYC — VHOBALIIN 1
HanpeAbK B 2edyeHne Ha ITHX

10:45 - 11:00 ®Pupmena npeseHnranust Ha Nove Pharma
Fabhalta — Ilepopaanara Vinosarmst mpu ITHX: Hosa Epa be3
Yooxaane u bes Komnpomucn

11:00 — 11:30 Kage naysa

11:30 - 13:00 IIECTA HAYUYHA CECHsI
boaect na Kacreaman
Moaepatopu: npod. a-p Beceanna I'opanosa-MapnHosa,
npod. 4-p Maprapura I'enosa

11:30 — 11:50 Company presentation Recordati Rare Diseases
Castleman disease: Challenges in diagnosis and treatment
Prof. Arianna Di Napoli MD PhD



11:50 — 12:05 AepmaToaormaHoTo anme Ha Castleman — cTp. 68

12:05 - 12:20 KoraTo geHApUTHUTE KA€TKN Ce OObpKaT: OT peaKTMBHaA
xurepiiaa3us npu 6oaect Ha Castleman 40 oTkpoBeHa MaaurHeHa
TpaHcopmanmsa npyu FDC capkom - cTp. 59

12:20 — 12:30 MyaTuniearpudHa popMa Ha 60aectTa Ha Castleman, aconmupana
¢ POEMS cnnapOM — KAVMHMYeH cAyd4ali ¢ aTUlIM4Ha U3sBa ’
auTepaTtypeH 0030p - cTp. 55

12:30 — 12:40 KoraTo BCMYKO M3raexaa KaTo HUIIO: AMaTHOCTYeH 1a0VpUHT
Opu MAMONAaTNYHA MyATHIIeHTpU4YHa 00aecT
Ha Castleman - cTp. 65

12:40 — 12:50 boaecrra Ha KacTeamaH — A¥arHOCTUYHO IIpeAM3BUKATEACTBO IIpU
anMmonpoandepaTuBHN 3a00asIBaHMS — CTP. 32

12:50 — 13:00 Anckycnonen mmaHea
13:00 — 14:00 O6s14

14:00 - 16:00 CEAMA HAYUYHA CECHsI
IIpeausBukaTeacTBa ¥ MHOBALM B AMIaTHOCTMKATA U A€4Y€HIEeTO
Ha XeMaTOAOIMYHM 3a00AsIBaHVIs

Mogaepatop: npod. a-p I'eopru baaarienko

14:00 — 14:15 Anmaans3 Ha yecToTaTa Ha ABTOMMYHHA XeMOANTIYIHA aHeMIsI
npu 232 Aa0oreHH” CTBOAOBOKAEThYHM TPaHCILAaHTaLN —
AaHHUTE Ha eAHa MHCTUTYIMsI — CTp. 15

14:15 — 14:30 Aour KOBU/ (IlocTkOBMA) — XeMaTOAOTMYHO 3a00astBaHe? — cTp. 18

14:30 — 14:45 KayecTBO Ha KpbBHUTE CbCTaBKM 3a TpaHCPy3us1 IpU HNaIIeHTH C
XeMaTOAOTMIHM 3a00as1BaHNsA ¢ POKYC BbPXY OCUTYPsIBaHETO Ha
TpaHC(]y3MOHHA 0e30I1aCHOCT — CTP. 36

14:45 - 15:00 AexoBepirkHa (AL) ammnaonaosa u cbpAedHa HE4OCTaTbYHOCT:
AVIaTHOCTUYHO IIPeAN3BMKATeACTBO ¢ KPUTUYIHYU TepaneBTUIHN
nocaeaAvm — crp. 43

15:00 — 15:15 IIpoyuyBaHe Ha CTPYKTypHITE aHOMaANM Ha JKeHCKaTa I1010Ba
XpOMO30Ma IIpV MUeA0ANCIIAaCTIYeH CMHAPOM — CTp. 45



15:15 - 15:30 HapymeHna excrpecusi Ha 11oa0panu rnaasmenn MmukpoPHK-u ipu
ManyieHT! ¢ MMeAOANCIIAaCTUYeH CMHAPOM — CTPp. 33

15:30 — 15:45 baacTonaHa 11a2a3MOLUTONAHA AeHAPUTOKAeTbYHA A€BKeMVsI —
15-roauineH eAHOIIEHTPOB OIINT — CTP. 53

15:45 — 16:00 Pupmena nmpe3enTanyst Ha Takeda
PasmmpsiBaHe Ha TepaneBTUYIHITE Bb3MOXKXHOCTY 3a IbpBa AVIHUS
pu HaripeAHaa XOAXKMHOB aM¢$p oM

Mogaepatop: npod. a-p Kaner I'pysesa-Ilonosa

16:00 — 16:30 Kade naysa

16:30 — 17:55 OCMA HAYYHA CECHUsI
Peaxn ao0OpokadecTBeHN XeMaTOAOTMYHY 3a00AsIBaHNS
Mogepatop: npod. a-p Emna Criacos

16:30 — 16:50 3nayenne Ha reHeTMYHNTE M3CAeABaHMsI 3a PaMMAHO
KOHCYATHpaHe, KAMHWYeH N0AX04 ¥ OIleHKa Ha MHXVMOUTOPHMSI
PVICK IIpM MAalIVIeH TV M CeMeNiCTBa Ha IalyeHT! ¢ XeMO(puans
A uB-crp. 61

16:50 — 17:20 Satellite symposium Bristol Myers Squibb & Swixx BioPharma

Moderator: Prof. Ilina Micheva, MD

16:50 — 16:55 Symposium Opening

16:55 — 17:10 From Clinical Trials to Clinical Practice: The Last Decade in
Thalassemia Treatment and Incorporation of Novel treatment
strategies

17:10 — 17:20 From Innovation to Implementation: Challenges in Adopting Novel
Approaches
Expert Panel Discussion

17:20 — 17:40 InTep auiciimiiaviHapHa IaHeAHa AVICKY CUSsI
¢ moaxpemnara Ha Swixx Biopharma
3ab0o0asBaHNS C AM3030MHO HAaTpyIIBaHe — yCIIEXDT 3aBUICH OT
BCUIKI

1. PSIIKO

JTOBPOKAYECTBEHO
CUCTEMHO 3ABOJIIBAHE
MVITUJUCHUTIUIMHAPHA TPHUXA



2. BEHTHEHO

BPOAEHO

EH3VIMHO HAPYIIIEHVE
CITELIMOYHO AEYEHVE

YaacTHUIII:
npod. a-p Vsarnao Teprues
ao1. A-p Esrenuit Xaaxues

A-p I'eprana LiBeTkoBa
17:40 — 17:55 ®upmen cummnosuym Ha SOBI

Doptelet — 6bp3 epexT 1 HageXAHOCT BBB BpeMeTO
Mogaepatop: mpod. a-p Kaner I'pyaesa-Ilomosa

18:00 - 19:00 HAYUYHA CECUSI MEANIIMHCKHN CECTPU
I'pixa ¥ MHOBaLIMM B MOAKpeIla Ha OHKOXeMaTOAOTMYHN HalieHT
Mogepatop: Cesrunap Eio0
18:00 — 18:10 IToompsiBaHe Ha AOHOPCTBOTO Ha CTBOAOBM KA€TKV — MEPKU
3Ha4yeHue — CTp. 66

18:10 — 18:20 BropudeH uMmyHeH AePVLNT IIPpY OHKOXeMaTOAOTVYHN NallVIeHTH

18:20 — 18:30 KaTeThbp cBbp3aHy MHPEKNN IIPY OHKOXEeMaTOAOTIHI
nanyieHTn

18:30 — 18:40 Tecvayli — ao3upane 1 mpocaeasiBaHe Ha He>KeAaHU CbONTHS

18:40 — 19:00 AnckycnoneH mmaHea

1. Point of Care aeueHne c 20KkaaHO IpousBegeHN T-KAeTKHU ¢ XMMepeH
aHTUIeH-peLenTop

2. Kanmanmgyen cayqaﬁ Ha ITalfVieHT ¢ XpOHMYIHAa MNMEeA0OMOHOIIMTHA A4€BKeMWsI !
ChITbTCTBallla CICTEMHAa MaCTOLITO3a — CTP. 19

3. EdextmBHOCT Ha Lenalidomide nipm nmanmenT c MmmeaoamucnaacTmdaex
cuaapoM 6e3 del(5q). Kanananu cay4dam — ctp. 19

4. Kamnmden cayuai Ha 02acTHa I1Aa3MaliMTOMAHA AeHAPUTHOKAeTbYHa
HeOoIl1a3us ¢ eKCTpaMeayAapHO aHraXmnpase — cTp. 25



10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

Kannuyaen cay4Jaii Ha IanyieHT C eHTeponaTus aconuupan T-kaeTbueH
anM$pom — cTp. 29

AHraxxmnpaHe Ha IleHTpaaHaTa HepsHa cuctema (HHC) mpn
MakporaoOyanaemus Ha Waldenstrom (WM) — ctp. 31

Cayu4aii c nepurieHTpMYHA MHBEPCHU Ha XpOMO30Ma 5 IIpu caydaii ¢
MMEAOAVICIIAACTIYEeH CMHAPOM — CTp. 46

Bing-Neel cuagpOM — psAAABK KAMHWYEH cAydai — cTp. 54

TpyaHUAT BT OT AMArHOCTULIVIPaHe A0 YCIEIIHO Ae4eHne [Py Maaa,
IalyeHT C ariaacTU4YHa aHeMus — CTp. 56

Poast Ha naa3MeHNTe MUKPOPMOOHYKAEVHOBY KVICeAMHI KaTO
enMreHeTVYHN MapKepy IIpU HOBOAVIaTHOCTULIIPAHN HaIMeHTH C
MHO>eCTBeH MIeA0M — CTp. 63

Kavnanden cayd4ait Ha nanyeHT ¢bc CuaapoMm Ha Cesapu - cTp. 17

OcTpa MIeaougHa aeBKeMIMsI ¢ HOBAa pelIMIIPOYHa TPaHCAOKAIIsI
t(3;21)(q29;q22.11) 6e3 spBanuaHe Ha RUNX1 rena - ctp. 22

CnaeHaaeH-MapIMHaAHO30HOB 2aMMQOM U peaKNUTe YCAOKHEeHMs],
BB3HMKBAIIV B X04a Ha 3a004s1BaHeTO: KAVMHIYIEH cAyd4aii — cTp. 35

Ammnaonaom Ha opourara - cTp. 37

Kannimden cayuaii Ha ImanyeHT ¢ 004ecT
Ha Posan-Jdop¢dman-decTtom0 - cTp. 39

YeTBOpEH MeTaxpOHEeH IbpBUYeH pakK IIPM eAVH IIalVieHT — cTp. 40

CaydJari Ha TeparleBTUIHO CBbp3aH MUEAOAVICIIAACTIYEH CHAPOM C
ins(20;21)(q21.1;,q11.2q22.3) — cTp. 41

Cayuaaii ¢ CALR(+) mbpBuaHa Myueaodpudposa aconuupana ¢ dup(1)(q21q32)

KaTo eaHINYHa aHOMAaANsI B KapuoTuIia — cTp. 42
Kbcna nosiBa Ha t(4;14) mpm caydJaii ¢ MyaTHUILA€H MI€AOM — CTp. 42

ABa cay4as ¢ Mueaonann Hapymennusa u T(1;7)(Q12;Q11) — cTp. 50

Psiabk caydaii Ha O0oaect Ha Posaii-Jop¢dpman ripu 61 rognmiHa >KeHa —
A¥MaTHO3a I MEHIAKMBHT Ha 3a004s1BaHeTO — CTp. 52

Octpa ObOpedHa yBpeaa, CBbp3aHa CbC CMHAPOM Ha avidepeHnaIsi, IIpu

HIMICKOPMCKOBa OCTpa IIpOMMeA0LUTHA AeBKeMust — cTp. 60



23. MueaonaeH capkoM — TepalleBTUYHY Bb3MOXHOCTH ¥ €BOAIOIIVIsI Ha
3a00as1BaHeTO — CTP. 66

24. AaoreHHa TpaHCILAaHTaIs IIPY IIalMIeHT ¢ IpeKypcopHa B-kaeTrbuna
ocTtpa aum¢poodaacTHa aesKemust 1 XVIB mapeKknys: KAMHWYeH cAydJan —
crp. 30

25. boaect Ha KacTreamaH — KAMHIYeH cAydan M OOCbXgaHe — CTp. 69

26. Poasita Ha pUTyKCMMaO B 2e94eHMeTO Ha TPOMOOTUYHA
TPOMOOOVTOIIEHNYHA NypIypa — H0A3U 1 IIpodaemu — cTp. 70

27. ExkcrpakopriopaaHa ¢porodepesa (EKDP) npu aedeHne Ha marmeHTH C
KOXeH T-kaeTbden aum¢pom — ot Ha CBAAX3 - cTp. 71

19:00 — 19:10 3akpuBane Ha Hammmonaanara KOH(pepeHIsI II0 XeMaTOAOIVis

19:30 - 23:00 Beueps

21 cenmemepu 2025 2. (nedears)

08:00 — 11:00 O6m0 crOpanmne Ha BMCX
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AHANN3 HA HECTOTATA HA ABTOMMYHHA XEMOJINTUYHA AHEMUA
MNP 232 ANIOTEHHU CTBOJIOBOKJIETDYHU TPAHCIUJTIAHTALUA -
AAHHUTE HA EAHA UHCTUTYLUUA

W. Nazapoeas, I. banayenko?®, K. Munyeea®s, K. Benkoe>s, A. Bankoea*S, E. Anekcoe**,
U. Tonea*s, M. Munuee®®, M. lenoea®*, I. Muxatinoe**®
'Jlabopamopus no mpaHc@y3UOHHA XeMamos102us
2Jlabopamopus no MedUYUHCKA 2eHemukKa
30OmoeneHue 3a mMpaHcnIAHMAayus Ha CMeoJs108U Kiiemku
*KnuHuka no xemamoJsio2us
>Jlabopamopus no xeMamonamaoJsio2us U UMyHOJ102US
6 CneyuanusupaHa 60/1HUYA 3G GKMUBHO JiedeHue Ha XeMamosi02Uu4HU 3a60188AHUA

ANALYSIS OF THE FREQUENCY OF AUTOIMMUNE HEMOLYTIC ANEMIA
IN 232 ALLOGENEIC HEMATOPOIETIC STEM CELL TRANSPLANTATIONS -
A SINGLE INSTITUTION DATA

Y. Lazarova'*®, G. Balatzenko?®, K. Milcheva®®, K. Venkov*$, A. Bankova®s, E. Aleksov*®,
I. Tonev?*¢, M. Mincheff*¢, M. Guenova**®, G. Mihaylov*®
'Laboratory of transfusion hematology
2l aboratory of Medical Genetics
3Department of stem cell transplantation
‘Department of Clinical hematology
SLaboratory of Hematopathology & Immunology
¢ Specialized Hospital for Active Therapy of Hematological Diseases

BbBEOEHUE: ABTOMMYHHaTa XEMOMUTUYHA aHEMUS
(AMXA) cnen anoreHHa CTBOSIOBOKIETbYHA TpaHC-
nnaHtaums (AnoCKT) e npeanssmkaTencTBo 3a TpaH-
cdysnoHHaTta cTpaterus. CboblaBaHata yectota Ha
ToBa ycrnoxHeHue Bapupa ot 1.3% go 6%"23, karto 3a
HallaTta cTpaHa nunceaTt A4aHHW B Ta3un Hacoka.

LEJT HA U3CNEABAHETO: [1a ce npoyyu YecTtotaTa
Ha AUXA cnen AnoCKT.

MATEPUAJIN U METOOWU: B aHanusa ca BKo4e-
HKn 232 AnoCKT (150 mbxe, 82 xeHu, Bb3pact 18-68
r.) 3a nepuoga 2017-2024 r. PasnpegeneHneTo e no
AwnarHosa, noHop, ABO/Rh cbBMeCTMMOCT, KOHAMULMO-
HupaLl pexuM. MIMyHoxemaTonormyHata gmarHocTumka
BkntouBa ABO/D, Rh hbeHOTUN, CKPUHWUHF 3a aHTuepwu-
TpounTHU aHTuTena. Ot aHanuanpaxHute 232 AnoCKT
npu OMIT ca 124 (53.4%), OJI — 53 (22.8%), MAC
-18, AA — 11, XMJT - 8, XJT — 5, HXI1 - 5, OMNJT - 3,
1 — XN, 1 — M®. HepogcteeH gaputen e npu 117
(50.4%) AnoCKT, poacteeH — 48 (20.7%), xannongeH-
TM4yeH — 67 (28.9%), ABO cbBmectummn — 124, ABO
HecbBMecTuMn — 108 (43 — ,ronama“, 56 — ,manka“,
9 — ,ABynoco4Ha“ HecbBMeCTUMOCT), oT 46 (19.8%) Rh
HeCbBMECTUMU — 23 B MOCOKa peuunueHT/aoHop, 23
— noHop/peunnueHT. C MnenoabnaTvBeH KOHANLNOHM-
pawy, pexum (MAC) ca 123 (53%) TpaHcnnaHTaumu, ¢
peayumpaH nHteHsuTeT (RIC) — 103 (44.4%).
PE3YINTATU: AUXA e yctaHoBeHa npu 5/232 (2.16%)

BACKGROUND: Autoimmune Hemolytic Anemia
(AIHA) after allogeneic hematopoietic stem cell trans-
plantation (Allo-HSCT) is a challenge for transfusion
strategy. The reported frequency for this complication
ranges from 1.3% to 6%"23, as for our country there is
no data in this regard.

AIM: To investigate the incidence of AIHA after Al-
lo-HSCT.

MATERIALS AND METHODS: The retrospective
analysis for the period 2017-2024 includes 232 Al-
l0-HSCT (150 men, 82 women, 18 — 68 years of age).
Allo-HSCT were grouped by diagnosis, donor, ABO/Rh
compatibility and conditioning regimen. The immuno-
hematological diagnostics include: ABO/D, Rh pheno-
type, screening for anti-erythrocyte antibodies. Of the
232 Allo-HSCT analyzed, 124 (53.4%) were in AML,
53 (22.8%)-ALL, 18 —-MDS, 11-AA, 8—CML, 5-MH, 5—
NHL, 3—-APL, 1-CLL,1-MF. Unrelated donor was used
in 117 (50.4%) Allo-HSCT, related donor—48 (20.7%),
haploidentical-67 (28.9%), ABO compatible—124, ABO
incompatible—108 (43—major, 56—minor, 9—bidirection-
al), 46 Rh mismatched-23 recipient/donor direction,
23—in donor/recipient. A myeloablative conditioning
regimen (MAC) was used in 123 (53%) Allo-HSCT,
reduced-intensity conditioning regimen (RIC) — 103
(44.4%).

RESULTS: AIHA was found in 5/232 (2.16%) Al-
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AnoCKT: 4 — HepoacTBeH gaputen, 1 — poacTeeH, 4
- RIC, 1 -= MAC, 4 — OMIJ1, 1 — XJ1, 2 — ABO cbBMec-
Tnmu, 3 —ABO HecbBMecTUMU, 2 — Rh HECHBMECTUMMU.
Bpemeto Ha nosiea e 3 — 11 mecey creq TpaHcnnaH-
TaumsaTa. Npu 5/232 AUXA pokasanuat (+) JAIT e 3a:
IgG+C3d (n=4) n ¢ IgA (n=1), kaTo cBOGOAHNTE B CEPY-
Ma aBTOQHTMEPUTPOLUTHU aHTUTENa ca akTUBHM MO
eH3umeH meton, VMAIT, 6e3 cneuundmyHocT. MNpoeene-
HUTE KPbBOMPENMBaHMS C YaCTUYHO CbBMECTNMA KPbB
ca 6e3 cnegkpbBONPENMBHU PEAKLUN U YCIIOXKHEHUS.
3AKITKOMEHUE: YcrtaHoBeHaTa OT Hac 4ecTtoTa Ha
AUXA cnen AnoCKT e 2.16%, KoSTO CbOTBETCTBA Ha
nuTepaTtypHuTe AaHHW. [loka3Ba ce NpeavMHO npu
OMI1. Noaabpxawata TpaHcdy3MoHHa Tepanus e 6e3
YCIOXXHEHUS, HE3aBUCUMO OT HEBL3MOXHOCTTA Aa ce
OCUIypy HambITHO CbBMECTUMA KPbB.

ABO cwemecmumocmy

AnoCKT{N=232) HeCHaMeCITUMOCIT!

Huaznosa

Rh HechaMecmLuMOoc

lo-HSCT: 4-MUD, 1-MRD, 4-RIC, 1-MAC, 4-AML,
1-HL, 2-ABO compatibility, 3—ABO incompatibility,
2—-Rh incompatibility. The onset time is 3—11 months
after Allo-HSCT. In 5/232 cases we observed (+) DAT
for: IgG+C3d (n=4) and IgA (n=1), as the free in the
serum autoantibodies being active by enzyme method,
IAT, without specificity. The blood transfusions that we
performed with partially compatible blood were without
post-transfusion reactions or complications.
CONCLUSION: The incidence of AIHA after Allo-HSCT
established by us is 2.16%, which corresponds to the
data in the literature. It is mainly proven in AML. Sup-
portive transfusion therapy is uncomplicated despite
the inability to provide fully compatible blood.

KonduyuoHupaty
LM

peyunusHm/doHOD

ChEMECTHMH (W=62);

HECHEMECTUMU{N=62) :

Rh HecbEMECT UMM

Bunaipacm omn . (N=28): MALC (N=53); N=4{1.7%);
(18-68) (N=124) rr:‘;ﬁ:: (‘;‘1‘320? © peuunuesTigoHop (N=11); RIC (=64} 37 mecey DEAELY
oo el ponoplpeuunuenT (N=15)
ChEMECTHMH (N=38}
Muae onn  "EEEEME ﬂmﬂﬂ 7 R;ﬁi:::ﬁ;;:z; {gif.;? MAC (N=44); B B
N=150 (64.7%) (N=33) manka (W=7}, OOHOP/PEUMNHEHT (N=4} RIC (N=5)
geynocoyda (N=3)
XMn Hg‘;:;fg;:::ﬂ”;;fg Rh HECHEMECTIMI (N=1) MAC (N=5): _ _
MWeru (N=8} N=5 " ponoplpeumunnenT (N=1) RIC (=2}
=82 (35 3%) S L=
¥nn
(N=1) ChBMECTHMAE HAME MAC (N=1) - -
chBMecTaMK (N=10};
Tun dosiop Maoc HECHEMECTHMH (N=8) Rh HeckEMECTHMK (W=2) WMAC (N=5); _ _
(=18} manka (N=6), peunnuedT/gonop(=2) RIC (N=12}
aBynocouHa (N=2)
ChBMECTHMN (N=2) - .
MUDMMUD (N=117) xan HeChBMECTHMK (V=3): HAMA RIC (=5} N=1(0.4%); lgG+lgh+Cld
(N=3} 11 mece
B ronAma (V=3 4
HXTT coBmecTumun (W=2); Rh HecteMecTUMK (N=3):
MRIVMSD [N=48) (N=5) HEChBMECTUMMK (W=3) .  peuunneHT/gonop(iV=2); RIC =4} - -
- ronama (N=1), ponop/peunnuedT (=1}
Manka (=2}
[pyrw coBmecTumn (W=8);  RhHechemecTMu (N=7): MAC (N=8}
Haploidentical {N=67} {NT; 8) HEChBMecTUMU (N=10}: PeLunueHTIgoHOp(N=3) RIC {N=8}; - -
ronama (N=4), ponop/peunnuenT (=2} NMA (N=4}

Manka (WN=6)

MUD-mached unrelated donorfceemecmum Repodomeed dapumen), MMUD-mizmatched unrelsfed donofHecsemecmum Hepodemess dapumean) M RD-mafched
related donorfceemecmun podocmesn dapumen), MED-mafched sibling donor (cramesmun cufinune), Haploidentical-xannodenmuyen despumen, MAC-
myeloshlative conditioning regimen{umuenosfinamuseH kondulucHupaLl pexus), RIC-reduced-intensily conditioning regimenic pedyuupaH UHMEHIUMEaM
roHGULUoHUpaW pesxus). NWA- nonmyelosbiative conditioning regimen (Hemuenosfinamueed korduuuoHupsw pexum), OMT-ocmpa MuamoudHa mearesus,
QNMM-compa nusdicbnacmys neexenur, XIMNM-xporuysHs numdsoyumiya neeremud, M4 C-wuenoducnnaemuyen cundpon, XIM-Xodswunos numgaon, HX-
HEXOOKKUHOE Nikighon, AMXA-SEMOUMyHHE XEMONUMUYHS SHewUR, JAMT-dupssmeH SHMUEMoSyTUHOE Mecm
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Allo-HSCT (N=232) Diagnosis

ABO compatibility/
incompatibility
recipient/donor

Rh mismatch

Conditioning

regime

compatible (N=62);
incompatiblefh=62) -

Rh mismatch (N=26):

1‘;9:8 Nﬁ';"; y major {N=28), recipientidonor(iv=11); Mé?g %fggﬁ Pé":‘;,” mi‘; lgG+C3d
sl (N=124 minor (N=30) donarirecipient (N=15) = Ul
bidirectional (N=4)
compatible (N=36),
incompatiblefh=17}: Rh mismatch {(N=7): .
Male ALL ; . ] MAC (N=d44});
- _ major (N=7}, recipient’/donor{fv=3); _ - -
N'=150 (64.7%) (N=33) minor (N=7}, donorrecipient (N=4) RIC (N=9)
bidirectional (N=3}
cmL  CompatibleN=3) o e mateh v=1)- MAC (N=5);
Female n=g) ~ meompatible (N=3): o rirecipient (N=1) RIC (N=2) - -
N=82 (35.3%) minor (N=3}
CLL )
compatible no = - -
(N=1) p MAC (N=1}
NDS compatible (N=10);
incompatible (N=8): Rh mismatch (=2} MAC (N=3); _ _
Donor type (N=18) minor (N=6), recipient/donor(N=2) RIC (N=12)
bidirectional (N=2)
compatible (N=2}; _ .
MUDMMUD (N=117) J_Lﬁ) incompatible (N=3) no (-"TI—%J N;: rﬂ?ﬁ‘ﬁ" lgG+gA+C3d
B major (N=3} B
compatible (N=2}; ; e
~ NHL incompatible (N=3)- o mismaten (N=3)- RIC
MRDMSD (=48} (N=5) e recipient/donor{f=2); (N=2) - -
- mirjmr (N:E,ll donorirecipient (N=1) -
compatible {N=8}, ]
Other incompatible (N=10)- Rh mismatch (N=7): MAC (N=8);
Haploidentical ('W=67) N=18 major (N=4) recipient/donor{f=3); RIC (W=6); - -
(N=18) o (V6] donorirecipient (N=2) NMA (N=4)

AM! -scute myeloid leukemia, ALL-ascute lymphoblastic leukermia, CML-chronic mysloid leukemia, MDS-myslodysplastic syndrome, HL-Hodgkin lymphoma,
NHL-Non-Haodgkin lymphoma, MUD-mached unrelated donar, MMUD-mismalched unrelated donor, MRDO-malched refated donor, MSD-maifched sibling donor
MAC-myeloablative condifioning regimen, RIC-reduced-intensity conditioning regimen, NMA- nonmyeloablafive condifioning regimen, AlHA-aufoimmune
hemolytic anemia, DAT-direct anfiglobulin test

KIMHUYEH CNYYAN HA NAUMEHT CbC CUHAPOM HA CE3APU

H.TeoprueBa', B. CnaBueBa’, [l. Togopuesa', K. ?KuBkos', M. KapaniBaHOB?>
' KnuHuka no knuHuyHa xemamonoaud, YMBAJ1 ,[-p I. CmpaHcku” — lneseH
2KnuHuka no obwa u KauHu4yHa namosnoaus, YMbAJ1 ,[-p I. CmpaHcku” - lneseH

CLINICAL CASE OF A PATIENT WITH SEZARY SYNDROME

N. Georgieva', V. Slavcheva', D. Todorieva', Zh. Zhivkov', M. Karaivanov?
' Department of Clinical hematology, UMHAT “Dr. Georgi Stranski’; Pleven
2Department of General and clinical pathology, UMHAT “Dr. Georgi Stranski’; Pleven

Pe3tome: CuHaopombT Ha Cesapu e psagbk noasapu-
aHT Ha T-KNEeTbYHMS KOXKEH NMMMAOM U € SpbK NpumMep
3a NonauTe OT UHTErPUPAHETO HA BUCOKOCNELManman-
paHU n3creaBaHUs B KMMHWYHaTa NpakTuka, KakBUTO
Cca UMYHOXUCTOXMMWUYHOTO M3CreaBaHe Ha KOXHa ne-
3usi, PNoyLUTOMETPUYEH aHanM3 Ha nepudepHa KpbB
/ KOCTEH MO3bK M 00pa3Ha AnarHoCcTuKa.

OCHOBHWTE LiENu Ha NNeYEHNETO Ca HACOYEHU KbM OBIa-
OsiBaHe CUMMTOMUTE Ha 3abonsiBaHeTo, pegyuupaHe
Ha TYMOpPHWsI TOBap 1 NPEeSOTBpaTsiBaHE Ha NPOrpecus-

Abstract: Sezary syndrome is a rare subtype of a Cu-
taneous T-cell lymphoma and an example of integra-
tion of highly specialized tests in the clinical practice
such as immunohistochemistry of a cutaneous lesion,
flowcytometry of peripheral blood and/or bone marrow
and imaging procedures.

The general aims of the treatment include mitigating of
symptoms, reducing tumor burden and prevention of
progression. Given the fact that most patients are aged
60+, when considering a therapy, key factor is not only
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Ta. lNpensua akTa, Ye B NoO-ronsgma 4acT oT cnyyauTe
3acerHatuTe nvua ca Ha Bb3pacT Hag 60 rogmHu, ocBeH
cTagus Ha 3abonsaBaHeTo Npu M3bopa Ha Tepanus KIko-
4YOB (hpaKTOp ca CbMbTCTBALLMTE 3a00nsBaHUS.
MpencrtaBame cnyyanm Ha 91-roguleH naumeHT, guar-
HOCTULUMPaH CbC cnHapoma Ha Cesapu, Npu KOUTO U3-
nona3saxme KaTo BTopa NMHUs Ha neveHne RXR aroHu-
cta — Bexarotene. NocnegHuaT goBene 4O penyKuus
Ha TyMOpHWTE hopMaLiMmn, KOHTpon Ha 3abonsBaHeTo
1 nogobpsiBaHe Ha KA4eCTBOTO Ha >KMBOT.

the stage of the disease but the concomitant morbidity.
We present a case report of a 91 years old patient diag-
nosed with Sezary syndrome, in which RXR agonist —
Bexarotene was used as a second line of treatment. It
led to reduction of the tumor formations, control of the
disease and improving the quality of life.

JIOHI KOBUA (MOCTKOBUA) - XEMATOJIOTMYHO 3ABOJIABAHE?

Y. bomes, I1. Muxatinosa
CopyxeHue ,JleueHue Ha KOBW/]-19 c pekoHsanecueHmMHa naama”

LONG COVID (POST-COVID) - A HEMATOLOGICAL DISORDER?

Ch. Botev, P. Mihaylova
Association “Treatment of COVID-19 with Convalescent Plasma”

Mmob6aneH KOHTEKCT
e Hap 3,5 munuapaa gywum ca npebonenysanu
KOBWIO-19.
e [loBeve or 400 munuoHa AyLIM MOHACTOSLLEM
ctpagart ot JloHr KOBW[ (mocTkoBmaeH cuHapom).
MaTodunanonornyHn mexaHnsmm
CbBpeMeHHUTe Hay4dHu pasbupaHusa codart, yYe JIoHr
KOBW[, ce obmkn OCHOBHO Ha crnamK-npoTenHa ypes
cnegHUTE MexaHu3mu:
1. OO6pasyBaHe Ha pMOpPO-aMUITONAHN CTPYKTYpHU
o Cnank-npoTenHbT B3aMmogenctsa ¢ uobpu-
HOreHa B KpbBTa, 0b6pa3syBankv pubpo-amm-
novnaHn cbeupeuum c pasmep 4o 200 MUKpoHa.
o Tesu cbcupeLm moraT fa nepcucTupaT B Kpb-
BOOOpalleHMeTo 1 [a 3anyLBaTr Manku Kpb-
BOHOCHM CbOBE B NPOABLIMKEHME HA FTOOUHMN.
2. ABTOMMYHHM U CTPYKTYPHM MPOMEHU B KpbBTA
o WmyHHaTa cuctema moxe fa atakyBa coObGCTBe-
HWTE TbKaHW Ha opraHu3mMa, KOeTo BoAu 40 CUC-
TEMHO Bb3MarieH1Me U CbO0BU YBpPEeXOAaHUS.
3. Cnamk-npoTenHbT KaTto 6akTepuodar
o Cnawik-npoTenHsbT 1 BUpYyCchbT SARS-CoV-2 mo-
raT ga gewcreart kato 6aktepuodarm B CTO-
MaLLHO-YPEBHMS TPAKT, HapyLLUaBankn MUKPOO-
H¥a 6anaHc 1 MMyHHaTa perynauus.
KnuHuyHm nocneauum
Te3n mexaHu3mun mMorat ga AoBedaT 4O MHOroopraH-
HO yBpexaaHe, 3acdArallo Moyt BCUYKM CUCTEMU B
YOBELLIKOTO TAIO.
TepaneBTU4YHa NnepcnekTuBa
[oknagbT npeacTaBs npeanoXxeHW cTpaTerum 3a ne-
yeHue Ha JloHr KOBW[ ¢ akueHT BbpXy:
e AHTMKOArynaHTHa Tepanus;
o [lpoTuBOBBL3NANUTENHU CPEOCTBA;
o [lopgobpxkawa Tepanua, HacoveHa KbM Cb-
O0BU N UMYHHU YCIOXHEHWSI.

Global Context
e Over 3.5 billion people have recovered from
COVID-19.
e More than 400 million are currently affected
by Long COVID (Post-COVID syndrome).
Pathophysiological Mechanisms
Modern understanding suggests that Long COVID is
driven primarily by the spike protein, through the fol-
lowing mechanisms:
1. Formation of Fibro-Amyloid Structures
o The spike protein interacts with fibrinogen in
the blood, forming fibro-amyloid clots up to
200 microns in size.
o These clots persist in circulation and block
small blood vessels, potentially for years.
2. Autoimmune and Structural Blood Changes
o The immune system may attack the body’s
own tissues, contributing to systemic inflam-
mation and vascular damage.
3. Spike Protein as a Bacteriophage
o The spike protein and SARS-CoV-2 may act
like bacteriophages in the gastrointestinal
tract, disrupting microbial balance and immune
regulation.
Clinical Implications
These mechanisms can lead to multi-organ damage,
affecting nearly every system in the human body.
Therapeutic Outlook
The presentation outlines proposed treatment strate-
gies for Long COVID, focusing on:
e Anticoagulation
e Anti-inflammatory agents
e Supportive care tailored to vascular and im-
mune complications.
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KINUHUYEH CNTYYAA HA NAUMEHT C XPOHUYHA MUEJIOMOHOLIUTHA
JIEBKEMUA N CbNBTCTBALLA CUCTEMHA MACTOLIUTO3A

P. Unueea, B. lNonoea, []. Todopuesa-Toooposa
KnuHuka no xemamonoeusd, YMBAJ1 ,-p leopeu CmpaHcku” — [neseH, benzapus

CLINICAL CASE OF A PATIENT WITH CHRONIC MYELOMONOCYTIC LEUKEMIA
AND CONCOMITANT SYSTEMIC MASTOCYTOSIS

R. llieva, V. Popova, D. Todorieva- Todorova
Department of Hematology, “Dr. Georgi Stranski” University Hospital Pleven, Bulgaria

Pestome: XpoHunyHata MUENOMOHOUMTHA feBKEMUS
(CMML) cbc cbnbTCTBaWla mMactouuTosa, knacudu-
umpaHa kato SM-CMML, e psgko XxemaTonormyHo 3a-
bonaBaHe, Npu KOETO ce HabnogaBaT e4HOBPEMEHHO
XapakTepuctukmnte kakto Ha CMML-moHoumTo3a, guc-
nnasus 1 KroHanHu Mapkepwu, Taka U cucteMHa Mac-
TOLMTO3a — NOBULLIEHU MaCTOLUUTK, Hanuyme Ha KIT-ak-
TMBMpALLA MyTauus W aHraxmpaHe Ha MHOXECTBO
opraHun. SM-CMML ce npegcrtaesa ¢ 6orata KnMHMYHA
KapTMHa M OOMKHOBEHO MMa Mo-Nnolwa MporHosa oT
BCSAKO OT CbCTOSIHMATA NOOTAENHO. TepaneBTUYHUAT
noaxod npuv TakvMBa NauMeHTn 3aBucK OT MHAUBMAYar-
HUTE NPOsiBU Ha BonecTTa U CTENEHTa Ha TaxHaTa Us-
siBa KaToO BKIOYBA W3MOM3BaAHETO Ha LUTOPEAYKTMBHA
Tepanusa, XUNOMETUNMpaLLM areHTu, MMyHoTepanus,
TapretTHa u cuMmnToMaTu4Ha Tepanusi.

[MpencraBsiMe KNMHUYEH CryYvan Ha NaLMeHT OT HaluaTa
npakTUKa ¢ XMCTOMNOrMYHO NOTBbPAEHM AAHHM 33 MUe-
nogmcnnactuyHa/muenonponudepaTmeHa Heonnasus
(MDS/MPN) no tvna Ha XMMIJ1 cbe cbnbTCTBaLWa Mac-
TOLMTO3a U NPOBEAEHM TPU NNHUM Ha Tepanus.
KnrouoBu pymu: XMMJI, cucmemHa macmouyumoasa,
KIT-mymauyus.

Summary: Chronic myelomonocytic leukemia (CMML)
with accompanying mastocytosis, classified as SM-CM-
ML, is a rare hematologic neoplasm characterized by
overlapping features of both diseases. It presents with
monocytosis, dysplasia, and clonal markers, typical for
CMML with increased mast cell burden, KlT-activating
mutation and multi-organ involvement, associated with
systemic mastocytosis. SM-CMML has a complex clin-
ical picture and generally poor prognosis than either
of the conditions alone. The therapeutic approach is
individualized and depends on the severity of disease
manifestation. Treatment may be cytoreductive thera-
py, hypomethylating agents, immune therapy, targeted
therapy and symptomatic management.

We present a clinical case from our practice of a pa-
tient with histologically confirmed myelodysplastic/
myeloproliferative neoplasm (MDS/MPN) of the CMML
type, accompanied by mastocytosis, who received
three lines of treatment.

Keywords: CMML, systemic mastocytosis, KIT muta-
tion.

EQOEKTUBHOCT HA LENALIDOMIDE NPU NALUMUEHTIU C
MUENOANCIIJIACTUYEH CUHAPOM BE3 del(5q). KNTUHUYHU CJITYHAU

B. bap6ykoea, M. Anacmacoea-locmax<aH, U. Kunoekoe
KnuHuka no xemamonoezus, BoenHomeouuyuHcka akademus, MbAJ1 - Cogpus

LENALIDOMIDE USE IN del(5q) NEGATIVE MYELODYSPLASTIC SYNDROME.
CLINICAL CASES.

V. Barbukova, M. Anastasova-Postadzhiyan, I. Kindekov
Clinic of Hematology, Military Academy, MHAT Sofia

Llen Ha nacneaBaHeTo: [la ce npeacTaBsaT gaHHUTE
OT pearnHaTta KIuHWYHa npakTuka 3a edeKTUBHOCT-
Ta n 6esonacHocHocTTa Ha lenalidomide (Len) npwu
TPaHCAY3NOHHO 3aBUCUMW NAUMEHTU C MUENOAMUC-
nnactnyHua cuHgpom (MAC) 6e3 del(5q), IPSS Hu-
CbK/MeXanHeH puck pedpakTepHn Ha epuTponoeTuH

Aim: To present real-world clinical data on the efficacy
and safety of lenalidomide (Len) in transfusion-depen-
dent patients with myelodysplastic syndrome (MDS)
without del(5q), IPSS low/intermediate risk refractory
to erythropoietin-stimulating agents (ESAs) by describ-
ing three clinical cases.
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ctumynupawm areHtn (ESAs) upes onucaHve Ha Tpu
KMUHWUYHKM Criyyas.

Pe3yntatu: Lene, npunoxeH Ha 3-Ta nNuHMA Tepanus
npu gBama OT nauueHTuTe cnied Heycnex ¢ ESAs un xu-
nometunupaiwum areHtu. MNMaumeHt 1, xeHa Ha 82 ., e
cTpatuduumpana int-1 puck (1 uutonenust). Hadano Ha
TepanuaTta ¢ Len 16 mec. cnieg nocraBsHe Ha guarHo-
3aTta. [NocturHarta TpaHcdy3noHHa He3aBUCUMOCT crieq
1-Bu Kypc Len 6e3 3aryba Ha oTroBopa [0 Kpas Ha Ha-
6ntogenneto (01.07.2025r., 83 ceq.). [NauneHT 2, 76-ro-
avwHa naumentka ¢ MOC IPSS int-2 (MHTepmenmepeH
UMTOreHETUYEH pUCK, 2 umToneHum). 3anovHarta Tepa-
nna ¢ Len 36 meceua cneq guarHoctuumpaHe. Xema-
TOMOMMYHO Bb3CTAHOBSIBAHE N TPaHCHY3MOHHA HE3aBU-
CMMOCT, PermcTpupanu cne 3-Tv Kb CbC 3ana3BaHe
Ha oTroBopa Ao npeacTtassaHe Ha gaHHute (01.07.2025
r, 11 ceq.). Cnyyanm 3, naumeHT Ha 71 I. ¢ LMTOMNOrMYHO
pokasaH MC, IPSS low, 3 meceua cneg HeedekTuBHaA
1-Ba nuHMsa Tepanusa ESAs, 6e3 edpekT oT npunoxeHue
Ha 4 uukbna Len, TpomboumToneHus, cT. 1.
3akntoyeHue: Bbnpekn ye Len e ¢ gokasaHa edek-
TMBHOCT MPU NauMeHTn ¢ HUCBLK puck MDS 5q-, Hsikou
nuTEepaTypHM OaHHM codat, 4ye ynoTpebata My u npu
nunca Ha 5g- Boan oo TepaneBTUYeH OTroBop B 26%
00 64% cbC cpefHa npogbmkUTENHoCT oT 12-20 mec.
MpencraBeHnTe KNMHUYHKM Criyyanm ca B nogkpena Ha
edeKTMBHOCTTa Ha Len npu TpaHCdy3nOHHO 3aBuUcU-
mu ¢ MOC 6e3 5q-, npu KOUTO 0J0BPEHNTE NMMHUN Ha
Tepanus ca msvyepnaHu. HeobxoamMmo e HaTpynBaHe
Ha NO-ronsiM KIMHWYEH OMUT, KaKTO U BbBEXAAHETO Ha
HOBUW KOMOMHaLMW UK Tpynu MeavkaMeHTy 3a nede-
HMETO Ha Ta3u rpyna nalueHTy.

Results: Len was applied as 3rd line therapy in two
of the patients after failure with ESAs and hypometh-
ylating agents. Patient 1, an 82-year-old woman, was
stratified IPSS int-1 risk (1 cytopenia). Len therapy
started 16 months since diagnosis. Transfusion inde-
pendence achieved after the 1st cycle Len without loss
of response until the end of observation (01.07.2025,
83 weeks). Second case, a 76-year-old woman with
MDS IPSS int-2 (intermediate cytogenetic risk, 2 cyto-
penia). Beginning with Len 36 months after diagnosis.
Hematological improvement and transfusion indepen-
dence recorded on 3rd cycle with maintenance of re-
sponse until data presentation (01.07.2025, 11 weeks).
Case 3, a 71-year-old man with MDS, IPSS low, start-
ed Len after ineffective 1st line therapy with ESAs. The
therapy with Len was stopped after 4 cycles due to
persistence of transfusion dependence and thrombo-
cytopenia grade 1.

Conclusion: Although Len is registrated for patients
with low-risk MDS 5qg-, some literature data show
therapeutic response in 26% to 64% in the absence
of 5g- with a median duration of 12-20 months. The
presented clinical cases support the effectiveness of
Len in transfusion-dependent MDS without 5g-, where
approved lines of therapy have been exhausted. More
clinical data is needed as well as the introduction of
new combinations or medication for the treatment of
this group of patients.

CNYYAN HA KNIACUMECKA ®OPMA HA MAPOKCU3MAJIHA HOLLHA
XEMOTIJTYBUHYPUA

M. AHacmacoea-lTocmaoxusH, B. bap6ykoea, J1. [paxnvoea, U. Kundekoes
BoeHHomeOouuyuHcka akademus — Cogpus

A CASE OF CLASSIC PAROXYSMAL NOCTURNAL HEMOGLOBINURIA

M. Anastasova-Postadzhiyan, V. Barbukova, L. Grahlyova, I. Kindekov
Military Medical Academy - Sofia

MapokcuamanHata HowHa xemornobunypus (MHX) e
psioKo Mpuaobuto OeHWUrHeHo XxemaTornornyHo 3abo-
NABaHe C XeTeporeHHa KrnuMHW4Ha kapTuHa. OnucaH
e KIMMHWYEH criyyan Ha knacuyecka gopma Ha MNHX ¢
uen npeactaBsHe Ha AMArHOCTUYHUSA NMbT UM Tepanes-
TUYHNUTE Bb3MOXHOCTM MPU Ta3n HO30MOrMYHa rpyna.

Kacae ce 3a 36-roguiueH MbX ¢ onnaksaHus ot 2018
roguHa OT KopeMmHu Gomnku, ymopa, ChnieHomeranws,
HEMoCTOSIHHa XeMOoNnWTUYHa aHemus 6e3 Hanuune Ha
AHTUEPUTPOLUTHU aHTuTena, TpombouwuToneHus. OT
npoBedeHaTa TpenaHoOWoNcusi ce OTXBbLPNKU noane-
Xawa manurHeHa xemonatus. CT Ha yano Tano ycra-
HOBW CbMbTCTBaLLA TpoMOO3a B nopTanHaTa cuctemMa.

Paroxysmal nocturnal hemoglobinuria (PNH) is a rare
acquired benign hematological disorder with a hetero-
geneous clinical picture. A clinical case of classic PNH
is described in order to present the diagnostic pathway
and therapeutic options for this nosological group.

The presented case is of a 36-year-old man with com-
plaints since 2018 of abdominal pain, fatigue, sple-
nomegaly, intermittent hemolytic anemia without the
presence of anti-erythrocyte antibodies, and thrombo-
cytopenia. A bone-marrow biopsy ruled out underlying
malignant hemopathy. A whole-body CT scan revealed
concomitant thrombosis in the portal system. Screen-
ing for thrombophilia revealed heterozygous carriage

20 HALIMOHAJIHA KOH®EPEHIUWS ITO XEMATOJIOI' M, 18-21 centemspu 2025 1., Voya Beach Resort, Cetu Biac



BPOM 3-4

CKpUHMHIBT 3a Tpombodunusa gokasa XeTepo3UroTHO
HOCUTENCTBO MO MyTaHTeH reH 3a caktop V Ha Jlan-
neH. 2024 roguHa ot AMP Ha cbpue € ¢ gaHHu 3a He-
nUcxeMmnyHa gunartataTMBHa KapguomMumonaTtus, KakTo U
0e3 CTeHO3M Ha apTepuanHuTe CbA0BE OT U3BbPLLEHA-
Ta cenekTMBHaA KOpoHapHa aHruorpacdwus. Nopagm Tpu-
apata Coombs HeratuBHa Xemomnu3a, TPOMOOTWUYHM
WHUMAEHTU, NnepudepHa LMTOMNEHUS, NaLMeHTbT GeLle
HacoveH 3a MMyHOgEeHOTUNU3npaHe Ha nepudepHa
KpbB B Hacoka INMHX. AHanu3bT gokasa Hanumyue Ha
[MHX — kroHoBe B TpUTe n3cnenBaHy KNeTbYHu nomny-
naummn: 90.2% B HeyTpocunu; 91.98% B MOHOUUTY;
41.93% MHX t1n-2 geduuunt B eputpountute; 3.37%
MHX T1n-3 pgeduumt B eputpountute. NOBTOPHO €
npoBeAeHa TpenaHobMoncusa cbC 3akIioyeHne — epu-
TpouaHa xunepnnasus. KOHBEHUMOHaNHUAT LUMToreHe-
TUYEH aHanm3 NocoYn HopMarneH MbXKU KapuoTun.
Mpu naumeHTa 6e cTapTUpPaHO NeYeHne ¢ UNTakomnaH.
[MokayBaHe Ha CTOMHOCTUTE Ha XeMorrobuHa n Hop-
ManuavpaHe Ha nokasaTenuTe Ha xemonu3a Oelle
OTYETEHO olle Ha 1-Bata cegmMuua OT HayanoTo Ha
TepanusaTa. Bbunpeku ye B 6a3ata nutepatypHu OaH-
HW He e goknagsaH criyyan Ha NMHX n gunaTtatmeHa
KapovmomuonaTusi, MynTUCUCTEMHOCTTa Ha 3abonsiBa-
HETO C AoKasaHa npovHdraMmaTtopHa U TpoMOOreHHa
natoreHasa B ronsiMa ctaneH 4ornyckart B3aMMoBpb3Ka
Mexay OBETe CbCTOAHUS.

of a mutant gene for factor V Leiden. 2024 year from
cardiac MRI with data for non-ischemic dilated cardio-
myopathy, as well as no stenosis of the arterial vessels
evident from the selective coronary angiography per-
formed. Due to the triad of Coombs negative hemol-
ysis, thrombotic events, and peripheral cytopenia, the
patient was referred for peripheral blood immunophe-
notyping for PNH. The analysis confirmed the presence
of PNH clones in the three cell populations examined:
90.2% in neutrophils; 91.98% in monocytes; 41.93%
PNH type 2 deficiency in erythrocytes; 3.37% PNH
type 3 deficiency in erythrocytes. A repeat trephine bi-
opsy was performed with a conclusion of erythroid hy-
perplasia. Conventional cytogenetic analysis indicated
a normal male karyotype.

The patient was started on treatment with iptacopan.
An increase in hemoglobin levels and normalization of
hemolysis indicators were reported as early as the first
week of therapy. Although no cases of PNH and dilated
cardiomyopathy have been reported in literature, the
multisystem nature of the disease with proven pro-in-
flammatory and thrombogenic pathogenesis largely
suggests a correlation between the two conditions.

MYCOSIS FUNGOIDES HIA NMPU MNAOA XKEHA:
rPAHUUN HA CTAHOAPTHATA TEPAINMVA UHOBU XOPU3OHTU

M. Jlazapoea’, A. HlopdaHos', A. PaduHosg'
'YMbAJ1,Ce. isaH Puncku’; Cogpua

MYCOSIS FUNGOIDES STAGE IIIA IN A YOUNG WOMAN:
LIMITS OF STANDARD THERAPY AND NEW HORIZONS

Dr. M. Lazarova', Dr. A. YordanoV', Assoc. Prof. Dr. A. Radinov'
' University Hospital “St. Ivan Rilski’; Sofia

Len Ha uscnedeaHemo: [la ce npeacrasu criyvyanm Ha
Mycosis fungoides (MF) ctagun IlIA npn mnaga xeHa
C XPOHUYHO peLnamnBupaLl Xo4 U PE3UCTEHTHOCT KbM
CTaHAapTHaTa Tepanus, C uen obCcbxaaHe Ha Tepa-
NeBTUYHNTE MNpean3BMKaTENCTBa M Bb3MOXHOCTM 3a
WMHOBATUBHO JeYeHe.

Matepuanu n metoam: [lpocnedeH € KNMHUYHUAT
xof Ha 39-roguwiHa naumeHTka ¢ MF (T4ANxMOBO, cTa-
auni 1l1A), anarHoctrumpana npes 2022 r. ypes KoxHa
6uoncus n umyHoxmuctoxmmms (CD3*CD4*CD7-CD30*
>10%). OUueHEHO € MPUITOXEHOTO JeYeHne, BKITHOUU-
TENHO edeKTMBHOCTTa M NMOHOCUMOCTTa Ha CriegHuTe
nuHumn Tepanus: dototepanusa (UVB, PUVA), xumu-
otepanus no cxema CHOP (8 kypca), Brentuximab
vedotin, Bexarotene n Gemcitabine.

PesynTtaTtu: lNauneHTkaTa AeMOHCTpMpa NPOMEHNVB

Aim of the study: To present a case of stage IIIA
Mycosis fungoides (MF) in a young woman with
chronic-recurrent disease and resistance to standard
treatments, highlighting therapeutic challenges and
emerging options.

Materials and methods: A 39-year-old woman
was diagnosed with MF stage llIA (T4NxMOBO) in
2022 via skin biopsy and immunohistochemistry
(CD3*CD4*CD7-CD30" >10%). No Sézary syndrome
or systemic involvement was found. Treatments includ-
ed: phototherapy (UVB, PUVA), CHOP chemotherapy
(8 cycles), Brentuximab vedotin, Bexarotene, and
Gemcitabine. Clinical course, treatment response, and
toxicity were assessed.

Results: The patient showed variable and short-lived
responses with frequent exacerbations. Gemcitabine
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W KpaTKoTpaeH OTroBOp KbM BCsika OT TepanuuTe, C
4YeCTU peunamBu Ha KOXHUTE uameHeHus. [NocnegHa-
Ta nuHnsa ¢ Gemcitabine He nocTura KOHTpPoON Ha 3a-
bonsaeaHeTo, Nopaaun KOeTo e Bb30OHOBEHA Tepanus ¢
Bexarotene v nokanHu nogaobpxawm cpeactsea. Jlvnc-
BaT CUCTEMHU YCITOXXHEHUSA UK TpaHcopMauns KbM
Cesapy CUHOPOM, HO XPOHUYHOTO KOXHO 3acsiraHe u
TOKCMYHOCTTa OT NleYeHNETO BroLLaBaT Ka4eCcTBOTO Ha
YKUBOT.

3akntoyeHue: PeancteHTHute doopmm Ha MF octaBaT
3Ha4YMMO TepaneBTUYHO npeau3sBukartencTeo. lpea-
cToun obecbxaaHe Ha MMmyHoTepanusa ¢ Mogamulizumab
kaTto antepHaTtuBeH noaxond. OrpaHUYeHusT OOCTbN
00 CbBpeMeHHU Tepanuu B bbrrapnsa AonbAHUTENHO
3aTpygHsaBa NevyeHneTo Ha HanpegHanu n pedpakrep-
HW criyyam, nogyepTaBaiku HyxxgaTa oT no-gobpa goc-
TBMNHOCT N MHANBMAYaNU3NpaH Noaxona.

was ineffective, prompting a return to Bexarotene.
Supportive dermatologic measures were applied. No
systemic progression occurred, but chronic skin in-
volvement and cumulative treatment toxicity negatively
impacted quality of life.

Conclusion: Resistant forms of MF remain a major
therapeutic challenge. Initiation of Mogamulizumab
immunotherapy is under consideration to improve dis-
ease control. In Bulgaria, access to targeted agents
such as Mogamulizumab and interferon-alpha remains
limited, complicating optimal care. This case under-
scores the need for broader access and individualized
strategies in advanced MF.

OCTPA MUENIOUAHA NEBKEMUSA C HOBA PELIMPOYHA TPAHCJTIOKALIUA
t(3;21)(q29;g22.11) BE3 BbBJIMYAHE HA RUNX1 FEHA

J1. Mumee', A. Nopdaroe?, M. Jlazapoea?, A. PaduHoe?
" BoeHHoMeOuyuHcka akademus — Cogpus
2YMBAJ1,Cs. MeaH Puncku”, Cogpusi

ACUTE MYELOID LEUKEMIA WITH NOVEL T(3;21)(Q29;Q22.11): FIRST
REPORTED CASE WITHOUT RUNX1 INVOLVEMENT

L. Mitev', A. Yordanov?, M. Lazarova®, A. Radinov’
' Military Medical Academy - Sofia
2University Hospital “St. Ivan Rilski’; Sofia

Llen Ha n3cneasaHeTo: LlenTta Ha HacToALWOTO nscnea-
BaHe € [a Ce onuule MbpPBUSAT M3BECTEH Clyyanl Ha
ocTpa muenoungHa neskemusa (OMJT) ¢ TpaHcnokaums
t(3;21)(929;922.11), koato He 3acsra reHa RUNXT, n
Oa ce 06cbam Bb3MOXXHaTa M porisi B arpecyBHOTO Npo-
TM4aHe Ha 3abonsiBaHeTo.

Matepuanu n merogu: AHanusmpaH e 60-roguiieH
naumeHT ¢ TpaHcdopmauusa Ha muenogmcnnactTuyeH
cvHgpom B OMI1, Tun M2 (no FAB), knacudpuvumpaHa
kato mexauHeH puck no ELN 2022. MN3BbplueHn ca
uutoreHeTnyHo uscneaeaHe (GTG-6anawmHr), FISH 3a
RUNX1 n monekynsipHa anarHoctuka 3a FLT3. MNauyu-
eHTBT € nekyBaH ¢ Venetoclax n Azacitidine.
Pe3ynTtatu: YcTaHOBEH € NaTONOMMYeH KIoH C Kapuo-
™mn 46,XY,t(3;21)(929;922.11)[4]/46,XY[7], 6e3 dy3us
unu geneuunsa Ha RUNX1. He ca oTkput MmyTauum BbB
FLT3. Cnen nbpBus Kypc ce HabntogaBa 4acTuuyeH
MopdonornyeH otroeop. B Hayanoto Ha BTOpusS Kypc
ce pa3BuBaT TeXKa NaHUUTOMEHUS 1N MHEBMOHUS, BO-
Jewm 0o ocTpa AguxaTenHa HeaoCTaTbYyHOCT U feTa-
NeH U3X0A4 Ha LWeCTnda AeH OT XocnuTanuaaundara.
3akntoyeHue: TpaHcnokaumsata 1(3;21)(929;922.11)
He e onucaHa Jocera U He aHraXkmpa U3BEeCTHU NeBKe-
MOTreHHU reHn. KnMHWYHUAT X0, € arpecuBeH, BbNpeku

Aim of the study: To describe the first reported case of
acute myeloid leukemia (AML) with a reciprocal t(3;21)
(929;922.11) translocation not involving RUNX1, and
to assess its possible role in disease progression.
Materials and methods: A60-year-old male presented
with AML M2 (FAB), transformed from myelodysplastic
syndrome and classified as intermediate risk (ELN
2022). Cytogenetic analysis (GTG-banding), FISH for
RUNX1, and molecular testing for FLT3 mutations were
performed. Treatment consisted of Venetoclax and
Azacitidine. Clinical course and treatment response
were evaluated.

Results: Cytogenetics revealed a clone with 46,XY,t
(3;21)(929;922.11)[41/46,XY[7]. FISH showed no
RUNXT1 rearrangement or deletion; FLT3 was wild type.
Partial morphological response was observed after the
first treatment cycle. At the start of the second cycle,
the patient developed severe pancytopenia and rapidly
progressive pneumonia, leading to acute respiratory
failure and death on day six of hospitalization.
Conclusion: This novel £(3;21)(q29;922.11) transloca-
tion has not been previously described and does
not involve typical leukemogenic genes such as
RUNX1 or MECOM. The aggressive clinical course
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npunoXxeHaTta cTaHgapTHa Tepanus. JoknagbT MNof-
yepTaBa HyxaaTa OT HaTpynBaHe Ha nogobHW crnyyam
N (OYHKUMOHAMHWN U3CneaBaHns 3a onpeaensiHe Ha no-
TeHLManHn y3MOHHN reHN C NPOrHOCTUYHO 3HAYEHHNE.

despite standard therapy raises concern for potential
pathogenic relevance. Further case accumulation and
molecular studies are warranted to identify potential
fusion genes and define their prognostic significance.

1 — Military Medical Academy — Sofia; 2 — University Hospital “St. Ivan Rilski”
Contact information: Dr. Martina Lazarova, University Hospital “St. Ivan Rilski”

15 Acad. Ivan Geshov Blvd. & 13 Urvich St.

e +359 885852 752 e marty.lazarowa9@gmail.com

MUENOMNPOJIMOEPATUBHU HEOMNA3UWN, NOJIOKUTEJIHU 3A BCR::ABL1
NMPEHAPEXOAHE N JAK2V617F MYTALUA
I. banayeHko, U. UeaHoea, C. UeaHoea, C. AHzenoea, K. CmosaHoaa,

W. Qumumpos, E. Anekcos, M. leHosa
CneyuanusupaHa 60/1HUYA 3d GKMUBHO JiedeHUe Ha XeMamoJsi02u4HU 3a6onasaHus — Cogpus

CO-OCCURRENCE OF BCR::ABLT REARRANGEMENT AND JAK2V617F
MUTATION IN MYELOPROLIFERATIVE NEOPLASMS

G. Balatzenko, I. Ivanova, S. Ivanova, S. Angelova, J. Stoyanova, Y. Dimitrov, E. Aleksov, M. Genova
Specialized Hospital for Active Treatment of Hematological Diseases — Sofia

Llen Ha u3cnepBaHeto: [la ce npoyyu pasnpocTpaHe-
HMETO U KIMHUYHUTE OCOBEHOCTM Ha CbYETaHO HOCUTEN-
cTBO Ha BCR::ABL 1 (oy31OHHW TPAHCKPUMTK U MyTaumMsiTa
JAK2V617F npu nauueHtn ¢ mMuenonponudepaTuBHu
Heonnasuu.

Matepuan n metogu: 3a 12-roguieH nepuog ypes RT-
PCR ca ngeHtudmumpanmn 642 cnyvas ¢ BCR::ABL1(+)
XPOHMYHa mMyenouaHa neskemus (XMJ1), kato npu BCUYKK
e nscneaBaHo N HoCUTENCTBO Ha MyTaumsaTa JAK2 V617F.
[Mpn pokasBaHe M Ha BTOpaTa aHOManus pesynTarbT
e noTebpaeH Ypes 2 pasnuyHn RT-PCR nogxoma w/vinn
ypes UUTOreHeTYeH aHanua unu dpriyopecueHTHa insitu
Xnbpuamnsaums.

Pesynrtatu: [Npn 7/642 nauneHtu (1.1%) [5 Mbxe/2 xeHu;
cpefHa Bb3pacT 63.6 ] e ycTaHOBEHO XEeTepo3UroTHO
HocutencteBo Ha JAK2V617F B gonbrnHeHne kbm p210
BCR::ABL1(4 b3a2 2 b2a2,1 b2a3). MNpu 4 naumeHTw,
CBOTBETHO C KoHcTenaums 3a XMJ1 (n=2), nonuuutemus
Bepa (MB) (n=1) u nbpBMuHa Muenodubposa (MMP)
(n=1), aBeTe aHOManuM ca Joka3aHn eqHOBPEMEHHO Npu
MbpBOHAYaNHoOTO nacnensaHe. Npu octaHanuTe 3 nosBa-
Ta Ha BTOPOTO MrEHETUYHO HapyLLEHWe e AoKa3aHo BTOPUY-
HO B XOZa Ha OCHOBHOTO 3abo0risiBaHe, CbOTBETHO: MOsIBA
Ha atnnuuHn BCR::ABL1 npu naumeHT ¢ JAK2V617F(+)
MB, n nosiBa Ha JAK2V617F, cbotBetHO ¢ VAF4.4% w1
VAF49.7%, npu 2 nauneHtn ¢ BCR::ABL1(+)XMJ1, ¢ no-
CTWrHaT ronsm 1 ObN6OoK MOMEKynspeH OTroBOp.
3akntovyeHme: HacTosILLOTO m3cnedBaHe AEMOHCTPUPA,
4ye Makap psiako, ce AoKa3sa eqHOBPEMEHHO HOCUTENCTBO
Ha BCR::ABL1 n JAK2 V617F, kaTo ABeTe aHOManumn mo-
raT aa ce no3vTMBMpaT KbM MOMEHTA Ha AnarHosara unm
BTOPMYHO B XOa Ha OCHOBHOTO 3abornsiBaHe. Tesn Haxoa-
K1 MoBAMraT BbMPOCH, CBbP3aHM C AUAarHOCTUYHMN TPYOHOC-
T, n3dopa Ha onTuMarsHa Tepanusi, Bb3MOXHO MOrpPeLLIHO
TbIIKyBaHE Ha MpOrpecusita U HesicHa NPorHo3a.

Aim of the study: To analyze the prevalence and
clinical features of the co-occurrence of BCR::ABL1
fusion transcripts and mutation JAK2 V617F in patients
with myeloproliferative neoplasms (MPN).

Materials and methods: Over 12 years, 642 cases
of BCR::ABL1(+) chronic myeloid leukemia (CML)
were identified by PCR, and all these patients were
also tested for the presence of JAK2 V617F mutation.
If the second abnormality was detected, the result
was confirmed by 2 different PCR approaches and/
or by cytogenetic analysis or fluorescence in situ
hybridization.

Results: In 7 out of 642 patients (1.1%) [5 men/2
women; average age 63.6years], heterozygous
carriage of JAK2 V617F was detected in addition
to p210 BCR::ABL1(4xb3a2;2xb2a2;1xb2a3). In 4
patients, with laboratory data suggestive of CML
(n=2), polycythemia vera (PV) (n=1), and primary
myelofibrosis (PMF) (n=1), both abnormalities were
detected simultaneously at initial examination. In the
remaining three cases, the emergence of the second
genetic abnormality occurred at later stages of the
primary disease: the acquisition of atypical BCR::ABL1
in a patient with JAK2V617F(+) PV, and the emergence
of JAK2 V617F, with VAF 4.4% and VAF 49.7%,
respectively, in two patients with BCR::ABL1(+) CML,
who achieved a major and deep molecular response.

ConcLusIioNns: This study demonstrates that the
rare co-occurrence of BCR::ABL1 and JAK2 V617F
can happen either simultaneously at the initial
testing or secondarily during the clinical evolution of
the disease. These findings raise questions related
to diagnostic difficulties, choice of optimal therapy,
possible misinterpretation of progression, and unclear
prognosis.
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BOJIECT HA EPAXANM-YECTDBP E PAAKO CUCTEMHO 3ABOJIABAHE,
KNACUOULIMPAHO KATO HE-JIAHFTEPXAHCOBA XUCTUOLUUTHA HEOMNNA3UA
E. bekupoea, I. Ljeemkoea, M. Xpucueea, M. Patikoecka, L|e. Bacuneea,

J1. llemenekoea, U. TeHeea, E. Xaoxues
YMBAJ,,AnekcaHoposcka’; Cogpus

ERDHEIM-CHESTER DISEASE IS A RARE SYSTEMIC DISEASE CLASSIFIED AS
NON-LANGERHANS HISTIOCYTOSIS
E. Bekirova, G. Tsvetkova, M. Hrischeva, M. Raykovska, Ts. Vasileva,

L. Shemelekova, I. Teneva, E. Hadjiev
UMHAT “Aleksandrovska’; Sofia

Len: lNpencraBsame KAMHUYEH CnyyYyan Ha MaumeHT C
awnarHocTuumpaHa donect Ha Epgxanm-Yectbp.
Martepuan n metoau: [lnarHoctmkara Ha ToBa pPsSaKo
3abonsBaHe BkoYBa xmuctonoriyHa ¢ UXX (MmyHoxmc-
Toxummnsa), NGS (next-generation sequencing) Ha
XUCTOMOMMYHMA MaTtepuarn 3a MyTauuu, TUNMYHU 3a
OwnarHosara, obpasHu uscnegsanua kato NET-KT (Mo-
3UTPOHHO-EMUCUMOHHA KOMMIOTbPHA ToMorpadus), exo-
kapawnorpadus, abgommuHanHa exorpadcpusi, CIMEKT-KT
(EBHOOTOHHA €eMMUCMOHHA KOMMKTbpHA TOMOrpa-
dus), AMP (AapeHo-marHUTeH pe3oHaHc) n ap.
Pe3yntatu: Kacae ce 3a 59-roaniiHa naumeHTka ¢ Xmc-
TONOrn4YHO BepudpmumpaHa npe3 M. 04.23 r. bonecT Ha
Epoxanim-HecTbp ¢ AoKa3aHO KOXHO U peTponepuTo-
HearnHo 3acsraHe. [10 NoBoa KOXHW Ne3nu, NosBUIN ce
npe3 2019 r., ca npoBexaaHn MHOTOKpaTHW KOXHM bron-
cumn, obpasHu nscnegsanus. MNMpes 2022 r. npy NOBTOPHA
fuvoncus Ha onucaHuTe nesvmn Ha 6paxmym ce guarHo-
cTuumpa reHepanuampaHa xuctnouutosa. [Npu nopegHo
obpa3Ho n3cnenBaHe ce yCTaHOBSIBA PETPONEpUTOHE-
anHa copmaums, KOATO XMCTOMOMMYHO MOTBbpXAaBa
OunarHosaTta bornect Ha Epaxanm-Yectop. MNMpoeegexn
ca obpasHu nscnegsaHus, TpenaHobuoncnsi U Moneky-
NSAPHO-TEHETUYHM M3cnedBaHus (3a mytauum B BRAF
reHa) n NGS BbpXy TbKaHeH npenapar, OT KOMTO ce
yctaHossBa wild type BRAF reH u MAP kinase pathway
myTauusa (MEK myTtaums). B nepnoga 2019 — 2022 1. ce
HabrnogaBa NpPorpecmMBHO BriowwaBaHe Ha 6bbpedHaTa
dyHKuma. Cnen KoHcynTauus B pedepeHTeH LEHTbP
(IRCCSO spedale San Raffaele, Munano, Utanusa)
€ npenopbYyaHo CTapTMpaHe Ha TapreTHa Tepanus C
Cobimetinib. NMpe3 m. 01.2024 r. e cTapTMpaHa Tepanu-
sTa. Cneg 10 mecela ce oTyMTa 3HaYMTENHA pPeayKLMS
Ha NOAKOXHWUTE HoQynK, nogobpeHme Ha nabopaTopHU-
Te 1 06pa3Hu n3cnenBaHns, Nopaamn KOeTo ce NoBuLLa-
Ba [o3ara Ha TapreTHusa megukameHT ot 20 Ha 40 mr/a.
3akntoyeHue: [narHocTtvkata u neyeHMeTo Ha Tasu
psaka He-JlaHrepxaHcoBa XMCTMOLUTHA Heonnasus ce
SIBSIBA U3KIMIOYUTENHO NPEean3BUKATENCTBO B KNMHNYHA-
Ta npaktuka. KnmHu4HuAT cnyvam e ¢ TUNMYHO MynTu-
CUCTEMHO aHraxuvpaHe, C Hanvyme Ha psigka MmyTaums
1 KbM MOMEHTa NOBNMsiBaHe OT TapreTHarta Tepanus.

Objective: We present a clinical case of a patient diag-
nosed with Erdheim-Chester disease.

Materials and methods: The diagnosis of this rare dis-
ease includes histology with IHC (immunohistochemis-
try), NGS (next-generation sequencing) for mutations,
imaging studies such as PET-CT (Positron-Emission
Computed Tomography), echocardiography, abdom-
inal ultrasound, SPECT-CT (Single Photon Emission
Computed Tomography), MRI (Magnetic Resonance
Imaging), etc.

Results: This is a 59-year-old patient with histological-
ly verified in April 2023 Erdheim-Chester disease with
proven skin and retroperitoneal involvement. Skin le-
sions that appeared in 2019, multiple skin biopsies and
imaging studies were performed. In 2022, a repeated
biopsy of the described lesions on the brachium diag-
nosed generalized histiocytosis. A subsequent imag-
ing study revealed a retroperitoneal formation, which
histologically confirmed Erdheim-Chester disease.
Imaging studies, trephine biopsy and molecular genet-
ics (for mutations in the BRAF gene) and NGS were
performed, from which wild type BRAF gene and MAP
kinase pathway mutation (MEK mutation) were detect-
ed. Between 2019 and 2022, progressive deterioration
of renal function was observed. After consultation with
a reference center (IRCCS Ospedale San Raffaele,
Milan, lItaly), the initiation of targeted therapy with Co-
bimetinib was recommended. Therapy was started in
January 2024. After 10 months, a significant reduction
of subcutaneous nodules, improvement of laboratory
and imaging studies was reported, and the dose of the
targeted drug was increased from 20 to 40 mg/d.
Conclusion: Diagnosis and treatment of this rare
Non-Langerhans histiocytosis is an exceptional chal-
lenge in clinical practice. The clinical case is with typ-
ical multisystem involvement, with the presence of a
rare mutation and currently responding to targeted
therapy.
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KINMHUYEH CNTYYA HA BJIACTHA MJIASMALUUTOUOHA
AEHAPUTHOKNETbBbYHA HEOIMJIA3UA C EKCTPAMEAYJIAPHO AHTAXKUPAHE

I. Ememosa, A. NopdaHos, A. PaduHos
YMBAI, Cs. ieaH Puncku’; Cogpus

CLINICAL CASE OF BLASTICPLASMACYTOID DENDRITIC CELL NEOPLASM
WITH EXTRAMEDULLARY INVOLVEMENT

G. Etemova, A. Yordanov, A. Radinov
University Hospital “St. Ivan Rilski’, Sofia

Llen Ha un3cnepBaHeTo: bnactHata nnasmauuToMgHa
OeHapuTHokNeTbYHa Heonnasusi (BPDCN) e psako v ar-
PECMBHO XEMaTONorM4yHo 3abonsiBaHe C YeCTO eKcTame-
OynapHo aHraxupaHe. CpegHata nNpexvBaeMocT crnes
nocTtaBsiHe Ha AmarHosaTta obukHoBeHo e 12—14 meceua,
KaTo TpyAHO Ce MocTura ObnrocpoyHa pemucus. MNpea-
CTaBsiMe criydan Ha nauueHT ¢ gokasaH BPDCN c uen
WNIOCTPUPaHe Ha AMarHOCTUYHMS NPOLLEC M TepaneBTUY-
HWs1 NOOXOA NpW ToBa psiaKo 1 doatanHo 3abonsiBaHe.
MaTtepuanu n metoaum: Npe3s tonun 2023 r. naumeHT no-
CTbMBa 3a ANarHOCTUYHO YTOYHSABAHE MO MOBOA KOXHM
nesun. M3BbpLueHa e KoxHa duoncusi ¢ UMyHOXMCTO-
XUMUYHO noTebpxaeHne Ha BPDCN (CD4+, CD56+,
CD7+). lNpoBegeHa e KOCTHOMO3bYHa acnupauusi ¢
OaHHW 3a orneBsiBaHe, yBENUYeHW MWUEnouuTn u Mme-
Tamuenoumtn, 0.01% muenobnactu n 0.10% Gnactn
C numdonnasMmauntTonaeH mopdgonorndeH sug. my-
Hodnoyuutometpus (MOLL) Ha KOCTHUS MO3BbK MOKas-
Ba 11% [EHOPUTHN KMETKU C XxapaKkTepHa ekcnpecus,
a VoL Ha nukBop yctaHoBsiBa 1% wuHdunTpaums c
deHotun CD45+low, CD3-, CD4+, CD56+, CD123+.
LintoreHeTnyHnat aHanua n FISH He oTkpmBaT Xpomo-
30MHM aHoManun. PuankanHuTe metogm n obpasHuTe
n3cneaBaHUs He nokassaT opraHomeranusi. VimyHoe-
nekTpodPOpe3nTHUTE U3CNeaBaHns Ha CEPYM U ypuHa
He yCTaHOoBsBaT nNapanpoTenHeMust.

Pesyntatu: [launeHTbT e rfekyBaH MO MPOTOKOS
Hyper-CVAD, antepHupaly ¢ Methotrexate n nHtpate-
kanHa xummnotepanus (30 mg Methotrexate) B xoga Ha
NbpBUSA Kype Xumuotepanus. MNMaumeHTbT 4eMOHCTPU-
pa NonoXuTteneH TepaneBTU4YEH OTTOBOP — 3HAYMMO
nogobpeHne Ha KOXHUTE Nne3nn crnepd mbpBOHaYanHo-
TO neveHue. M3bpaHuTe TepaneBTUYHN CpeacTBa Cb-
OTBETCTBAT Ha ONTMMariHaTta npakTuka, onvpanku ce
Ha [JaHHKW, KOUTO MOKa3BaT BMCOKA YeCcToTa Ha Tepa-
neBTMYEH OTroBop npu ynotpeba Ha HyperCVAD.
3akntoyeHune: BPDCN octaBa npeamsBukaTerncrBo
nopagw nuncaTta Ha xapakTepHa KNMHW4YHa KapTuHa
W YecTn ekcTpamenyrnapHu nposieu. PaHHaTta gmarHo-
CTMKa Ype3 KoXXHa Broncunsa n KOCTHOMO3bYHO n3crnen-
BaHe e krovoBa. Bbnpeku arpecuBHocTTa Ha 3abons-
BaHETO, MHTEH3NBHUTE TEpaneBTMUYHM MPOTOKONM KaTo
Hyper-CVAD moraT ga gosedaT 4O BPEMEHHO NoAo-
OpeHune, KaTo NepcrnekTMBMTE 3a ObTOCPOYHA pemu-
Cusi OCcTaBaT OrpaHNUYeHMN.

Objective: Blastic plasmacytoid dendritic cell neo-
plasm (BPDCN) is a rare, highly aggressive hemato-
logic malignancy characterized by frequent extramed-
ullary involvement. It accounts for approximately 0.44%
of hematologic malignancies and typically affects older
male patients (mean age 60—70 years). Clinical pres-
entation often includes skin lesions, with bone mar-
row, lymph node, and central nervous system (CNS)
involvement being common. Historical median overall
survival is approximately 12—14 months. We report a
case of BPDCN to highlight the diagnostic workflow
and therapeutic management for this fatal disease.
Methods: In July 2023, the patient was admitted for
evaluation of cutaneous lesions. Skin biopsy with im-
munohistochemistry confirmed BPDCN, demonstrat-
ing CD4+, CD56+, CD7+ expression. Bone marrow
aspirate showed left-shifted granulopoiesis, increased
myelocytes/metamyelocytes, 0.01% myeloblasts, and
0.10% lymphoplasmacytoid-appearing blasts. Flow cy-
tometry of bone marrow identified 11% plasmacytoid
dendritic cells. CSF flow cytometry revealed 1% BPD-
CN cells expressing CD45"ow, CD3—, CD4+, CD56+,
CD123+. Cytogenetic and FISH analyses were normal.
Physical examination and imaging studies showed no
organomegaly, and serum/urine immunofixation de-
tected no paraprotein.

Results: The patient underwent one cycle of Hy-
per-CVAD alternating with systemic methotrexate and
received a single intrathecal dose (30 mg) of metho-
trexate. A marked improvement in cutaneous lesions
was noted. The regimen aligns with current evidence
indicating high complete remission rates (80-91%)
with Hyper-CVAD-based protocols in frontline BPD-
CN, especially when combined with CNS prophylaxis.
Conclusion: BPDCN remains a diagnostic and thera-
peutic challenge due to its rarity, variable presentation,
and rapid progression. Early diagnosis via skin biopsy
and bone marrow/immunophenotypic confirmation is
essential. This case demonstrates that intensive reg-
imens such as Hyper-CVAD, combined with intrathe-
cal methotrexate for CNS involvement, can produce
favorable short-term responses. However, long-term
remission typically requires consolidation with hemato-
poietic stem cell transplantation or novel targeted ther-
apies.
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T-KNETbYHA NPOJIMM®OLUTHA NIEBKEMUA: KIIMHUYEH CITYYAN

T. Monoea, I. UeaHos, A. NopdaHos, A. PaduHoe
YMBA, Cs. ieaH Puncku’; Cogpus

T-CELL PROLYMPHOCYTIC LEUKEMIA: A CLINICAL CASE

T. Popova, G. Ivanov, A. Yordanov, A. Radinoff
UMHAT “St. Ivan Rilski’; Sofia

Llen Ha u3cnegBaHeTo: [la ce npeactaBu criydanm Ha
psigkata T-kneTbYHa nponumdoumMTHa NIEBKEMUS C ak-
LIEHT BbPXY KMMHWYHATa 13siBa, METOOAUTE Ha AMArHOCTU-
Ka, NpoBedeHaTa Tepanusi U NoCTUrHaTuTe pesynTaTu.
Matepuanu n metogu: CHeTu ca nogpobHu aHam-
HECTUYHM OaHHU 1 e n3cnenBaH PU3MKanHUST cTaTyc
Ha nauueHTa. Cneg nonyyaBaHe Ha pesynTatute OT
MbliHaTa KpbBHA KapTUHa, AMdepeHLmnanHoTo bpoeHe
N BMOXMMMUYHMS aHanNu3 ca NPOBEAEHN AOMbIHUTENHO
dnoyumtTomMeTpus u cryopecueHTHa in situ xmbpugu-
3aums (FISH) Ha nepudepHa KpbB, TpenaHobmoncus n
KomntoTbpHa Tomorpadus (KT).

PesynTartu: Npueta e gnarHosarta T-nponumdounTHa
NEBKEMMS U ca MpoBedeHn 2 UuKba Ha XMMuoTepa-
nna no npotokon CVP, nocneasaHn oT 3 uuMkbna Ha
XnuMmmoTepanust no npotokon FC n otyntaHe Ha npo-
rpecusi Ha 3abonsiBaHeTO 3a CMeTKka Ha HOBOMOSIBUIIO
ce, XUCTONMOMMYHO A0Ka3aHO, KOXXHO aHraxupaHe ot
3abonaBaHeTo. [poBeaeHn ca 2 uMkbna Ha XMmMnoTte-
panus no npotokon FMC. 6 meceua cnea nocraesiHe-
TO Ha gnarHosaTa e perucTpupaH exitus letalis.
3akntoyeHue: NpeacrTaBeHNAT KNUHWYEH crydan e
rnokasaTeneH 3a arpecuBHUsSi xXoh Ha T-kneTbyHata
NponNUMAOLIMTHA NEBKEMUS, PE3UCTEHTHOCTTA M KbM
KOHBEHLMOHaNHaTa XummoTepanusl U kpatkarta npexm-
BSAEMOCT BblpPEKM NPOBEAEHOTO NIeYeHMe.

Aim of the study: To present a case of the rare T-cell
prolymphocytic leukemia, describing the clinical pres-
entation, diagnostic methods, treatment administered,
and the outcome achieved.

Materials and methods: Detailed medical history was
taken and the patient’s physical status was examined.
Following the results of the complete blood count, dif-
ferential count, and biochemical analysis, additional
tests were conducted, including flow cytometry and
fluorescent in situ hybridization (FISH) of peripher-
al blood, trephine biopsy, and computed tomography
(CT) scan.

Results: A diagnosis of T-prolymphocytic leukemia
was established. Two cycles of chemotherapy follow-
ing the CVP protocol were administered, followed by
three cycles of chemotherapy according to the FC pro-
tocol. Disease progression was noted, due to newly
developed, histologically confirmed, skin involvement.
Two additional cycles of chemotherapy were adminis-
tered following the FMC protocol. Six months after the
diagnosis, exitus letalis was recorded.

Conclusion: The presented clinical case illustrates the
aggressive course of T-cell prolymphocytic leukemia,
its resistance to conventional chemotherapy, and the
short survival time despite treatment.

POJ1A HA TAPTETHATA TEPANNWA 3A NOCTUTAHE U NOAAbPXAHE
HA PEMUCUA NPU NALUUEHT C PEOPAKTEPHA JIAHTEPXAHC-KJIETDYHA
XUCTUOLUTO3A - KIIMHUYEH CJTYYAIX OT ONMUTA HA CBAJIX3

E. Anekcoe, B. lnkoea, M. JoHues, B. leopzueea, H. Kokydeea, U. Jlazapoea,l. banayeHko, M. leHoea
HCBAJIX3 Cogpus

ROLE OF TARGETED THERAPY IN ACHIEVING AND MAINTAINING REMISSION
IN A PATIENT WITH REFRACTORY LANGERHANS' HISTIOCYTOSIS -
A CLINICAL CASE FROM OUR EXPERIENCE

E. Alexov, V. Yankova, Y. Lazarova, M. Donchev, V. Georgieva, N. Kokudeva, G. Balatsenko, M. Genova
National Specialized Hospital for Active Treatment of Hematological Diseases, Sofia

Langerhans-knetb4HaTta xuctnoumtosa (LCH) e psigka
CD1a+ knoHanHa Heonnasusi, npomnsxoxajaiia oT Mu-
enongHa AeHApuUTHa KreTka, acoummpalla C KOHCTU-

Aim: Langerhans cell histiocytosis (LCH) is a rare
CD1a+ clonal neoplasia of myeloid dendritic cell origin
associated with constitutive activation of the oncogenic
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TYTUBHa aKkTmBaums Ha oHkoreHHuss MAPK mbT u/vnm
BRAF V600E myTtaumun. 3abonsiBaHeTo MOXe Aa uma
n3onupaHa unvM MynTuopraHHa mssisa U BapuadurneH
KNUHUYEH XO[,.

Len: [1a ce npeactaBu KNUHWUYEH ONUT NpW NpunaraHe
Ha HOBM TepaneBTUYHU areHTN — TapreT-OpueHTUpaHu
NMHXMGMTOPYK, Npn nauneHt ¢ LCH, n ga ce obcvam B
CbMNOCTaBKa C HaNM4HUs CBETOBEH ONUT, NybrvkyBaH B
MeguuMHcKaTa nuTeparypa.

MaTtepuanu n metogu: NpeacraBsamMe KIMHUYEH Crly-
yan, auarHoctuumpaH ¢ LCH B getcka Bb3pacT, npwu
KOrOTO NeyYyeHneTo e nNpoabrxuno creq 18-roguiiHa
Bb3pacT ¢ BknouBaHe Ha BRAF u MEK uHxubutopu
3a nepuog oT 6 rognHu.

Pe3ynatu: [MauneHT OT MBXKM MON € AvarHocTuumpaH
¢ LCH npe3 2011 roguHa. JlekyBaH € nocrnenoBaTeriHo
C HSIKOMNKO TepaneBTUYHN pexuma B neamaTpuyHo oTae-
neHue c npomeHnue ycnex. MNpes 2019 r., cneq HaBbpLU-
BaHe Ha 18-rogyLuHa Bb3pacT, NaUMeHTHLT e NpexXBbprieH
kbM CBAJIX3 ¢ nopenHa nporpecust u pecpaktepHo Ha
Tepanus 3abonseaHe. CTaptupaHa e Tepanus ¢ BRAF n
MEK nHxubutopwn. lNocturHata e pemmcusi, NoTBbpAaeHa
n npocnegsasaHa ¢ NET/KT go momeHTa. O6cwxaart ce
KIMMHMKO-NabopaTopHUTEe MapameTpu, CBbp3aHu C  Ou-
arHocTuKaTa 1 npoBexgaHarta Tepanusi, 0cobeHOCT Ha
npunaraHys TepaneBTUYEH PEXMM, KakTo U NOCTUrHaTu-
Te pesyntatu B neveHueTo. lNpaBu ce cbnocTaBka CbC
CBETOBHMS ONUT B Ta3n HacokKa.

3aknoyeHue: Hacroswmte onuum 3a neyeHve Ha naum-
eHTV ¢ LCH ca orpaHuyenn. TapreTHaTa Tepanus Moxe aa
MOCTUrHE YCTOMYMB TepaneBTUYEH OTroBop. Paspabortea-
HETO 1 BbBEXOAHETO Ha HOBM TepaneBTUYHM noaxoau, 6a-
3UpaHN Ha NaToreHeTUYHUTE MEXaHWU3MK, CTOSILLM B OCHO-
BaTa Ha 3abonsiBaHeTo, NpUTEXaBaT pearieH noTeHuuan
3a MPOMSsIHA B XOAa Ha pefiku 1 ynTpapeaky 3abonssaHus.

MAPK pathway and/or BRAF V600E mutations. The
disease can be presented as a solitary or multiorgan
manifestation and has a variable clinical course.
Materials and methods: To present clinical experience
in the application of new therapeutic agents — targeted
inhibitors, in a patient with LCH, and to discuss it in
comparison with the available global experience
published in the medical literature.

Results: A male patient diagnosed with LCH in 2011.
He was treated sequentially with several therapeutic
regimens in a pediatric ward, with variable success.
In 2019, after reaching the age of 18, the patient was
transferred to our hospital with next progression and
therapy-refractory disease. Therapy with BRAF and
MEK inhibitors was started. Remission was achieved,
confirmed and monitored with PET/CT. The clinical
and laboratory parameters related to the diagnosis
and the therapy performed, the features of the applied
therapeutic regimen, as well as the achieved treatment
results are discussed. A comparison with the world
experience in this direction is done.

Conclusion: Current treatment options for patients
with LCH are limited. Targeted therapy can achieve
a durable therapeutic response. The development
and implementation of new therapeutic approaches
based on the pathogenetic mechanisms underlying
the disease have real potential to change the course of
rare and ultra-rare diseases.

KINUHUYEH CNYYAIN HA BOJIECT HA PO3AN-AOPOMAH
CrEHEPANN3NPAHA IUMOAQEHOIMNATUA

U. Unueea, C. Jumumpoea, C. AmaHacoea, P. JlykaHos, H. [lackanoea, U. Muyeea, M. Cmoeea
YMBAIJI, Ce. MapuHa” — BapHa, bvneapua

A CLINICAL CASE OF ROSAI DORFMAN DISEASE
WITH GENERAL LYMPHADENOPATHY

I. llieva, S. Dimitrova, S. Atanasova, R. Lukanov, N. Daskalova, I. Micheva, M.Stoeva
UMHAT “Sveta Marina” Varna, Bulgaria

BonectTa Ha Poszan-JopdmaH (RDD) e paaka He-J1aH-
repxaHcoBa XMUCTMOLMTO3a, XapakTepuaupaiia ce C
HaTpynBaHe Ha aKTVBUPaHU XMCTMOLMTU B 3acerHaTu-
Te TbkaHu. 3ab0nsIBAHETO € CUITHO XETEPOreHHo, C pas-
NNYHN KNUHUYHKM beHoTunoBe. Knacuyeckata dopma
Ha RDD ce nposiBsiBa ¢ He60ne3HeHo ABYCTPaHHO yBe-
nnYeHne Ha WNUNHUTE NUMEHN Bb3NnN. Bb3MOXHO € 1
eKCcTpaHodarnHo 3acsraHe.

Rosai-Dorfman disease (RDD) is a rare non-Langer-
hans histiocytosis characterized by accumulation of
activated histiocytes within the affected tissues. It is
a widely heterogeneous entity with a range of clinical
phenotypes. Classic RDD presents with painless bi-
lateral enlargement of the cervical lymph nodes. Ex-
tranodal involvement may also occur. Histopathologic
evaluation is the primary diagnostic method.
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67-rogueH MbX NOCTbMNBa C HebonesHeHa AByCTpaH-
Ha akcurapHa W WHrBMHanHa numdageHonaTns — ¢
NMMdHN Bb3NK € pa3mepn 4o 3 cM B AuaMeTbp, crne-
HOMeranus  KOHCTUTYLIMOHAHN CUMNTOMM KaTo obLia
OTNaAHanocT M HOLWHK 13noTsaBaHus. JlabopaTtopHute
n3crnenBaHusi NokasBaT HOPMOLIMTHA, HOPMOXPOMHa
aHemus1, NeBkoneHus, TpombounTosa. buoncus Ha ak-
cunapeH nuMmdeH Bb3en nokasea MHTepPdOnMKynapHo
1 KancynHo ubposupaHe ¢ xapakTepHU XUCTUOLIUTH,
Ha MecTa C Hann4yMe Ha emnepunonesa, NoNoXUTENHN
3a S100 n CD68 un otpuuatenHmn 3a CD1a. Ha 6asa-
Ta Ha xucTtornorusita ce nocrtass guarHosata RDD. Ot
obpasHuTe nscnenBaHus ce yCTaHOBSIBA reHepanvaun-
paHa nuMmdageHonaTus oT ABeTe CTpaHu Ha avadopar-
MaTa, crnreHoMeranus, kaTo He ce HabrntogaBa ekcTpa-
MeaynapHo aHraxupaHe. TpenaHobuoncusaTa nokasea
nHpuntpaumsa ot RDD. lNpoBegeHn ca 6 kypca no
npotokon CHOEP ¢ gaHHu 3a ctabunHa 6onect. EanH
MeceLl, NO-KbCHO NaLUMEHTBLT € C KNUHUYHK u PET/CT
OaHHW 3a nporpecus Ha 3abonsisaHeTo. CTapTupaHa e
Tepanusa ¢ untapabuH 1 MeToTpekcar.

Bonectta Ha Poszan-[JopdomaH e xeTeporeHHo 3abo-
nsaBaHe, KOETo He TpsibBa fa ce 3abpaes B audepeH-
uuanHata amarHosa npu naumMeHTu ¢ reHepanuanpaHa
numdageHonaTnda. XMctonatonormyHoTo nacrnenBaHe
€ OCHOBHUAT anarHoctudeH metod. RDD octaesa guvar-
HOCTUYHO M TepaneBTUYHO NPEeAN3BUKATENCTBO.

A 67-year-old male patient presented with painless bilat-
eral axillary and inguinal lymphadenopathy with lymph
nodes enlarged up to 3 cm in diameter, splenomegaly
and constitutional symptoms such as of malaise and
night sweats. The laboratory results revealed normocyt-
ic, normochromic anemia, leukopenia, thrombocytosis.
Biopsy of an axillary lymph node was performed with
the morphological picture of interfollicular and capsu-
lar fibrosis with characteristic lesional histiocytes which
demonstrate variable frequency of emperipolesis and
are positive for S100, CD68 and negative for CD1a.
Based on the histology of the lymph node the diagno-
sis of RDD was defined. The imaging showed general-
ized lymphadenopathy on both sides of the diaphragm,
splenomegaly; no extramedullary involvement was ob-
served. The bone marrow biopsy revealed infiltration
with RDD. Six cycles of CHOEP protocol were adminis-
tered, with evidence of stable disease. One month later,
the patient presented with clinical and PET/CT findings
of disease progression. Therapy with cytarabine and
methotrexate was initiated.

Rosai-Dorfman disease is a heterogeneous disorder
that should not be overlooked in the differential diag-
nosis of patients with generalized lymphadenopathy.
Histopathological examination is the main diagnostic
method. RDD remains a diagnostic and therapeutic
challenge.

CD8+ OOJIMKYNOTPONEH MUKO3UC OYHITOUAEC -
PAOKA ®OPMA HA KOXKEH T-KNIETBYEH JIMMOOM: KITMHUYEH CJTYYAN

3. Cabum, C. Jumumpoea, J1. Cmoes, C. Amanacoea, . Muyesa
YMBAJI, Ce. MapuHa” - BapHa, benzapus

CD8+ FOLLICULOTROPIC MYCOSIS FUNGOIDES:
RARE FORM OF CUTANEUS T-CELL LYMPHOMA: CLINICAL CASE
Z. Sabit, S. Dimitrova, L. Stoev, S. Atanasova, I. Micheva
UMHAT ,St. Marina” - Varna, Bulgaria

CD8+ nosntmBHUTE NUMOMAHM MHAUATPATU Ha KO-
XaTa npencTtaBnsiBaT XeTeporeHHa rpyna ot 3abons-
BaHMWA C HescHa nporHo3a. CbluecTByBaT HSAKOMKO
NOArpynu NbpBUYHU KOXXHN CD8+ T-kneTbyHn numdo-
MU, kato CD8+ mukosuc pyHrongec (M®) e Hali-4ecTo
cpelaHunaT BapuaHT. Ton e ¢ no-gobpa nporHosa ot
knacuyecknss CD4+ M®, Ho B HsIKOM criyyqam ce Habnto-
[aBa no-arpecuBeH KNMHUYEH XOA.

MpeacrtaBame KNMHWYEH criyqyan Ha 74-roguuleH MbX
¢ 10-roguwHa aHaMHe3a 3a nporpecupalum epute-
MoManyrno3Hu nes3mn no Topca W KpamHUuuUTE U WH-
TEH3UBEH MNPYpUTYC C ekckopuauuu. [MauneHTbT e
buoncupaH B gepmaToniorMyHa KIvHWKa, KbAeTo e
nocrtaBeHa guarHosa lichen spinulosus n e npoBegeHa
Tepanus ¢ TOMUYHN KOPTUKOCTEpPOMaM 3a nepuog ot 4
meceua 6e3 edpekT. OcbluecTBeHa € HoBa buoncus ¢

CD8-positive lymphoid infiltrates of the skin represent
a heterogeneous group of diseases with unclear
prognosis. Several subtypes of primary cutaneous
CD8+ T-cell lymphomas exist, with CD8+ mycosis
fungoides (MF) being the most common variant. It
is generally considered to have a more favorable
prognosis compared to classic CD4+ MF. However,
in some cases, a more aggressive clinical course has
been observed.

We present the case of a 74-year-old male with a
10-year history of progressive erythematous papular
lesions on the trunk and extremities, accompanied
by intense pruritus and excoriations. An initial skin
biopsy performed in a dermatology clinic led to a
diagnosis of lichen spinulosus, and treatment with
topical corticosteroids was administered for 4 months
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OaHHW 3a NepuBackKyrnapeH, HogynapeH, MMMAQOoUNTEH
nHpuntpatr CD3+ CD4+ CD8+ CD30-, ALK-, nedwu-
HMpaH KaTo MbpBUYeH koxeH T-knetbyeH HXJ1, NOS.
MpoBenenun ca 4 kypca no npotokon CNOP, Ha doHa
Ha KOMTO C HOBOMOSIBUNM CE€ TYMOPOBWUAHMW NE3nn Mo
rmaeata u wuvaTa U eputpogepmus. M3sbplieHa e
TpeTa KoxHa Ouoncust ¢ AaHHU 3a NUMAOLIMTEH WH-
dwunTpat B nanunapHata gepMa C uspaseH enuaep-
MOTPONU3BbM U MepUagHEKCMAITHO Pas3npOCTPaHeHWe
n XX paHHm 3a CD8+>CD4+ no tuna Ha CD8+ do-
nukynotponudyeH M®. lMaumeHTsbT € ctagupaH B A
ctagun (TANOMOBO). OcbluectBeHn ca 2 Kypca C
Methotrexate 6e3 edekT, cneg koeTo naumeHTbLT ca-
MOBOJTHO MpeKpaTsiBa TepanuaTa.

OnucaHu ca eAMHUYHKU crnyvaun Ha honuKynoTponmyeH
CD8+ M®. PaHHuTe cTagmmn Ha 3abonsBaHeTo ce xa-
pakTepu3npar ¢ akHe u hOpMeHU rie3nm, POnMKyono-
nobHa kepaTto3a 1 epuTemMaTo3Hu nnaku. B HanpegHan
CTaguin npuTexaBa XapakTEPUCTUKN Ha KIAaCUYeCKUs
M® u ce acoummpa c no-arpecvMBHO nosefeHue. Ha-
NWYHWUTE TepaneBTUYHM OMuUKU ca Han-epekTUBHU
B paHHuTe (I, Il) ctagun Ha 3abonsaBaHeTo. CnyyaaTt
npencTaBs XeTeporeHHocTTa Ha cybtuna u arpecus-
HOCTTa 1 TepaneBTUYHATA PE3UCTEHTHOCT Ha Hanpea-
Hanus My ctagun.

with no clinical improvement. A repeat biopsy revealed
a perivascular, nodular lymphocytic infiltrate with an
immunophenotype of CD3+, CD4+, CD8+, CD30-,
ALK-, consistent with a primary cutaneous T-cell non-
Hodgkin lymphoma, NOS. The patient underwent 4
cycles of CNOP chemotherapy, during which new
nodular plaques appeared on the head and neck,
accompanied by erythroderma. A third skin biopsy
showed a lymphocytic infiltrate in the papillary dermis
with marked epidermotropism and peri-adnexal spread.
Immunohistochemistry confirmed CD8+ predominance
over CD4+, consistent with CD8+ folliculotropic MF. The
disease was staged as IlIA (T4ANOMOBO). Methotrexate
therapy was initiated. After two ineffective cycles, the
patient discontinued treatment voluntarily.

Only isolated cases of CD8+ folliculotropic MF have
been reported. Early stages of the disease are
characterized by acneiform lesions, follicular keratosis,
and erythematous plaques. In advanced stages, it
shares features with classic MF and is associated
with a more aggressive behavior. Available treatment
options are most effective in early stages (I, ). This
case highlights the heterogeneity of this MF subtype, as
well as the aggressiveness and therapeutic resistance
observed in its advanced form.

KNUHWYEH CJNTYMAU HA NALUMEHT C EHTEPOMNATUA
ACOUMUPAH T-KNNETBYEH TMMOOM
M. Jlamkoea, U. Nnwv60oea, . AmuH, C. Cnacoes, B. UeaHoea, []. Panee, U. Bacusnes,

M. bozoaHoea, J1. lepuesa-Kiouykoea
LAxoubadem Cumu Knuruk’; YMBAJT , Tokyoa”

CLINICAL CASE OF A PATIENT WITH ENTEROPATHY-ASSOCIATED
T-CELL LYMPHOMA
M. Latkova, I. Galabova, I. Amin, S. Spasov, V. Ivanova, D. Ralev, I. Vasilev,
M. Bogdanova, L. Gercheva-Kyuchukova
Acibadem City Clinic, Hospital Tokuda

Llen Ha uscnepBaHeTo: [la ce npeacTtaBu KrVHWY-
HUSIT X0, AMArHOCTMKaTa U TepaneBTUYHUAT OTFOBOP
npv MauueHT C eHTeponaTus-acoummpaH T-KneTbyeH
numdom (EATL), Il E ctagmin, nekyBaH ¢ MONUXMMU-
oTepanus no npotokonn CHOP/CHOEP.

MaTtepuanu n metogu: lNaumeHT Ha 55 roguHu € no-
TBbpAeHa rnyTeHoBa eHTeponaTtusa npes 2018 roguHa,
C HecrnaseaHe Ha besrnyTeHoBa guerta. lMpe3 2025 ro-
OMHa, NPY CUITHO BroOLLAaBaHe Ha 0OLLOTO CbCTOSIHME U
cuMmnToMun oT chebpunuTeT, Manadbcopbums cbe 3HaYK-
TenHa peaykumsi Ha Termno OO KaXeKCusi, NPOAbIDKUTEN-
Ha gnapusa n aHeMus, e noctaBeHa gnarHosarta EATL.
OnarHocTyumpaH 4pe3 HEKOMKOKpaTHW €HOOCKOMCKU
Guoncun, NMyHOXMCTOXMMUYHO wu3cregBaHe (CD3+,
CD5+, CD7+, CD8-, CD30+) n obpasHa guarHocTtu-
ka (PET/CT). INeyeHuneto BkntoyBa 2 kypca CHOP wu

Aim of the study: To present the clinical course,
diagnostic approach, and therapeutic response in a
patient with enteropathy-associated T-cell lymphoma
(EATL), stage Il E, treated with polychemotherapy ac-
cording to the CHOP/CHOEP protocol.

Materials and methods: A 55-year-old patient with
confirmed gluten-sensitive enteropathy diagnosed in
2018, with poor compliance to a gluten-free diet. In
2025, due to severe deterioration in general condition,
fever, malabsorption with significant weight loss pro-
gressing to cachexia, persistent diarrhea, and anemia,
the diagnosis of EATL was established. Diagnosis was
made through repeated endoscopic biopsies, immuno-
histochemistry (CD3+, CD5+, CD7+, CD8-, CD30+),
and imaging studies (PET/CT). Treatment included two
cycles of CHOP followed by cycles of CHOEP, with
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nocneneawm kypcose CHOEP, npocrnegeHu ¢ KnnHuY-
HK, nabopaTtopHu 1 obpasnn metogn (PET/CT, FAPI
PET/CT).

Pesyntatu: [lMaumeHTbT MbpBOHAYanHoO e nekyBaH
no npotokonn CHOP nopagu cunHo yBpeneHo obLio
CbCTOsIHUE. JleueHneTo 6e NOHECEHO C YCIOXHEHUS —
npoTpaxvpaHa ebpunHa HeyTponeHnsi, oBnaasHa ¢
mMeavkameHTu. Cnep oBa Kypca e oT4yeTeHo ctabunu-
3upaHe n nogobpeHne B 0BOLLOTO CbCTOSIHME, HO MOo-
pagn Bb3BpblUaHe Ha cybdebpunuteTute € WMHTEH-
3udmuMpaHa Tepanusata C NpoBeXAaHe Ha nevyeHue
no npotokon CHOEP21. OcbLyecTBeHn ca oule ABa
Kypca no cbOTBETHMS npoTtokon. Cnen ob6wo 4 kyp-
ca nonuxmoTepanusi ce OTYMTa MbIIeH TepaneBTUYEH
oTroBop, notebpaeH ot FAPI PET/CT, kosiTo noka3ea
HOpManu3upaHe Ha TbHKOYpPEBHATA CTEHA U NUMca Ha
numdonponudepaTvBHa akTUBHOCT.

3akntoueHne: To3n KNMHWYEH CryyYanl OEeMOHCTpU-
pa edekTMBHOCTTA Ha nonuxmMmmoTtepanmsta CHOP/
CHOEP npu neyenue Ha EATL, Il E ctaguin, ¢ nbneH
KNMHWUYEH U TepaneBTUYEH OTroBOp M Jobpa noHocu-
MOCT. TouyHaTa AMarHoCTMKa Ype3 UMYHOXUCTOXMMUIS,
KNUHWUYHUAT cTatyc 1 OyHKUMOHanHa obpasHa guar-
HOCTMKa Ca KIH4Y0BM 3a MpocregsBaHe M onTumusa-
uus Ha TepanusaTa.

clinical, laboratory, and imaging monitoring (PET/CT,
FAPI PET/CT).

Results: Initial treatment with CHOP protocol was se-
lected due to the patient’s poor general condition. The
therapy was tolerated with complications—protracted
febrile neutropenia, managed with medication. After
two cycles, clinical stabilization and improvement were
observed, but due to recurrent low-grade fever, treat-
ment was intensified with the CHOEP21 protocol. Two
additional cycles were administered. After a total of
four cycles of polychemotherapy, a complete therapeu-
tic response was achieved, confirmed by FAPI PET/
CT, which demonstrated normalization of the small
bowel wall and absence of lymphoproliferative activity.
Conclusion: This clinical case demonstrates the ef-
fectiveness of CHOP/CHOEP polychemotherapy in
treating EATL, stage Il E, with complete clinical and
therapeutic response and good tolerability. Accurate
diagnosis through immunohistochemistry, clinical as-
sessment, and functional imaging is essential for ther-
apy monitoring and optimization.

Martina Petrova Latkova,
Sofia, Bulv. “Nicola |. Vapcarov” 51B, 6" floor,
Number : +359896687718, martlatkova@abv.bg

ANNOTEHHA TPAHCIJTAHTALUMA NPU NALUMEHT C MPEKYPCOPHA
B-KNETDHBYHA OCTPA JINMMOOBJIACTHA NEBKEMIA N XB UHOEKLUA:
KINMHUYEH CNTYYAN

A.Mempoe'?, B. lepoe'?, A. opdanoe®, A. Macnapoea?®, M. Jlazapoea®, T. YepeeHkoeg*,
H. lH4eea-lNempoea®, . Muyeea'?
' KnuHuka no Xemamonoeaus - YMBAJ1 “Ce. MapuHa” 2p. BapHa
2 0OmoeneHue no mpaHcnaaHsmayuu — YMBAJT “Ce. MapuHa” 2p. BapHa
3 KnuHuka no xemamonoeaus — YMbBAJ1 “Ce. MeaH Puncku” 2p. Cogpus
4 Jlabopamopus no KAuHu4Ha umyHosozusa — YMBAJT “Ce. MapuHa” 2p. BapHa
> OmoenieHue 3a leyeHue Ha npudobuma umyHHa HedocmameyHocm, CBAJINIIB ,Mpog. Ys. Kupos” 2p. Cogpus

ALLOGENEIC TRANSPLANTATION IN A PATIENT WITH PRECURSOR B-CELL
ACUTE LYMPHOBLASTIC LEUKEMIA AND HIV INFECTION: A CASE REPORT

Y. Petrov'? V. Gerov'? A. Yordanov?, A. Maslarova?, M. Lazarova?, T. Chervenkov*,
N. Yancheva - Petrova®, I. Micheva'?
' Clinic of Hematology — St. Marina University Hospital, Varna, Bulgaria
2 Transplantation Department - St. Marina University Hospital, Varna, Bulgaria
3 Clinic of Hematology - St. Ivan Rilski University Hospital, Sofia, Bulgaria
4 Laboratory of Clinical Immunology - St. Marina University Hospital, Varna, Bulgaria
> Department for the Treatment of Acquired Immunodeficiency, Specialized Hospital for Active Treatment of
Infectious and Parasitic Diseases “Prof. lvan Kirov’; Sofia, Bulgaria

Llen Ha uscnegBaHeTo: [1a ce onuile KNUHUYHUAT
Xof, TepaneBTUYHUAT U UMYHOMOTMYHUAT OTFOBOP Nput
nauneHT ¢ npekypcopHa B-knetbuHa ocTpa numdob-

Aim of the study: To describe the clinical course, ther-
apeutic response, and immune recovery in a patient
with precursor B-cell acute lymphoblastic leukemia
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nactHa neskemus (B-OJIJT) u XMB nHdekums, npu ko-
roto e npoBefeHa anoreHHa TpaHcnnaHTauusa Ha xe-
MOMOETUYHM CTBOMNOBY KNneTkn (ano-XCKT).
MaTtepuanu n metogm: Kacae ce 3a 37-roaulleH Mbx
¢ anarHosa B-OJ1J1 n XMB mnHdekunsa B ctagui C3.
MauMeHTBbT € Ha KOMOVHUPaHa aHTUPETPOBUPYCHA Te-
panus. Crnep aBa kypca HyperCVAD u gea Ida-FLAG,
NauMeHTbT € C MO3UTMBHA MWHMMAarHa usMepuma
bonect (MRD). lNpoeexaa ce kypc ¢ Blinatumumab,
cnepg, konto ce noctura MRD-HeratmeuTteT. Nposexaa
MuenoabnaTtMBeH KOHOAWLMOHUPALL, PEXUM U cepoTe-
panus, nocneaBaHn ot ano-XCKT oT HanmbfHO CbB-
MecTUM HepoacTBeH AoHop ¢ wild-type CCRS. lpo-
cnegsasaHeTo e o AeH +120 ot TpaHcnnaHTauuara.
Pesyntatu: lMocTurHato € MbMHO U CTAabUNHO Bb3-
CTaHOBsIBaHe Ha TpunvHenHaTa xemornoesa. Ha geH
+28 e ycTaHOoBeHa UMTOMeErarioBMpycHa peakTusa-
uus, oBragsHa c aHTMBMpycHa Tepanus. Ha geH +40
e ycTaHoBeHO BMcoko HMBO Ha MRD (0.62%), koeto
Hanara paHHO npekpaTsBaHe Ha UMYHOCynpecusTa u
npoBexaaHe Ha NOBTOPeH Kypc ¢ blinatumumab. Mpu
KOHTpOriHa npeoueHka ce yctaHoBaBa MRD — Hera-
TMBHO 3abonsBaHe 1 100% foHOpeH xumepusbM. He
ce HabnwogaBaT ocTpa, XpoHWUYHa unu overlap dopma
Ha peakuus Ha npucagkaTa cpewy npvemarens. Bu-
pycHuAT ToBap Ha HIV octaBa HeoTkpuBaeM C nporpe-
CVIBHO Bb3CTaHoBsBaHe Ha CD4+ numdoumnTuTe.
3akntoyeHme: HacToawmaT cryyar AeMOHCTPUpa, Yye
ano-XCKT npu nauneHT ¢ B-OJ1J1 1 koHTponupaHa HIV
MH(EKUMS € KMMHUYHO ocblyecTBuma. KombrnHauuara
oT MRD-Haco4yeHa uvmyHoTepanus, WHOUBUAYanu3n-
paHa uMyHocynpecus u epekTMBEH BUPYCEH KOHTPON
€ OT CbLLECTBEHO 3Ha4YeHne 3a NocTuraHe Ha ctabun-
Ha MoOreKynsipHa peMuUcusa U ycnelleH TpaHcnnaHTa-
LIMOHEH U3XOA.

(B-ALL) and HIV infection who underwent allogeneic
hematopoietic stem cell transplantation (allo-HSCT).
Materials and methods: We present a case of a
37-year-old male diagnosed with B-ALL and HIV infec-
tion, clinical stage C3. The patient was on combination
antiretroviral therapy. After two courses of HyperCVAD
and two of Ida-FLAG, he remained MRD-positive. A cy-
cle of blinatumomab led to MRD-negativity. The patient
subsequently underwent a myeloablative condition-
ing regimen with serotherapy, followed by allo-HSCT
from a fully HLA-matched unrelated donor with wild-
type *CCR5*. Follow-up continued until day +120
post-transplant.

Results: Complete and sustained trilineage hemato-
poietic recovery was achieved. Cytomegalovirus reacti-
vation was detected on day +28 and managed with an-
tiviral therapy. On day +40, MRD relapse (0.62%) was
detected, prompting early discontinuation of immuno-
suppression and administration of a second blinatumo-
mab cycle. Reevaluation confirmed MRD-negative dis-
ease and 100% donor chimerism. No acute, chronic, or
overlap GVHD was observed. HIV viral load remained
undetectable, with progressive CD4+ T-cell recovery.
Conclusion: This case demonstrates that allo-HSCT
in a patient with B-ALL and well-controlled HIV infection
is clinically feasible. A strategy combining MRD-target-
ed immunotherapy, tailored immunosuppression, and
sustained viral control is crucial for achieving durable
molecular remission and successful transplant out-
comes.

AHTAXKWPAHE HA LEHTPAJIHATA HEPBHA CUCTEMA (LHC) NPU
MAKPOIMOBYJIMHEMUA HA WALDENSTROM (WM)

C. Muwkapoea-llempoea, P. Payes, A. [lempos, H. Jackanoea, C. AmaHacoea, P. JlykaHos, . Muyeea
KnuHuka no Xemamonoeus, YMbAJI,Cae. MapuHa” — BapHa, bsneapus

CENTRAL NERVOUS SYSTEM INVOLVEMENT IN WALDENSTROM’S
MACROGLOBULINEMIA - A CASE REPORT

S. Mishkarova-Petrova, R. Rachev, Y. Petrov, N. Daskalova, S. Atanasova, R. Lukanov, I. Micheva
Clinic of Hematology, University Hospital “St. Marina” — Varna, Bulgaria

BbvBegeHue: NHdpuntpauyusata Ha LUHC ot manurHeHu
numdonnasmounTongHn knetkn npu WM, unaBectHa
kato cuHgpom Ha Bing-Neel (BNS), e pagko ycnox-
HeHue, cpellallo ce npu okono 1% OT mauneHTuTe C
WM. BNS moxe ga ce nposiBu C XETEPOreHeH CrneKTbp
OT KIMHWUYHU CUMMTOMM, B 3aBUCMMOCT OT CTEMNeHTa U
nokanusauuaTa Ha aHraxkvpaHe Ha HepBHaTa cucTema.
OnucaHue Ha cnyvas: [peacraBame KNMHUYEH Chy-

Introduction: Central nervous system (CNS) infiltra-
tion by malignant lymphoplasmacytoid cells in Walden-
strém’s macroglobulinemia (WM), known as Bing—Neel
syndrome (BNS), is a rare but serious complication,
occurring in approximately 1% of WM patients. It pre-
sents with a heterogeneous range of neurological
symptoms depending on the site and extent of CNS
involvement.
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Yan Ha 66-rognwieH MbXx, gnardHoctuumpan ¢ WM npes
mMecel, HoemBpu 2019 . N0 NOBO4, aHEMUYEH CUHAPOM
n Bncok o6 6entbk. OT cepymHata enektpodopesa ¢
nmMyHodmkcaLums e yctaHoBeH [gM-kana MOHOKoOHaneH
npotenH — 32,3 g/L. MNpoBeaeHn ca 6 kypca Rituximab
¢ Bendamustinec, nocturHat e 4actmyeH otrosop. pes
mMapT 2023 r. e xocnuTanuampaH ¢ onnakeaHus oT 6osnka
B nymbanHaTa obnacTt, CKOBaHOCT Ha AONHN KpanHMLK,
3aTpyaHEHO MU3KkadBaHe Ha CTbNbu, pedykums Ha Terno
n cybdebpnnutetn. XemMaTtonormyHuTe macrenBaHus
He nokasBaT CbLLECTBEHM OTKMOHEHUSA, HO UMYHOU-
kcaumsata otunta IgM-kana — 23 g/L. HeBponornyHusT
CTaTyC e CbC 3aKroyeHne 3a XmnotTpodusa Ha Myckyna-
TypaTta Ha JOMNHWUTE KpamHUUM 1 OTCnabeHun Cyxoxun-
HO-HepBHWM pedinekcu ABycTpaHHo. OcbluecTBeHa
nymbanHa nyHKUMsi, OT KOSTO NabopaTopHUAT aHanma
nokassa: MaHau (+) peakums, 6entbk >6 g/L, neBkouu-
™ 174/mcl (65% MOHOHyKNeapHW KneTku), arap-enek-
Tpodopesa C NUK B rama-rnobynuMHoBaTta dpakums.
®noyuUMTOMETPUYHOTO M3cneaBaHe Ha NMKBOP MOTBbLP-
On knoHanHa B-kneTbyHa nonynauus.

O6cbxpaHe: AHraxumpaHeTo Ha LIHC npu makporno6y-
nuHemuna Ha Waldenstrom (WM) e oTHocuTenHo psgko
N YeCcTo MoAaLUeHsABaHO ycrnoxHeHue. KbMm HacToAwwms
MOMEHT HfIMa YTBbpAEH CTaHOapTeH TepaneBTU4YeH
noaxoAd, a AaHHUTE OT MPOCMEKTUBHW KIMMHUYHM NPOyY-
BaHWSA ca OrpaHnyeHn. BpyTOHTUPO3UH-KMHA3HUTE WH-
XnbuTOopM NpeacTaBnsaBaT HoBa TepaneBTUYHA Bb3MOX-
HOCT 3a nevyeHne Ha BNS, bnarogapeHune Ha BucokaTa
cu neHetpaums B LIHC, ¢ noteHuman ga nogobpsT npe-
XMBSIEMOCTTA M Ka4eCTBOTO Ha XXMBOT Npv NaLmeHTuTe.

Case Report: We present the case of a 66-year-old
man diagnosed with WM in November 2019, follow-
ing evaluation for anemia and elevated total serum
protein. Serum electrophoresis with immunofixation
revealed an IgM-kappa monoclonal protein of 32.3
g/L. The patient received six cycles of rituximab plus
bendamustine, achieving a partial response. In March
2023, he was admitted with complaints of lumbar pain,
lower limb stiffness, difficulty climbing stairs, weight
loss, and low-grade fever. Hematologic tests were un-
remarkable, but immunofixation detected IgM-kappa at
23 g/L. Neurological examination revealed hypotrophy
of lower limb muscles and diminished tendon reflexes
bilaterally. Lumbar puncture showed a positive Pandy
reaction, CSF protein >6 g/L, 174 leukocytes/uL (65%
mononuclear cells), and agar electrophoresis with a
gamma-globulin peak. Flow cytometry of CSF con-
firmed a clonal B-cell population.

Discussion: CNS involvement in WM is a relatively
rare and often under-recognized complication. Cur-
rently, there is no standardized therapeutic approach,
and prospective clinical trial data is limited. Bruton’s
tyrosine kinase inhibitors represent a promising thera-
peutic option due to their good CNS penetration, with
potential to improve survival and quality of life in pa-
tients with BNS.

BOJNIECTTA HA KACTEJIMAH - ANATHOCTUYHO NPEAU3BUKATEJICTBO
NMPU NTMMOONPOJIMOGEPATUBHU 3ABOJIABAHUA
C. Muwkaposa-llempoeaa, P. Pauyes, A. [lempos, C. Jumumpoesa, B. lepos,

L. FO3eup-Canueea, U. Muueea
Knurnuka no Xemamonoeaus, YMBAJI,,Ce. MapuHa” — BapHa, beneapus

CASTLEMAN DISEASE - A DIAGNOSTIC CHALLENGE IN
LYMPHOPROLIFERATIVE DISORDERS

S. Mishkarova-Petrova, R. Rachev, Y. Petrov, S. Dimitrova, V. Gerov, Sh. Yuzeir-Salieva, I. Micheva
Clinic of Hematology, University Hospital “St. Marina” — Varna, Medical University of Varna, Bulgaria

BbBepgeHue: bonectTta Ha KactenmaH (BK) e psigko, He-
KnoHarnHo numdonponudepaTnBHO 3abonsiBaHe ¢ KOM-
MMeKCcHa U XeTeporeHHa CbluHOCT. O6XBalla CneKkTbp
OT pedkn 3abonsiBaHUsi CbC crneumgunyHm xncTonaTorno-
rMYHK Benesun, BKIIOYMTENHO yHuUeHTpuyHa BK (yBK),
navonatnyHa myntuueHtpynyHa BK (MMBK) n acouun-
paHa C YoBeLUKu Xepriec BUpyc 8 MyntuuleHTpuyHa bK
(HHV-8+ MBK). dnarHosarta 4yecTto ce 3abaBsi nopaau
NPUNOKPUBALLUTE Ce KIMHUYHW XapaKTePUCTUKN C pas-
NUYHN aBTOMMYHHW, Bb3NanuTeNHW U 3roKayecTBeHU
nmmdonponundepaTtBHm 3abonsiBaHuS.

Introduction: Castleman disease (CD) is a rare,
non-clonal lymphoproliferative disorder with a complex
and heterogeneous nature. It encompasses a spec-
trum of rare diseases with distinct histopathological
features, including unicentric CD (UCD), idiopathic
multicentric CD (iMCD), and human herpesvirus 8-as-
sociated multicentric CD (HHV-8+ MCD). Diagnosis is
often delayed due to overlapping clinical characteris-
tics with various autoimmune, inflammatory, and ma-
lignant lymphoproliferative diseases.

Case Description: We present the case of a 66-year-
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OnucaHue Ha cnydyasa: [lpeacraBame  KNMHUYEH
crnyvanm Ha 66-roguviiHa xeHa, npu KoaTo 3abonssa-
HeTo gebtotupa 2018 . ¢ aBTOMMYHHa XEMOMUTUYHA
aHemusi, 6e3 AaHHM 3a CrreHoOMeranus U yBenuyeHu
nMmdHN Bb3NW. MNMpoBeaeHo e UHTEPMUTEHTHO feve-
Hue ¢ kopTtukocTepouau. MNpes 2021 r. no noBoa Ha-
pacTBaliM LWWAHW NUMEPHM Bb3NU € OCbLLeCTBeHa
Buoncusi cbe 3aknveHne 3a nguonaTmyHa donect Ha
KactenmaH, HHV-8 otpuuarenHa. lNposeaexu ca wect
kypca R-COP po oktomepm 2021 1. ¢ nocnensawia pe-
mucus. lNMpes tonu 2022 1. e ycTaHOBEH paHeH peuu-
OUB, KaTO UMYHOXUCTOXUMUYHUAT aHanu3 ycTaHOoBSABa
aHrnommMyHobnacrteH T-knetbyeH numdom, EBV otpu-
uateneH. Cnen wect kypca CHOEP u koHconvaupa-
LLla aBTOMNOXHA TpaHCMMNaHTaLmMs Ha CTBOMOBU KMETKM,
npe3 mapT 2023 r. e nocturHata pemucus. Npes onu
2023 r. MET/KT nokasea peuungus. CTapTupaHo e ne-
yeHue ¢ BpeHTykcMmab, kaTto npe3 oktomepu 2024 T.
ce ycrtaHoBsiBa nporpecus. NocnegHata Guoncus e
C MOpPGONorMyHa M WMMYHOXUCTOXMMUYHA KapTuHa,
Han-6rnm3ka o onvkynapeH B-knetbyeH numdom.
3akntoueHue: [InarHosata bK ce ocHoBaBa Ha UHTe-
rpYpaH aHanu3 Ha KIMHUYHUTE NposiBuM, obpasHuTe
HaxodKW, XWUCTOSOMMYHUTE N UMYHOXUCTOXUMMUYHUTE
pesyntatu. HaBpemMeHHOTO pasno3HaBaHe K Aude-
peHuunpaHe Ha BK ot gpyrn numdonponugepatusHm
3abonsiBaHMs e KIMHYoBO 3a N36opa Ha ONTUMAIHO ne-
YyeHue n nogobpsiBaHe Ha NporHosara.

old woman whose disease debuted in 2018 with au-
toimmune hemolytic anemia, without evidence of
splenomegaly or lymphadenopathy. Intermittent cor-
ticosteroid therapy was administered. In 2021, due
to progressive cervical lymphadenopathy, a lymph
node biopsy was performed and revealed idiopath-
ic HHV-8-negative Castleman disease. She received
six cycles of R-COP until October 2021, achieving re-
mission. In July 2022, early relapse was documented,
and immunohistochemistry confirmed angioimmuno-
blastic T-cell lymphoma (AITL), EBV-negative. After
six cycles of CHOEP and a consolidative autologous
stem cell transplantation in March 2023, remission was
achieved. However, in July 2023, PET/CT imaging re-
vealed disease recurrence. Treatment with brentuxi-
mab was initiated, but progression was noted in Oc-
tober 2024. The latest biopsy showed morphological
and immunophenotypic features most consistent with
follicular B-cell lymphoma.

Conclusion: The diagnosis of Castleman disease re-
quires an integrated evaluation of clinical presentation,
imaging findings, histological patterns, and immuno-
histochemical results. Timely recognition and differen-
tiation of CD from other lymphoproliferative disorders
is essential for selecting optimal treatment and improv-
ing patient outcomes.

HAPYLUEHA EKCINPECUA HA NOABPAHU MNTASMEHUN MUKPOPHK-U NMPU
NAUMEHTU C MUENOAUCINACTUYEH CUHAPOM

C. AmaHacoea’, T. YepeeHkoe? M. TeHeea?, U. Kpvcmee?, C. Jumumpoea', . Muyeesa'’
'KnuHuka no xemamonoeaus, YMbBAJ1 ,,Ceema MapuHa” — BapHa, MeduyuHcku yHUsepcumem
JI1pog. 0-p Napackes CmosaHo8" — BapHa
2Jlabopamopus no KAUuHUYHa umyHonoaus, YMbAJ1,,Ceema MapuHa” - BapHa

ALTERED EXPRESSION OF SELECTED PLASMA MICRORNAS IN PATIENTS WITH
MYELODYSPLASTIC SYNDROME

S. Atanasova’, T. Chervenkov? M. Teneva? I. Krastev? S. Dimitrova', I. Micheva'
' Clinic of Hematology, University Hospital “St. Marina’; Medical University
“Prof. Dr. Paraskev Stoyanov’; Varna, Bulgaria
2Laboratory of Clinical Immunology, University Hospital “St. Marina’; Varna, Bulgaria

Llen Ha n3acneaBaHeto: MukpoPHK (MuP) npeacta-
BnsiBaT Manku Hekogmpawm PHK monekynu, kouto pe-
rynvpar reHHaTa ekcrnpecusi Ha NoCTTPaHCKPUMLMOHHO
HMBO. Bce noeeye nacneaBaHusi ce ookycmpar Bbpxy
N3AICHsIBaHe Ha ponsita UM B pa3BUTUETO W Nporpecus-
Ta Ha muenogucnnactnyHua cuHgpom (MAC). Hacto-
AILLIOTO NPOyYBaHe MMa 3a Len Aa u3crnensa HMBaTa Ha
n3bpaHn nnasmexHm mukpoPHK npu naunentn ¢ MAC
N TsIXHaTa Bpb3ka CbC 3abonsiBaHeTO.

MaTtepuanu n metoau: AHanuavpaHu ca nnasmeHun

Aim of the study: MicroRNAs (miRNAs) are small
non-coding RNA molecules that regulate gene expres-
sion at the post-transcriptional level. An increasing
number of studies focus on investigating their role in
the development and progression of myelodysplastic
syndrome (MDS). The aim of this study is to investi-
gate the levels of selected plasma microRNAs in pa-
tients with MDS and their association with the disease.
Materials and methods: Plasma samples from 40 pa-
tients with MDS and 10 healthy controls were analyz-
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npo6u ot 40 nauymeHtTn ¢ MOC n 10 3gpaBu KOHTPONWU.
VMsamepeHa e ekcripecusta Ha net MukpoPHK (MuP-22,
MuP-144, mnP-16, let-7a n mnP-451a) upes konmyecT-
BeH RT-PCR.

PesynTtartu: [Npun cpaBHUTENEH aHanNn3 Mexay naumeH-
TmTe ¢ MAC n 30paBuTE KOHTPONM € YCTaHOBEHO CTa-
TUCTUYECKM 3HAYMMO MOHWKEHME B Mria3MeHuTe HuBa
Ha yetnpn MukpoPHK — mnP-451a, mnP-16, mnP-144
n let-7a (p < 0.05). Cpea 1ax muP-451a geMoHcTpupa
Hal-3HayMma pasnuka B eKcrnpecusita, Kato MmegunaHa-
Ta npu naumeHtuTe e 0.8215, B cpaBHeHwue ¢ 2.132 npu
3apaBuTe KoHTponu. MNpu cTpatndurkaums no nNpoueHT
onactn n R-IPSS puck, let-7a e noHwxkeHa npu naumneH-
TU C HUCBK NpoueHT dnactu (p = 0.0250), a B rpynaTta ¢
HUCBK PUCK — MOHWKEHa eKCrpecusi KakTo Ha let-7a, Taka
1 Ha MnP-451a (p = 0.0172 n p = 0.0449). MNMpoBeneH e n
KopenauuoHeH aHanu3s, KOWTO rnoka3ea yMepeHu Mnoso-
XKUTEMNHW 3aBUCUMOCTU MexXay HuBaTa Ha MUP-22, MuP-
144 w let-7a n nakTataexwgporeHasara, KakTo 1 mexay
MUP-144, MnP-16 n mnP-451a 1 cepymHus peputuH.
3akntoyeHue: Pe3yntatnte nokaseart Hanmyne Ha Cb-
LLeCTBEHN MPOMEHM B HMBAaTa Ha onpegeneHu nnas-
mMeHn MukpoPHK npu MAC, kato muP-451a u let-7a
OeMOHCTpupaT Han-OTYETNIMBI Pa3fnKn. YCTaHOBEHN-
Te BPb3KM Mexay ekcnpecusta Ha MUKpoPHK u knu-
HUYHN XapaKTEPUCTUKN Ha 3abonsiBaHeTO MoaKpensiT
TAXHaTa noTeHuuanHa ponsd B narodusnonorusaTa u
cTpatTudmkaumsTa Ha MIC.

ed. The expression of five microRNAs (miR-22, miR-
144, miR-16, let-7a, and miR-451a) was measured
using quantitative RT-PCR.

Results: A comparative analysis between MDS pa-
tients and healthy controls revealed a statistically sig-
nificant decrease in plasma levels of four microRNAs
— miR-451a, miR-16, miR-144, and let-7a (p < 0.05).
Among them, miR-451a showed the most pronounced
difference in expression, with a median value of 0.8215
in patients versus 2.132 in healthy controls. Upon strat-
ification by blast percentage and R-IPSS risk, let-7a
was reduced in patients with a low blast count (p =
0.0250), while in the low-risk group, both let-7a and
miR-451a expression were decreased (p = 0.0172 and
p = 0.0449, respectively). A correlation analysis was
also performed, revealing moderate positive asso-
ciations between the levels of miR-22, miR-144, and
let-7a and lactate dehydrogenase, as well as between
miR-144, miR-16, and miR-451a and serum ferritin.
Conclusion: The results demonstrate significant al-
terations in the levels of specific plasma microRNAs
in MDS, with miR-451a and let-7a showing the most
distinct differences. The observed associations be-
tween microRNA expression and clinical characteris-
tics support their potential role in the pathophysiology
and stratification of MDS.

MUENOUAHA/NMNMMOOUAHA HEOIMJIA3UA C EO3SUHOOUITNA
U PDGFRA NPEHAPEXAAHE - KIMHUYEH C/TYYAN

C. AmaHacoea', C. lumumpoea’, I banayenko?, P. JlykaHoe', . Muyeea’
'KnuHuka no xemamonoeaus, YMbAJ1 ,,Ce. MapuHa” - BapHa, MeduyuHcKku yHusepcumem
LIpogh. 0-p Napackes CmosHos” - BapHa
2 Jlabopamopus no yumozeHemuka u MosiekynapHa 2eHemuka, CbAJIX3 - Cogusa

MYELOID/LYMPHOID NEOPLASM WITH EOSINOPHILIA AND PDGFRA
REARRANGEMENT - A CLINICAL CASE

S. Atanasova', S. Dimitrova’, G. Balatzenko? R. Lukanov', I. Micheva'
! Clinic of Hematology, University Hospital “St. Marina’; Medical University
“Prof. Dr. Paraskev Stoyanov’, Varna, Bulgaria
2L aboratory of Cytogenetics and Molecular Genetics, NSHATHD-Sofia, Bulgaria

Llen Ha uscnegBaHeTo: MwuenougHata/numdongHa
Heonnasus ¢ eo3nHounusa u Hanvune Ha PDGFRA
reHHO NpeHapexaaHe € pPsaKo, HO KIMMHUYHO 3Ha4YMMO
XemaTorormyHo 3abonsiBaHe, KOETO Ce XapakTepusu-
pa c nepcuctmpalla eo3nHOMUNnsa n 4YecTo 3acsraHe
Ha pasnuyHun opraHu. Llenta e ga ce npeacraBun Knu-
HUYEH Crny4yan Ha nauueHT C TakaBa Heonnasus, npu
KOrOTO € NMOCTUrHAT NbMEH U TpaeH MONEKYNApeH OT-
roBop cref fnevyeHne ¢ MMaTuHmO.

N3anoxeHue: Mbx Ha 39 roanHmM nocTbhBa C Onrakea-

Aim of the study: Myeloid/lymphoid neoplasm with
eosinophilia and PDGFRA gene rearrangement is a
rare but clinically significant hematologic malignancy,
characterized by persistent eosinophilia and frequent
involvement of various organs. The aim is to present a
clinical case of a patient with this neoplasm, in whom
a complete and durable molecular response was
achieved following treatment with imatinib.

Case presentation: A 39-year-old man was admitted
with complaints of generalized skin itching, without vis-
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HMS OT reHepanuaupaH cbpbex no koxara, 6e3 Buanm
obpuB, 6e3 B-cumntomu 1 6e3 gaHHu 3a nHdekums. Ot
bm3nKanHUs Npernea ce yCTaHoBSABAT YBENMUYEHU UHT-
BMHaNHU NMM@HM Bb3NW 1 MannaTtopHa crnreHomMera-
nus. MNbrHaTa KpbBHA KapTUHA NOKa3Ba M3pas3eHa NeB-
koumuTo3a (36.57x%10%L) ¢ oneesiBaHe JO MPOMUENOLIAT
1 3HaumTenHa eosuHodunmsa (15.01x10%L). N3ebpLue-
Ha e broncusa Ha NMMAEH Bb3er, KOSTO He YCTaHOBSIBa
OaHHM 33 ManurHeHoCT U € CbBMECTMMA C PEAKTUBHU
npomeHu. KocTHOMO3b4YHATa acnupauus € HeguarHo-
CTUYHa, a OT TpenaHobuoncusita ce yCTaHOBSIBA MU-
enonponudepaTBHa HeomnnasMa C OOMUHUpPaHe Ha
eo3nHounu (okono 70% ot knetkute) n dmbposa 2
cTeneH. [poBeoeHOTO MOMEKYNSIPHO M3cnenBaHe Mo-
ka3Ba Hanuuue Ha FIP1L1-PDGFRA TpaHckpunTy.
MoctaBeHa e gmarHosa MuenovaHa/numdouaHa He-
onnasus ¢ eosnHopunuss n PDGFRA reHHo npeHa-
pexaaHe 1 e 3arnoyHaTto fnedyeHune ¢ umatuHmo 100 mr
OHeBHoO. NocTurHat e 6bp3 KIMUHUYEH, XEMaTONOrMYeH
N MOIEeKynspeH OTroBOpP, KOMTO ce noaabpXa TpamHo
npw npocneassaHe Hag 24 meceua.

3akntoyeHue: [peacraBeHuaT cnydanm nogvepraBa
HeobXoOMMOCTTa OT HaBPEMEHHO pas3rno3HaBaHe Ha
ToBa 3abonsBaHe Mpu NauMeHTU C e03UHOUNUS ”
M3BbPLLBAHE Ha LieneHacovyeHa MorneKynsipHa aMarHo-
ctuka. NoeHtndpuumpanHeto Ha PDGFRA npeHapex-
JaHe e OT peluaBallo 3HaYeHne, Tbil KaTo HanNMYneTo
My MO3BOMsIBA MpunaraHeTo Ha Tepanusi ¢ UMaTuHUO,
KOSITO 3HAYMTErNHO nofobpsiBa MporHo3arta U NPOMeHs
xofa Ha 3abonsiBaHeTo.

ible rash, B symptoms, or signs of infection. Physical
examination revealed enlarged inguinal lymph nodes
and palpable splenomegaly. Complete blood count
showed marked leukocytosis (36.57%10%L) with a
left shift to promyelocytes and significant eosinophilia
(15.01x10°%L). A lymph node biopsy showed no evi-
dence of malignancy and was consistent with reactive
changes. Bone marrow aspiration was non-diagnostic,
but bone marrow biopsy revealed a myeloproliferative
neoplasm with eosinophilic predominance (approxi-
mately 70% of the cells) and grade 2 fibrosis. Molecu-
lar testing identified the presence of FIP1L1-PDGFRA
transcripts.

A diagnosis of myeloid/lymphoid neoplasm with eosin-
ophilia and PDGFRA gene rearrangement was estab-
lished, and treatment with imatinib 100 mg daily was
initiated. A rapid clinical, hematologic, and molecular
response was achieved and has been sustained for
more than 24 months of follow-up.

Conclusion: This case highlights the importance of
timely recognition of this condition in patients present-
ing with eosinophilia, as well as the need for targeted
molecular diagnostics. Identifying a PDGFRA rear-
rangement is critical, as its presence allows the use of
imatinib therapy, which significantly improves progno-
sis and alters the course of the disease.

CMNEHAJIEH MAPTUHAJTHO3OHOB JIMMO®OM U PEAKUTE YCJ1IOXKHEHUA,
Bb3HUKBALLU B XOOA HA 3ABOJIABAHETO: KIIMHUYEH CJTYYAN

M. Pomaroea, T. [lonoea, A. NopdaHos, A. Paduros
YMBAJI,,Ceemu VNeaH Puncku”

CLINICAL COURSE AND MANAGEMENT OF RARE COMPLICATIONS IN SPLENIC
MARGINAL ZONE LYMPHOMA: A CASE REPORT

M. Romanova, T. Popova, A. Yordanov, A. Radinoff
UMBAL “St. Ivan Rilski”

Llen Ha wm3acnepgBaHeto: CnneHanHWAT MapruHan-
HO-30HOB NUMAOM € B-kneTbyeH nMMdom, KOWTO ce
nposiBsiBa ¢ HecrneunuyHu CMMNTOMU U OBMKHOBEHO
npoTMya UHOONEHTHO. HacToAWNAT KNNMHUYEH cry4van
uenu aa oeMOHCTpUpa peakuTe, HO XnBoTosacTpalua-
BalLLM YCNOXHEHWNHA, KOUTO MOraT Aa Bb3HUKHAT B Xo4a
Ha 3abonsiBaHETO, KaKTO M TepaneBTUYHUS MOAX0n
nNpyv MEHaXMPaHETO M.

Matepuanu n metoagm: Kacae ce 3a naumeHTka Ha
62 roguHn, KOATO e XocnuTanuampaHa 3a NbpBU NbT
npe3 M. toHu 2024 1. 3a AMarHoCTUYHO YTOYHSIBaHE Ha
aHeMuyeH CUMHOPOM, NMMAOLMTO3a U KOHCYMaTUBEH
cuHapoMm. Ypes drnoyuuToMeTpuyHO u3criegBaHe Ha

Aim of the study: Splenic marginal zone lymphoma
(SMZL) is a B-cell lymphoma characterized by non-
specific symptoms and an indolent clinical course.
This clinical case aims to illustrate rare but potentially
life-threatening complications that may arise during the
disease course, as well as the therapeutic strategies
employed in their management.

Materials and methods: We present the case of a
68-year-old female patient who was first hospitalized
in June 2024 for diagnostic evaluation of anemia, lym-
phocytosis, and constitutional symptoms. A diagnosis
of splenic marginal zone lymphoma was established
based on peripheral blood flow cytometry, bone mar-
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nepudepHa KpbB, TpenaHobuoncus u obpasHn us-
cnepfBaHus ce nocTtaesa AvarHosata CnneHaneH map-
MMHANHO30HOB NUMAOM.

Pesyntatu: CrtaptTupaHo € neyeHne no npOoTOKON
R-CVP, Ho nopaau HENOHOCUMOCT U HE3al0BONUTENEH
TepaneBTUYEH OTroBOP crnep ABa Kypca, ce npeMunHaBa
KbM BTOpa nNuHus neveHne — R-Bendamustine. Cnen 4
Kypca Ha Tepanus ce OT4MTa YacTuyeH otrosop. Mpu
nocnefpalla xocnuranusauus nayueHTkara nocTbh-
Ba C JaHHM 3a oCTbp xenatut E n Texka TpomboLmTo-
neHusl, Ha POHa Ha KOSITO HacTbMNBa KbPBEHE OT ropeH
MNT. Cnep n3knoyYBaHe Ha BCUYKN Bb3MOXHU MPUYMHU
e noctaBeHa guarHo3sa UTT1. NpoBegeHo e neveHne c
KC 6e3 edpekT. KaTo BTOpa NUHKSA Ha Tepanus e U3Bbp-
LIeHa CNIIEHEKTOMUS, C KOATO HacTbMBa U3NeKyBaHe
Ha UTT]. KbM MoMeHTa nabopaTtopHUTe Mokasatenu
Ha naumeHTKaTa ca B pePepeHTHN rpaHnLIN.
3akntoyeHue: Crnyyadat JEMOHCTpUpa eBonuusaTa u
pEeOKUTE, HO XKMBOTO3aCTpaLLaBaLLM YCIIOXHEHUS MpU
MaprmHanHo3oHoOB NMMMMGOM, KaKTo U HEOBXOOAMMOCT-
Ta OT KOMMMEKCEH MOoAX0o4 MPU MEHAXMPAHETO UM.

row trephine biopsy, and imaging studies.

Results: Initial treatment with the R-CVP protocol was
initiated; however, due to intolerance and suboptimal
therapeutic response after two cycles, second-line
therapy with R-Bendamustine was commenced. A par-
tial response was achieved after four cycles. During
a subsequent hospitalization, the patient presented
with acute hepatitis E and severe thrombocytopenia,
accompanied by upper gastrointestinal bleeding. Fol-
lowing exclusion of other potential causes, a diagnosis
of immune thrombocytopenia (ITP) was established.
Corticosteroid treatment was initiated but proved in-
effective. As a second-line therapy, splenectomy was
performed, resulting in resolution of the ITP. At present,
the patient’s laboratory parameters remain within refer-
ence ranges.

Conclusion: This case highlights the clinical evolution
and the rare but serious complications associated with
marginal zone lymphoma, underscoring the need for a
comprehensive and individualized approach to patient
management.

KAYECTBO HA KPbBHUTE CbCTABKWU 3A TPAHCOY3UA NMPU NALUEHTIA
C XEMATONIOIMYHU 3ABONTABAHUA C ®OKYC BbPXY OCUT'YPABAHETO
HA TPAHCOY3UNOHHA BE3OIMNACHOCT
K. Tepsueea', Jj. Bacuneea-bennukonoecka® W. Jlasapoea?

' HayuoHasneH yeHmsp no mpaHcghy3uoHHA XeMamosio2usi
2CneyuanusupaHa 60/1HUYA 3d AKMUBHO Jle4eHue Ha XeMamoJsio2udHu 3abonasaHus, Copus

QUALITY OF BLOOD COMPONENTS FOR TRANSFUSION IN
PATIENTS WITH HEMATOLOGICAL DISEASES: FOCUS ON ENSURING
TRANSFUSION SAFETY
K. Terzieva', D. Vasileva - Belnikolovska?, Y. Lazarova?

' National Center of Transfusion Hematology
2Specialized Hospital for Active Treatment of Hematological Diseases, Sofia

BvBeaeHue: [NayneHTUTEe CXemMaTonormyHm 3abonsisa-
HUSA U3MUCKBAT NepcoHanuanpaH TpaHcy3noHeH noa-
xoA. KayecTBOTO Ha KpbBHUTE CbCTABKU € KYOBO 3a
B©esonacHocTTa U e(PEKTMBHOCTTA Ha TepanusTa C TAX.
Len: [la ce npeacraBu aHanm3 Ha Npon3Be4eHNTE OT
HaunoHanHus ueHTbp No TpaHcdy3noHHa xemaTorno-
st (HLUTX) KpbBHU CbCTaBKM, C aKLUEHT BbPXY KOHTPO-
na Ha Ka4yeCcTBOTO U HEOOXOAMMOCTTa OT cneunanmau-
paHa obpaboTtka.

MaTtepuan u metogu: AHanuaupaHa e AenHocTTa
Ha HUTX 3a ocurypsiBaHe Ha KpbBHU CbCTaBKu npes
2024 rogunHa, BKIHOYUTENHO 3a NauMeHTU C XemaToro-
ryHn 3abonsiBaHudA. MiscnegBaHu ca OeNHOCTUTE 3a
ocuUrypsiBaHe Ha KayecCTBOTO Ha KPbBHUTE CbCTaBKW.
M3nonssaHu ca BbTPELUHN Y OTYETHN JOKYMEHTH.
Pesyntatu: lNpe3 2024 r. 3a ne4yebHUTE 3aBedeHMUs
ca ekcnegupaHn 17 142,746 nutpa epuTpoLMTeH

Introduction: Patients with hematological diseases
require a personalized transfusion approach. The qual-
ity of blood components is critical to ensuring both the
safety and efficacy of transfusion therapy.

Aim: To present an analysis of blood components pro-
duced by the National Center of Transfusion Hematol-
ogy (NCTH), with emphasis on quality control and the
need for specialized processing.

Materials and methods: The transfusion-related ac-
tivities of NCTH during 2024 were analyzed, including
supplies for patients with hematological conditions.
Quality assurance procedures for blood components
were examined. Internal records and official reports
were used as data sources.

Results: In 2024, NCTH dispatched 17,142.746 liters
of red blood cell concentrate (RBC), 17.2% of which
were leukoreduced, 11,084 platelet concentrates
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koHueHTpaTt — EK, (17,2% obGesneskouuteHu), 11 084
TpombBounTHU KoHueHTpath (TK) oT eguHuua KpbB,
2447 TK ot anapatHa adepesa n 7015,050 n npsc-
Ho 3ampaseHa nnasma (M3I1). 74% ot adepesHnTte TK
ca ekcnegmpanu 3a naumeHTu Ha CneumnanvaupaHarta
OonHMLa 3a aKTMBHO JleYeHne Ha XeMaTONMOrMyYHN 3a-
bonsaBaHMsa C NPMOPUTET 3a NALMEHTU C TPaHCNNaHTa-
UMs Ha XeMOMOETMYHWN CTBOMOBU KINETKM U 3a BOonHu
C TeXKa KOCTHOMO3b4YHa annasusi. bonHuuarta otunta
nosuwlaBaHe Ha uanona3eaHeTo Ha TK 3a npeBeHUuS
Ha Xemoparu4yHu YCMOXHEHUs MpU XMMUOTEpanus.
87,4% ot BcuykM TpaHcdysupanu eguHnum EK ca
00€e3neBKOLMTEHM.

3a ocurypsiBaHe Ha 6€30MacHOCT Ha KPbBHUTE CbCTaB-
kn B HLTX ca u3BbpLlUeHn MMYHOXEMaTONOMMYHU U U3-
cneaBaHUs 3a Mapkepu Ha TPaHCMUCUBHU NMHAEKLUN.
M3BbpweHn ca 15 015 KOHTpONHU m3crnegBaHUs Ha
obem, xemaTokpuT, xemornobuH, % xemonusa u gp.,
KakTo 1 9622 MUKpobMonornyHn nacnegsaHus.
3aknioueHune: KpbBHUTE CbCTaBKW, MNPOU3BEXOAHU
B HLTX, oTroBapdaT Ha cTaHgapTuUTe 3a KavyecTBO Ha
CobBera Ha EBpona. 3a xemartonorm4Hu nauueHTu
M3NCKBaHUSATA ca NO-BUCOKM — 0DesneBkoUUTsIBaHe,
naToreHHa MHaKTUBaLMS U Mpu Hyxaa obnbyBaHe ca
KMnoyoBU 3a be3onacHoCcTTa Ha TpaHcdy3udaTa.

(PCs) derived from whole blood donations, 2,447
apheresis-derived PCs (AP-PCs), and 7,015.050 liters
of fresh frozen plasma (FFP).

Of the AP-PCs, 74% were distributed to the largest
specialized hospital for hematologic diseases in Sofia,
primarily for patients undergoing hematopoietic stem
cell transplantation and for those with severe bone
marrow aplasia. The hospital reported increased PC
usage for the prevention of hemorrhagic complications
during chemotherapy.

Among all transfused RBC units, 87.4% were leu-
koreduced.

To ensure blood component safety, NCTH performed
immunohematological testing and screening for trans-
fusion-transmissible infections. Additionally, 15,015
quality control tests (volume, hematocrit, hemoglobin,
hemolysis %, etc.) and 9,622 microbiological tests
were conducted.

Conclusion: Blood components produced at NCTH
meet the Council of Europe’s quality standards. For
hematological patients, requirements are even high-
er — leukoreduction, pathogen inactivation, and, when
necessary, irradiation, are critical for safe transfusion
therapy.

AMUIIONOM HA OPBUTATA - KIMHUYEH CNTYYAN

M. Xpucuyeea', E. bekupoea', J1. Llemenekoea’, I. Jeemkoea', lj. Bacunesaa',
M. Paiikoecka’, U. TeHesa', C. Xxpucmoea?, E. Xaoxxueg’
' MeduyuHcku yHusepcumem — Cogpus, MeduyuHcku pakynmem, Kamedpa no ssmpewHuU 6os1iecmu,
YMBAJ,,AnekcaHoposcka” — KnuHuka no KnuHU4YHa xeMamaoJsioz2us

2MeouuyuHcku yHUsepcumem — Kameopa no obwa u kKnuHu4yHa namosnoeus, YMBAJ1 ,AnekcaHoposcka

“"

AMYLOIDOMA OF THE ORBIT - A CLINICAL CASE
M. Hrishcheva', E. Bekirova', L. Shemelekova', G. Tsvetkova', Tsv. Vasileva',
M. Raykovska', I. Teneva', S. Hristova?, E. Hadzhiev'
' Medical University - Sofia, Faculty of Medicine, Department of Internal Medicine, University Hospital
‘Alexandrovska’ - Clinic of Clinical Hematology
% Medical University — Sofia, Department of General and Clinical Pathology, University Hospital ‘Alexandrovska’

AMnnongombT € conutapHa dopmanms, CbeTosLla ce
OT aMWUNOMAEH NPOTENH, KOSTO Bb3HUKBA NpUW NaumeH-
TV € unn 6e3 gaHHM 3a CUCTEMHA aMUITOMAa03a U MoXe
Ja ce gmarHocTuumpa B pasfivyHu OpraHu U CUCTEMM.
Len: NpenctaBsame cny4van Ha 64-rogviHa nauueHT-
Ka ¢ amuronaom, 3acsral, nsearta opbuTa.

MaTtepuan u metogu: Kacae ce 3a naumneHTka Ha 64r.,
noctbnuna B KnuHukata npe3 m.12.24 r. no noBOA Xuc-
TONOMMYHO BEpUULMpaH nNnasMoLmnTom B nisiBata op-
buta. OT npoBeaeHnTe NabopaTopHU, UMYHOMNOMNYHM,
LUMTOMNOMMYHN 1 0BpasHM n3cnegBaHUst € OTXBbPreHO
CUCTEMHO 3abonsiBaHe MO TuMa Ha MHOXECTBEH MWu-
enoM, KakToO W Hanmuyne Ha Opyru ekcrpamenynapHu
dopmaummn. OT npepasrnexxaaHeTo Ha XMCTONOrMYHUS

Amyloidoma is a solitary mass composed of amyloid
protein that may develop in patients with or without ev-
idence of systemic amyloidosis and can be diagnosed
in various organs and systems.

Objective: We present a case of a 64-year-old female
patient with an amyloidoma affecting the left orbit.
Materials and methods: The case involves a 64-year-
old female patient who was admitted to our Clinic in
December 2024 with a histologically verified plasma-
cytoma in the left orbit. Laboratory, immunologic, cyto-
logical and imaging studies ruled out systemic disease
such as multiple myeloma, as well as other extramed-
ullary formations. Upon reevaluation of the histologi-
cal material, the diagnosis was revised to “extranodal
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Martepuan guarHosaTta € KareropuaupaHa karto ,eKc-
TpaHoganeH B-knetbyeH numdcom ¢ nnasmoumTHa
andepeHumaumnsa 1 nokanHo otnaraHe Ha amunong’.
MpoBeneHo e neyeHve no npotokon VCD 3a 3 kypca ¢
pelleHne 3a nocnesalla fiokasnHa nbyetepanus
Pesyntatu: Ot AMP cneg lll kypc He ce oTuuTa guHa-
MMKa B pasMepa Ha HaxoakaTa, nopagu Koeto 6onHa-
Ta e Haco4eHa 3a XMPYPrMyHO fieveHmne ¢ ekcTmpnauus
Ha popmaumndaTa, KaTo XMCTONMOMMYHUAT pe3ynTar cre-
JonepaTuBHO NOTBbpXAaea: ,JlokanHa amunongosa“.
Mocnepgawata peoueHka ¢ AMP cnep uHTepBeHUuUs-
Ta He yCTaHOBsBA pe3nayarneH TymopeH obem. Haco-
YyeHa 3a foKanHo fbyeneyveHme.

3akntoueHue: JlokanuanpaHata amurnonaosa e psigka,
KaTo Mo nuTepaTypHWN AaHHW camo 4% OT crnyyauTte Ha
amMunonao3a Ha rnaeara v Lumsita 3acsarat opburara, kato
Hal-4eCTO Ce YCTaHOBSIBaT B KOHIOHKTMBATA, KrenavuTe
N cnb3HaTa >nesa. [uarHocTuumMpaHeTo Ha opbutanHa
amMuronao3a U3nckea npeLmnsHa oLeHka Ha naumeHTa 3a
W3KMOYBaHE Ha CUCTEMHO 3acsiraHe. TepaneBTUYHUTE
noaxoaw BKMKYBAT HAOMOEHNe, XUpYpruiHa pesekums
W NTbYeTepanusl, C OCHOBHA LeN CbXpaHsaBaHe Ha oyHK-
UMsiTa Ha OKOTO M MpenoTBpaTsiBaHe Ha YCIOXHEHUS.
[Nopaamn 3HaunTenHarta BEpOATHOCT 3a peunamem, naum-
EHTUTE Ce HYXOasaT OT OAbMArocpoYHO npocreasasaHe.
0O606LWeHre Ha KNUHUYHUA crnyvan: [peacTaBeHuaT
criyyay onucBa psigka fokanuaupaHa opMa Ha amu-
novgosa, 3acsrawa nseata opbuta npu 64-roguiiHa
naumeHTka. [InarHoCTUYHMAT NPOLEC BKITHOYBA XUCTOMO-
MMYHO 1M 0OpasHO mM3cnenBaHe, Ype3 KOUTO Ce WU3KIHOM-
Ba cUCTeMHO 3abonsiBaHe. OkoH4aTenHaTa guarHosa e
,EKCTpaHodaneH B-kneTbyeH numMdom ¢ nnasmoumTHa
andepeHunaumnsa 1 nokanHo oTnaraHe Ha amunoung’.
MpoBeneHo e ne4veHune no npotokon VCD, nocrneasaHo
OT XMpPYpruyHa pesekums nopagu nunca Ha guHamuka
B oOpasyBaHueTo. CrnenonepaTvBHO € NOTBbpAEHA Jo-
KanHa amunougosa. [auneHTkaTa e HacoyeHa 3a nb-
yetepanusa. CnyyaaT nogyeptaBa HeobxoaMmocTTa OT
MyNTUAUCUMNNNHAPEH NOAXOA U ABbAFOCPOYHO Mpocrie-
AsBaHe npu nogobHM pegku nokanusaumm Ha amuIo-
ngosa.

B-cell lymphoma with plasmacytic differentiation and
local amyloid deposition.” Treatment included 3 cycles
of the VCD protocol, after which the patient was con-
sidered for subsequent local radiotherapy.

Results: MRI following the 3rd cycle revealed no
change in the lesion’s volume. Due to the lack of re-
sponse, the patient was referred for surgical excision
of the mass. Postoperative histological analysis con-
firmed: “Localized amyloidoma.” Follow-up MRI after
surgical extirpation showed no residual tumor volume.
The patient was referred for local radiotherapy.
Conclusion: Localized amyloidoma is rare, with only
about 4% of head and neck amyloidoma cases affect-
ing the orbit, most commonly involving the conjunctiva,
eyelids, and lacrimal gland. Diagnosis of orbital amyloi-
doma requires thorough patient evaluation to exclude
systemic involvement. Therapeutic approaches in-
clude observation, surgical excision and radiotherapy,
with the primary aim of preserving ocular function and
preventing complications. Due to the significant risk of
relapse, patients require long-term follow-up.

KIMHWYEH CNYYAN HA AHANJIACTEH ANIK(+)NOJ. T-KNETHBYEH IMMOOM

T. Monoea, C. O3ekyueea-lyneea, A. NopdaHos, A. PaduHoe
YMBAJ, Cs. ieaH Puncku” - Cogpus

CLINICAL CASE OF ANAPLASTIC ALK(+) SYSTEMIC T-CELL LYMPHOMA

T. Popova, S. Yuzechkieva-Guleva, A. Yordanov, A. Radinoff
UMHAT “St. Ivan Rilski” - Sofia, Bulgaria

Llen Ha uscnepBaHeTo: LlenTa e ga ce npeacrasu am-
arHOCTUYHOTO YTOYHSABAHE, TEpPaneBTUYHUAT MOAXOA
N NbpBOHAYanHUAT neyvebeH pesyntaT nNpu NaumeHT
Ha 48 rogmMHu C aHannacTeH egpoKneTbYeH NMMAOM,
ALK (+), T-kneTbyHa andepeHumaumnsa u cbnbTCTBaLLa

Aim of the study: The aim is to present the diagnos-
tic workup, therapeutic approach, and initial treatment
outcome in a 48-year-old patient with anaplastic large
cell lymphoma (ALCL), ALK-positive, with T-cell differ-
entiation, and concomitant cardiovascular comorbidity.
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CcbpaeyvHo-cbaoBa koMopbuaHocT. C MacMBHO aHraxu-
paHe Ha nsiBaTta akcuna.

Matepuanu n metogu: /snonssaHa e KoMbUHaLUS
OT KNMHWYeH npernesa, 06pasHu nacneasaHuns (AMP u
PET/CT), xuctonoruyHa oueHka ¢ UMYHOXUCTOXMMMUS,
MUKPOBUOMNOrMyHM nscneasaHms 1 ornoyunuTtoMeTpust.
PesyntaTtu: [unarHoctvumpaHa e mMacuBHa TYMOpHa
dopmaumsa B nNsiBaTa akcuna ¢ eKCTPEMHO BUCOKA Me-
TabonuTtHa aktuBHocT (SUV max 35.7), nHgpuntpupa-
LLla KoXa, MYCKYINn U MeK/ TbKaHu, 6e3 BUcueparHo u
KOCTHO aHraxupaHe. OT npoBegeHa XX notebpxaa-
Ba AHannacTteH Alk (+) T-KkneTbYeH HEXOMKKNHOB MVM-
dowm. JleueHneTo e nHmummnpaHo no npotokon BV-CHP
(6bpeHTykCMMab BegoTuH, Lknodochammna, BUHKPUC-
TWH, NMPEOHN30SO0H), C U3KIIOYBAHE Ha aHTPaLMKINH
nopagu aHamHes3a 3a NPEXMBSIH MUOKapAeH MHAAapPKT.
Cnen npoBefeH MbpBY KYpC — C AaHHU 3a 3Ha4uUTeNnHa
penyKLMs Ha nesusTa Ha nsaBaTta akcuna.
3akntoueHne: CnyyaaT unoctpypa AUArHOCTUYHUTE
3aTpyAHEHUS MPU KOXHO NpeacTaBsHe Ha AHannacteH
ALK(+)non. T-kneTbyeH HEXOMKKUHOB NMMAoM 1 noA-
yepTaBa 3HadeHueTo Ha NXX 3a npeuusHa gmarHosa.
BV-CHP npencraBnsBea edekTBHa 1 no-6e3onacHa an-
TepHaTUBa Mpu MauMeHTU C NPOTUBOMOKa3aHUsi 3a aH-
TPaALMKIMHA CbC 3HAYUTENHO penyLupaHe Ha 06eKTUBK-
31paHa nesns B nisiarta akcuna. Npencron nposexaaHe
Ha MET/KT 3a oueHka Ha TepaneBTUYHMS OTIOBOP.

The patient presented with massive involvement of the
left axillary region.

Materials and methods: A combination of clinical ex-
amination, imaging studies (MRI and PET/CT), histo-
logical evaluation with immunohistochemistry (IHC),
microbiological tests, and flow cytometry was used.
Results: Amassive tumorous formation in the left axilla
was identified, exhibiting extremely high metabolic ac-
tivity (SUV max 35.7) and infiltrating the skin, muscles,
and soft tissues, without visceral or bone involvement.
Immunohistochemical analysis confirmed the diagno-
sis of ALK(+) anaplastic T-cell non-Hodgkin lympho-
ma. Treatment was initiated according to the BV-CHP
protocol: Brentuximab Vedotin, Cyclophosphamide,
Vincristine, Prednisolone. Anthracyclines were exclud-
ed due to a history of prior myocardial infarction. After
the first course of therapy, significant reduction of the
lesion in the left axilla was observed.

Conclusion: This case illustrates the diagnostic chal-
lenges of cutaneous presentations of ALK(+) systemic
T-cell non-Hodgkin lymphoma and emphasizes the cru-
cial role of immunohistochemistry for precise diagnosis.
The BV-CHP regimen appears to be an effective and
safer alternative in patients with contraindications for
anthracyclines, leading to significant reduction of the
documented axillary lesion. A follow-up PET/CT is
scheduled to assess the therapeutic response.

KINMHWYEH CNYYAN HA NALUMEHT C BONECT HA PO3AN-AOP®MAH-
AECTOMbBb

X. Xuekoe, B. Cnasuesa, [j. Tooopueea, H. leopaueea
KnuHuka no knuHu4yHa xemamosnoeaus, YMBAJ1 ,,[-p I. CmpaHcku” — lneseH

CLINICAL CASE OF A PATIENT WITH ROSAI-DORFMAN-DESTOMB DISEASE

J. Jivkov, V. Slavcheva, D. Todorieva, N. Georgieva
Department of Clinical Hematology, UMHAT “G. Stranski” — Pleven

Pe3rome: Bonectra Ha Posan-Oopdmax-[ectomb
(RDD) e psgko cpelyaHo nponudepaTnBHo 3abons-
BaHe Ha XUCTMOUUTHaTa NMHUSA C HEsICHA eTMOMOorus.
OnucaHo 3a mbpeu NbT npean 60 roguHuM KaTo cu-
HyCHa XMUCTMOUUTO3a C MacuBHa numdageHonatums,
3abonsiBaHETO BCe OLle MOCTaBs Npean3BUKaTencTaa
npen knuHuuucTuTe. narHoCTUYHNST NPoLEC YECTo e
3aTpyQHEeH nopagwm HuckaTa YyecToTa Ha pasnpocTpa-
HeHue, HecneumnduyHata KnMHMYHA 13sBa U MPOMEH-
nMBO npoTunyaHe. KbM HacToAWMS MOMEHT nunceat
YTBbPAEHM CTaHAAPTH 3a NeYeHre.

[MpencraBsame cnydan Ha S7-rogviHa nauneHTka C xe-
TeporeHHa KnnH1U4Ha 13siea Ha bonectTa Ha Posan-[op-
dmaH-[lectomb ¢ MynTUdOKanHo 3acaraHe Y XpOHUYHO
peunavBmpaLL, Xof, Npy KOATO B NPOABIDKEHNE HA AeCeT
roaviHM ca npuraraHu pasnuyHy TepaneBTUYHN MOAXOAM,
CcbobpaseH C KNMHMYHAaTa eBONOLMS Ha 3abonsBaHeTo.

Abstract: Rosai-Dorfman-Destomb disease (RDD) is
a rare proliferative disease of the histiocytic lineage of
unknown etiology. Described for the first time 60 years
ago as sinus histiocytosis with massive lymphadenop-
athy, the disease still poses challenges to clinicians.
The diagnostic process is often difficult due to the low
incidence, nonspecific clinical presentation and var-
iable course. Currently, there are no specific guide-
line-recommended treatments.

We present a case of a 57-year-old patient with heter-
ogeneous clinical presentation of RDD with multifocal
involvement and relapsing disease, managed with dif-
ferent therapeutic approaches, depending on disease
evolution.
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YETBOPEH METAXPOHEH NbPBUYEH PAK NMPU EAVNH NMAUUEHT

I. leopaues, T. Cnasyesa, 3. Comupoea, A. Ky6aduHoea
CbAJ1,,MoaH Masen” - Copusi

FOUR METACHRONOUS PRIMARY CANCERS IN A SINGLE FEMALE

G. Georgiev, T.Slavcheva, Z. Sotirova, A.Koubadinova, E.Botzova
SHAT “Joan Pavel” - Sofia

MHOXeCTBEHUAT NbPBUYEH Pak € CbBKYMHOCT OT ABa
Uny noeeye BuAa pak, KOUTO He ca CBbp3aHW MpsiKo
N ce pasBuBat He3zaBMCMMO. [TbpBUYHK pakoBu 3abo-
nsBaHus, HabnogaBaHn eqHOBPEMEHHO UK B paMKU-
Te Ha 6 mMeceLa, ca CMHXPOHHW, a pa3BMBaLLM Ce Ha
WHTEpBanu oT noBeyve oT 6 Mecela, ca METAXPOHHMU.
HapacTtBaHeTo Ha Oposi MM e pe3ynTaT Ha No-Abibr
XMBOT, fobpa 1 paHHa AMarHoOCTVKa U NeYeHue.
lMpeacrtaBame TakbB Ccrnyyvan npu 52-roguilHa XeHa
¢ 4 MHOXecTBeHU Heonna3uu: |. Bonect Ha Xomx-
KuH — 11.1993 — cknepoHogynapeH ¢ NMMQOLNTHO
nayepneaHe, 2-pu KC, 2 kypca xumunotepanusa (MXT)
— EHBIN, 4 — ABB[ — pemucus; Il. ManurHeH mena-
HOM — 1994 Ha kOXxaTa Ha AgsicHaTa pbKa — peseKkums,
nmMyHoTepanus, nsnekysaH; lll. KapunHom Ha ascHa-
Ta repaa — pT2HOMO - 2002 r., pagukanHa macTek-
TOMUS, WHMNTPaTUBEH KpnbpndopMeH KapumMHOM
(BapuaHT Ha gykTtaneH) numdHn Bb3NN — 20, YncTu,
nbye-Teneramarepanvs, XumuoTepanusl; yMepeHo
ondepeHumpaH. IV. AoeHoKapUuMHOM Ha neBus 6an
apob — pT2apHIMO 2 B cmadud. 10.2016 3 meTtac-
TaTU4HKM N.B. (6 NepnbpoHXManHu ca metactaTtuyHm),
agtoBaHTHa XT — uucnnatuHa, BuHopenobuH 1, 8, 22
— 4 xypca — 6e3 nporpecusi. [IBycTpaHHa anonnactmka
Ha repaw; ot 2017 r. 6e3 AaHHWM 3a ManNUrHeHo 3abo-
naBaHe. pyru 6onectu — tTupeongesa — 2005 — cy6-
ToTanHa pesekumsi — Hogo3Ha bonvKynapHa CcTpyma;
nonun Ha matoyHa wunka 2013, mmomektomus — 2015;
OnBepTukynosa Ha curma 09.2019; Jlanmcka Gonect
2015 —2017. MNywayka, aneprysi NOnNeHu, aHanreTuumn.
BpemeHHoCT, paxxgaHe Ha MoMye, 34paBo, 32 roguHu
cnej nbpBaTa AuarHo3a xuBa 1 TpyaocnocobHa.
Mopaan no-gobpute nevyebHn CbopbKEHUS N NeYeHne
C yBenuyaBaHe Ha AblrocpovHarta NpexuBseMocT U
3anasBaHe Ha Ka4eCTBOTO Ha XVBOT (4eTEPOAHU) U Ha-
pacTBallia YecToTa € HOBO Npean3BMKaTeNCTBO, KOETO
TpsibBa fa ce NnocpeLyHe.

Multiple primary cancers is a condition where two or
more cancers develop independently with no relation
to each other. Multiple primary cancers observed at the
same time or within 6 months are synchronous, and
cancers developing with more than 6 months intervals
are metachronous. The occurrence of multiple primary
cancer has risen as the cure rate, and the survival rate
of such patients have dramatically increased due to
improvements in diagnostic techniques and treatment
facilities.

We present such a case of a 52 years old female, de-
veloping 4 consecutive cancers (Hodgkin Disease /
HD/, malignant melanoma of the skin, cancer of the
right breast and cancer of the left lung) between 1993
and 2016.

. Hodgkins Disease — 11. 1993, clinical stage llb

[ scleronodular / lymphocyte depletion — chemo-
therapy — 2 cycles ENBP, 4 — ABVD - remission II.

Melanoma malignum — 1994, skin right arm, resec-
tion, immunotherapy — remission; Ill. Breast cancer
— 2002, right breast, mastectomy, pT2HOMO ductal,
cribriform, lymph nodes —not involved; radio-tele gam-
ma therapy, chemotherapy — remission. IV. Cancer
(adeno) left pulmo — 10.2016, pT2apH1MO Il 3 met-
astatic / 6 peribronchial, adjuvant therapy — cisplatin,
vinorelbin — 1, 8, 22 — 4 cycles — no progression. Bilat-
eral alloplastic of breasts.

Other diseases — 2005 — thyroid gland — subtotal re-
section; myomectomy — 2015; diverticulosis of sigmoid
colon — 09.2019. Lime disease — 2015 — 2017. Moder-
ate smoker, allergy — analgesics, pollen. Pregnancy,
birth of a healthy boy. At present — 32 yrs. after firs
cancer — alive, healthy, still working in good condition.
The occurrence of multiple primary cancer has risen
as the cure rate, and the survival rate of such patients
have dramatically increased due to improvements in
diagnostic techniques and treatment facilities. This
challenges our skills in diagnostics, surveillance and
new practices for treatments.
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CNYYAU HA TEPANEBTUYHO CBbP3AH MUENOANCNNACTUYEH CUHAPOM
Cins(20;21)(q21.1;911.2q22.3)
A. Konapcka', J1. [paxnvoea’, E. beneesa? J. Mumes'

'Jlabopamopusa no yumozeHemMuKa u MosieKkysiapHa buosnoaus
2KnuHuka no xemamonoeaus, BoeHHomeduyuHcka akademus — Cogpus

A CASE OF THERAPY RELATED MYELODYSPLASTIC SYNDROME WITH
INS(20;21)(Q21.1;Q11.2Q22.3)

A. Kolarska', L. Grahlyova', E. Beleva?, L. Mitev'
'Laboratory of Cytogenetics and Molecular Biology
2(Clinic of Hematology, Military Medical Academy - Sofia

Hve npeacraBame 3a NbpBM NbT Yy HAC cny4van ¢ psia-
kaTa aHomanus ins(20;21) npu TepaneBTUYHO CBbP3aH
mMuenogucnnactmnyeH cuHgpom (MAOC). Jocera B Hayu4-
HaTa nuTepatypa ca onucanun 10 cnyyas ¢ ins/t(20;21):
7 ¢ MIC, 1 c ocTpa mmenoungHa neBkeMusi n 2 ¢ ocTpa
numdpobnactHa neskemus. HapyweHneto ce cpelia
npv Bb3pacTHM NaumeHTn (cpegHa Bb3pacT 63 1.) 1 ce
acouumpa c roLua nporHosa.

MauneHTsbT, XeHa Ha 78 ., e nMpueTa B KIMHMKaTA
c 6uumtoneHusa (xemornobuH 99 r/n 1 neekoUUTU
2.05x10%n r/n), HeyTponeHus (0.83x10%n), anceput-
poroesa, 8% 6rnacti B KOCTHUS MO3bK M NpeaLlecTsa-
lwa xuMuoTepanusi No noBog KapuMHOM Ha rbpaaTa.
Knacunyeckusit G-neHTOB MeTOq YCTAHOBW HanM4MeTo
Ha rnaBeH KIoH c 47, XX, +8,del(9)(q21q34), ins(20;21)
(921.1;911.2922.3). dnyopecueHTHaTa ,MH CUTY" Xu-
Opvam3aums NoTBbPAU MHCepuusTa C MoMolyTa Ha
nokyc cneuundgumyHa npoba 3a RUNX1 reHa, Konto B
pes3yntat Ha npeobpasyBaHETO € TPaHCMOKUpaH OT
xpomo3soma 21 Ha xpomo3oma 20. be noctaBeHa ana-
rHo3zata M C c ekcuec Ha 6nactn Tun 1 n 6e npoeeae-
Ha xunomMeTunupalla Tepanusi ¢ A3auuTUanH.
OvckyTnpaHa e Bb3aMOXHaTa Bpb3ka Ha YCTaHOBEHUTE
aHoManuu ¢ naToreHesaTta Ha 3abonsiBaHeTo.

We present for the first time in our country a case with
the rare anomaly ins(20;21) in therapy related myel-
odysplastic syndrome (MDS). So far, 10 cases with
ins/t(20;21) have been described in the scientific lit-
erature: 7 with MDS, 1 with acute myeloid leukemia
and 2 with acute lymphoblastic leukemia. The disorder
occurs in elderly patients (mean age 63 years) and is
associated with a poor prognosis.

The patient, a 78-year-old woman, was admitted to
the clinic with bicytopenia (hemoglobin 99 g/l and
leukocytes 2.05x10%1 g/l), neutropenia (0.83x10%1),
dyserythropoiesis, 8% blasts in the bone marrow and
previous chemotherapy for breast cancer. The classi-
cal G-banding method established the presence of a
main clone with 47, XX, +8,del(9)(q21q34),ins(20;21)
(921.1;911.2922.3). Fluorescence in situ hybridization
confirmed the insertion using a locus-specific probe
for the RUNX1 gene, which as a result of the rear-
rangement was translocated from chromosome 21 to
chromosome 20. The diagnosis of MDS with excess of
blasts type 1 was made and hypomethylation therapy
with Azacitidine was performed.

The possible relationship of the identified abnormali-
ties to the pathogenesis of the disease is discussed.
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CNYYAUN C CALR(+) MbPBUYHA MUENOD®UBPO3A, ACOLUMNPAHA C dup(1)
(q21932) KATO EQJUHNYHA AHOMAJINA B KAPUOTUINA
J1. [paxnvoea’, A. Hedeea?, E. beneea? A. Konapcka', J. Mumeeg’

'Jlabopamopusa no yumozeHemMuKa u MosekynapHa buosnozus, BoeHHomeouyuHcka akademus — Cogpus
2KnuHuka no xemamonoeaus, BoeHHomeduyuHcka akademus — Cogpus

A CASE OF CALR(+) PRIMARY MYELOFIBROSIS ASSOCIATED WITH DUP(1)
(Q21Q32) AS A SOLE ABNORMALITY

L. Grahlyova', A. Nedeva?, E. Beleva? A. Kolarska', L. Mitev'
'Laboratory of Cytogenetics and Molecular Biology, Military Medical Academy - Sofia
2(Clinic of Hematology, Military Medical Academy - Sofia

Oybnukauusta Ha ObArOTO pamMo Ha Xxpomosoma 1
dup(1)(g21932) e MHOro psigka LMUTOreHeTM4Ha aHo-
Manusi, KOSITO € onucaHa Npu BCUYKM MUENOUAHU 3a-
bonsiBaHUS, BKITIOUYUTENHO U MPU MbpBUYHA Myenodu-
6posa (MM®). Cnyyante ¢ NMM® n dup(1)(g21932) ce
XapakTepuaupaT C fola MporHo3a W TeHAeHuus 3a
€BONOLMA B OCTpa MuernoungHa neeskemus. INpu Hakom
OT TSIX € ycTaHoBeHa myTaumsa Ha JAK2 rena. Hue on-
ncBame MbpBUSA Cryyai C NocoYyeHaTa aHoMarnmsl, Kow-
10 e acouunpaH ¢ CALR(+) MM®. Han-otnnuntenHata
0cobeHoCT Ha 3abonsBaHeTo 6e Pe3NCTEHTHOCTTa KbM
NPUIOXEHOTO NeyeHne ¢ A3aumTunanH n Xvgpokcmkap-
bamng. CnneHomeranusta 6e noenusiHa cnep neve-
Hune ¢ PykconutuHmn®. HanpaseH e nperneg Ha nyonu-
KyBaHWUTE criyyan ¢ MuenovgHu Hapywenus n dup(1)
(021932) n e obcbaeHa Bb3MOXHATa Bpb3Ka Ha ycTa-
HOBeHaTa aHOManusg ¢ natoreHesa Ha 3abonsBaHeTo.

The duplication of the long arm of chromosome 1
dup(1)(q21932) is a very rare cytogenetic abnormal-
ity that has been described in all myeloid diseases,
including primary myelofibrosis (PMF). Cases with
PMF and dup(1)(q21932) are associated with a poor
prognosis and a tendency to evolve into acute mye-
loid leukemia. In some cases, a mutation of the JAK2
gene was found. We describe the first case with the
noted abnormality, which is associated with CALR(+)
PMF. The most distinctive feature of the disease was
resistance to the applied treatment with Azacitidine
and Hydroxycarbamide. Splenomegaly was affected
after treatment with Ruxolitinib. A review of published
cases with myeloid disorders and dup(1)(q21932) was
presented and the possible relationship of the identi-
fied anomaly with the pathogenesis of the disease was
discussed.

KbCHA NOABA HA t(4;14) MPU CNYYAN C MYNTUMNJIEH MUEJIOM

J1. paxnvoea’, A. Hedeea? Jl. Mumesg’
'Jlabopamopusa no yumozeHemMuKa u MoseKkyiapHa buosozus, BoeHHomeOuyuHcka akademus — Cogus
2KnuHuka no xemamoJsioaus, BoeHHomeduyuHcka akademus — Cogpua

LATE APPEARANCE OF T(4;14) IN A CASE OF MULTIPLE MYELOMA
L. Grahlyova', A. Nedeva?, L. Mitev'
'Laboratory of Cytogenetics and Molecular Biology, Military Medical Academy - Sofia
2Clinic of Hematology, Military Medical Academy - Sofia

TpaHcnokauusa (4;14) e uuTOreHeTUYHa aHoManus,
KoATO e crneuudpmyHa 3a myntunneH muenom (MM).
TA Bb3HWKBA B paHHUTE cTaguv Ha 3abonsiBaHeTo U
ce acouumpa c notua nporHosa. KecHata n nposisa e
psigKo cbbuTre 1 goBexaa Ao nporpecus Ha 3abons-
BaHeTo. Hne npegcraBame 66-roguiiHa naumeHTka ¢
MM (IgG/lambda), 6e3 gaHHM 3a BUCOKOPUCKOBU LM~
TOreHETUYHN aHOManuu Mnpu NocTaBsHE Ha AuarHo-
3aTa (nunca Ha 14932 npeobpasyBaHue 1 aHomanuu
Ha xpomo3oma 1). Cnen npoBegeHo 6opTte3omnb-6a-

Translocation (4;14) is a cytogenetic abnormality
that is specific for multiple myeloma (MM). It occurs
in the early stages of the disease and is associated
with a poor prognosis. Its late appearance is a rare
event and leads to disease progression. We present
a 66-year-old female patient with MM (IgG/ lambda),
without evidence of high-risk cytogenetic abnormalities
at diagnosis (lack of 14932 rearrangement and chro-
mosome 1 abnormalities). After bortezomib-based in-
duction treatment, a good partial therapeutic effect was
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3MpaHO VHAOYKUMOHHO JleYeHue e MoCTurHat ao0bp
yacTudeH TepaneBTudeH edekT. MNauneHTkaTa oTkas-
Ba aBTOIOXHA TPaHCMaHTaUus Ha CTBOTOBYU KIETKU U
€ npoBefeHa nogabpKalla Tepanvsi ¢ NneHanMaoMug
3a 1 roguHa. Mopagu nporpecusTa Ha 3abonsBaHETo
(HapacTBaHe Ha mapanpoTeunHa) e cTapTMpaHa BTopa
NHMS ¢ uKcasomub-6asmpaHa Tepanus. o Bpeme
Ha neyeHneto MM nporpecupa BbB BTOpPUYHA nnas-
MOKIeTbyHa neskemus. dryopecueHTHaTa ,MH CUTy"
xvbpuamsaumsa yctaHossiBa t(4;14), a G-neHTyBaHu-
ST aHanu3 XUNoTpunIouZeH KapuoTun C MHOXECTBO
OpOWHM 1 CTPYKTYPHU HapyLeHusi. Benpeku nposeae-
HUS1 Kypc xummoTepanus no npotokon DCEP ckctog-
HMETO Ha NauMeHTKaTa ce BrollaBa Nopaan MacuBeH
ManurHeH nrneBparneH U3NuB 1 TA NOYMBa OT AUxaTen-
Ha HeJOCTaTbYyHOCT.

3akntouyeHue: [NpeactaBeHNST criyyam 4EMOHCTPUPA,
ye kbCcHaTa nosiea Ha t(4;14) e cBbp3aHa C arpecuBeH
xof, Ha borecTTa 1 H1CKa 06LLa NPEeXBAEMOCT.

achieved. The patient refused autologous stem cell
transplantation and maintenance therapy with lenalid-
omide was performed for 1 year. Due to disease pro-
gression (increased paraprotein), a second line of ixa-
zomib-based therapy was initiated. During treatment,
MM progressed to secondary plasma cell leukemia.
Fluorescent in situ hybridization revealed t(4;14), and
G-banding analysis revealed a hypotriploid karyotype
with multiple numerical and structural abnormalities.
Despite a course of chemotherapy according to the
DCEP protocol, the patient’s condition deteriorated
due to a massive malignant pleural effusion and she
died of respiratory failure.

Conclusion: The presented case demonstrates that
the late onset of t(4;14) is associated with an aggres-
sive course of the disease and low overall survival.

JIEKOBEPUKHA (AL) AMUNIONAO3A U CbPAEYHA HEAOCTATbBYHOCT:
ANATHOCTUYHO NPEAN3BUKATEJNICTBO C KPUTUYHU
TEPANEBTUYHU NOCNEANLN

J1. Nepueea’, M. locnoduHoea? E. KuHoea?, P. Casoea®, B. Bnadumupoea’,
I. Muneea’, I1. [aHesa', K. Uanamoea’, M. [eHosa’
' CneyuanusupaHa 6071HUYA 3a AKMUBHO JiedeHuUe Ha XeMamoJs102u4YHU 3a60158aHUS
2PechepeHmeH yeHmsp no copoeyHuU amusioudosu — YMbBAJ,Ce. MeaH Puncku”
3YMBA/ ,L{apuya NoanHa” - UCY/

LIGHT CHAIN (AL) AMYLOIDOSIS AND HEART FAILURE: A DIAGNOSTIC
CHALLENGE WITH CRITICAL THERAPEUTIC IMPLICATIONS

L. Gartcheva', M. Gospodinova? E. Kinova®, R. Savova?, V. Vladimirova',
G. Mineva', P. Ganeva', K. Ignatova’', M. Guenova’
'Specialized hospital for active treatment of hematological diseases
2Reference center for cardiac amyloidosis — St. Ivan Rilski University Hospital
*University Hospital “Queen Joanna” ISUL

CbpaedHaTta amunongosa e psigko 3abonsBaHe ¢ Hec-
neumdpunyHa cuMmnTomMaTtuka, nopaaun KoeTo AnarHocTu-
LUMpaHeTo e 3HayuTenHo 3abaBeHo. JlekoBepmkHaTa
[Amyloidlight-chain — AL]-amunoungo3sa ce Obmku Ha
oTnaraHe Ha MOHOKIOHAaHN NeKN+TEXKN MMYHOrNooby-
FNIMHOBM BEPUrK, NPOAYKT Ha NaTONOrM4YeH KroH nnas-
MOLINTU, N € C U3KITIOUYNTENTHO arpecunBeH 1 6bp3o Npo-
rpecupall KInMHUYeH Xop.

Llen: [1a ce npoy4n yectoTarta 1 xapakTepucTukara Ha
nauneHTn ¢ AL-ammnnongosa Bcpeq naumeHTn ¢ npea-
ronaraeMa CcbpAevyHa amMmurionaosa, kaTto ce cb3gane
noaxoasiy, anroputbm 3a 6bp3a AMarHoCTMKa U Hacou-
BaHe KbM MOAXOASALLO NeYeHune.

MaTtepuan n metogm: B npoyyBaHeTo 6sxa BKIOYEHM
117 naumeHTn (72 MbXe n 45 xeHn, Ha cpeaHa Bb3-

Cardiac amyloidosis is a rare disease with nonspecific
symptoms, which is why diagnosis is significantly de-
layed. Light-chain [Amyloid light-chain — AL] amyloido-
sis is due to the deposition of monoclonal light + heavy
immunoglobulin chains, a product of a pathological
clone of plasma cells, and has an extremely aggres-
sive and rapidly progressive clinical course.
Objective: To study the frequency and characteristics
of patients with AL-amyloidosis among patients with
suspected cardiac amyloidosis, creating an appropri-
ate algorithm for rapid diagnosis and referral to appro-
priate treatment.

Material and methods: The study included 117 pa-
tients (72 men and 45 women, average age 66.1 years)
with heart failure, referred to the Laboratory of Clinical
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pacTt 66.1 I.) cbC CbpaeyYHa HeQOCTaTbYHOCT, Hacoye-
HM KbM JTabopaTtopusTa No KNMHUYHA UMYHOSOTUSI KbM
CBAIJIX3 3a nepuopga 2021-2025 r. MNpoeeneHn bGsixa
enektpocdopesa Ha cepyM u ypuHa (SPE; UPE), nmy-
HoTunmzauus (IT), konuyecTBeH aHanu3 Ha cBobOAHM
neku Bepurn n Texkmn Bepurun (FLC kappa/lambda; HLC
IgG; IgA; IgM). lMeT oT naumeHTUTe Bsixa NeKyBaHu B
KnuHukata no xematonorusa Ha CBAJIX3.

Pesyntatu: [pu 18/117 naumeHtn (15.38%) Gewwe
[OoKaszaHO HanuMyne Ha MOHOKIoHaneH npoTeunH
B cepyMm [n=4]; ypuHa [n=9] unu B cepym+ypuHa
[n=5], kakTto cnepgpa: IgGlambda+FLClambda [n=4];
IgGkappatFLCkappa [n=2]; IgAlambda+FLClambda
[n=2]; IgDlambda+FLClambda [n=1]; FLClambda [n=7];
FLCkappa [n=2]. Lambda-nekara Bepwura 6eLue 3acer-
HaTa B 14 criyyas, a kana — camo B 4. CpeHOTO HMBO
Ha cepymeH napanpoTteuH bewe 14,48% [1,91-32,24],
a npuv napanpoTtenHypus — 15,76% [1,66-55,13]. Tpuma
OT NaLMEeHTUTE NOKpUBaxa KpUTepUUTE 3a MYMTUMNIEH
Muenom, Npv eguH bewwe agokasaHa AT TRv-amunongo-
3a Ha 6a3aTa Ha cbmbTCTBaALLA MyTauumsa B transthyretin
(TTR) reHa, a npu eguH — ATTRwt nopagm gokasaHo
otnaraHe Ha transthyretin 6e3 nognexawa myTauus.
OctaHanute 5 naumeHTn 6sixa knacudumumMpaHu KkaTo
AL-amnnongosa. Mpn 11 naumeHTn HacTbNU netaneH
n3xop B pamkuTe Ha 12 meceua cneg gnarHosara.
3akntoyeHue: CbpaeyHoTO 3acdaraHe npu AL-amuno-
naosa Boau A0 3HaumTernHa 3aboneBaemMocT U CMbPT-
HOCT. JleyeHMeTo wm3MCkBa MYNTUAMCUMNITMHAPEH
noaxod. PaHHOTO 1 TOMHO AmMarHocTuuMpaHe e eauH-
CTBEHUAT Ha4MH [a Ce MPUNoXu HaBPEMEHHO, Mpa-
BWITHO, XXMBOTOCMACSBALLO JTIEYEHNE.

Immunology at the SBALHZ for the period 2021-2025.
Serum and urine electrophoresis (SPE; UPE), immu-
notyping (IT), quantitative analysis of free light chains
and heavy chains (FLC kappa/lambda; HLC IgG; IgA;
IgM) were performed. Five of the patients were treated
at the Hematology Clinic of the SBALHZ.

Results: In 18/117 patients (15.38%) the presence of
monoclonal protein was demonstrated in serum [n=4];
urine [n=9] or in serum+urine [n=5], as follows: 1gG
lambda+FLC lambda [n=4]; IgG kappa+FLC kappa
[n=2]; IgA lambda+FLC lambda [n=2]; IgD lambda+-
FLC lambda [n=1]; FLC lambda [n=7]; FLC kappa
[n=2]. Lambda-light chain was affected in 14 cases,
and kappa — only in 4. The mean serum paraprotein
level was 14.48% [1.91-32.24], and paraproteinuria
was 15.76% [1.66-55.13]. Three of the patients met
the criteria for multiple myeloma, one had proven AT-
TRv-amyloidosis based on a concomitant mutation in
the transthyretin (TTR) gene, and one had ATTRwt due
to proven transthyretin deposition without an underly-
ing mutation. The remaining 5 patients were classi-
fied as AL amyloidosis. Eleven patients died within 12
months of diagnosis.

Conclusion: Cardiac involvement in AL amyloidosis
results in significant morbidity and mortality. Treatment
requires a multidisciplinary approach. Early and accu-
rate diagnosis is the only way to implement timely, cor-
rect, life-saving treatment.

Correspondent: Lidia Garcheva, SBALHZ
Sofia, 1A “KI.Ohridski” Blvd.
+359888960875

Igartcheva@gmail.com

CUCTEMHA MACTOLUNTO3A - CbBPEMEHHIW TEPANEBTUAYHI
Bb3MOXHOCTU

I. eemkoea, L|. Bacuneea, E. bekupoea, J1. LLlemenexkosa, M. Xpuc4yesa,
WU. Teneea, M. Paiikoscka, E. Xadxues
MeduyuHcku yHusepcumem — Cogpus, MeduyuHcku ¢pakynmem,
Kamedpa no sempewHu 6onecmu, YMBAJ1 ,AnekcaHopoecka” — KNUHUKaG No KAUHUYHA XeMamoJsio2us

SYSTEMIC MASTOCYTOSIS - CURRENT THERAPEUTIC LANDSCAPE

G. Tsvetkova, Ts. Vasileva, E. Bekirova, L. Shemelekova, M. Hrischeva,
I. Teneva, M. Raykovska, E. Hadjiev
Medical University - Sofia, Faculty of Medicine, Department of Internal diseases,
UMHAT “Alexandrovska”- Clinic of clinical hematology

CuctemHarta mactouutosa (CM) e psako HeONNacTUYHO
3abonsiBaHe, XxapakTepuampallo ce C KroHarnHa nponu-
dhepaumnsi 1 HaTpynBaHe Ha MacTOUMTU B PasnnyHU Tb-
KaHW 1 opraHu, 4YecTo CbC CUMMTOMU HA MaCTOKMETbYHA
akTMBauus. B KMMHMYHaTa NpakTyka 3abonsiBaHETO MoXe
fa 6bae nogpasgeneHo Ha: HeaBaHcupana CM u aBaH-
cupana CM, ¢ XeTeporeHHu Mo TEXECT U3SBU U U3NCKBa-
LUK anchepeHumpaHn MeToam 3a eheKTUBEH KOHTPOS.

Systemic mastocytosis (SM) is a rare neoplastic dis-
ease, characterized by clonal proliferation and accu-
mulation of mast cells in various tissues and organs,
frequently with symptoms of mast cell activation. In
clinical practice, the disease can be subdivided into:
non-advanced SM and advanced SM, with heteroge-
neous manifestations in terms of severity and requiring
specific methods for effective control.
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Uen: lNpernen Ha cCbBpeMEHHUTE TEpaneBTUYHMW Npe-
NMOPBbKM 3a NNeYeHNe Ha CUCTEMHA MacToLmMTo3a.
MaTtepuanu u metoam: [10CKOpO B OCHOBATa Ha Tepa-
NeBTUYHMSA NOAXOA KbM HeaBaHcupanaTta CM crosxa
CYMMNTOMAaTUYHUTE U NOAObPXALLM MeOUKaMeHTH, a
npu aBaHcupanata CM — HecneuudunyHu uutTopeayk-
TUBHW NeYeHns KkaTo nHTepdepoH-a2b, xugpokcuypes
M KnagpubuH. HanpeabKbT B NO3HAHMATA BbpPXy NaTo-
reHesata Ha CM poBegoxa 0O HaBMU3aHETO Ha nep-
COHanuanpaHu cTpaTerMn, Haco4YeHN KbM Mo-MNpeLmn3s-
HW MOMEKYNSAPHMU Tapretu, Y MTo MpeacTaBUTENn ca
KIT-unxunbutopure.

Pesyntartu: JleyeHneto Ha CM B CbBpeMEHHUTE yCro-
BMS ce (POKYCMpa BbPXY TApreTHU Tepanum — TMPO3uH-
KMHa3HU MHXUGUTOpU. ABanpuUTUHMG M MUOOCTAypPUH
ca ogobpeHn 3a nedyeHneTo Ha aBaHcupana CM, uma-
TMHUG e mpunoxum npu aBaHcupana CM, 6e3 c-Kit-
D816V myTaums. HaBnusaHeTo Ha TapreTHUTe noaxo-
an v npu HeaBaHcupana CM Genexu ogobpeHneTo Ha
ABaNpUTUHMO NPV NAUMEHTU C YMEPEHWU/TEXKNA CUMII-
TOMW, HEKOHTPOMMpaHW OT CTaHZapTHaTa Tepanus.
MacutuHub, 6e3yknactuHub, eneHectTuHnG, punpeTn-
HMO 1 HUHTegaHNG AeMoHCTpMpaT obeLLaBalyy pesyn-
TaTu B paMKUTE Ha KNWHUYHUTE M3NUTBaHus. poyy-
BaT Ce 1 anTepHaTUBHMW TapreTu, kKato bpyTOH-TMPO3UH
knHasata (TL-895), uHtepneBknH-6, m-TOR u gpyru.
3akntoyeHue: Bbnpekn 3HaunTENHNUA Hanpeabk npes
nocnegHute rognHu, CM octaBa fo ronsima cTeneH He-
nevnmo 3abonsBaHe. CbBpeMeHHaTa npuuenHa tepa-
nust npegnara no-eYeKTUBEH KOHTPOI HA CUCTEMHUTE
N opraHHM nposiBu Ha Gonectta. Heobxoamm e myn-
TUONCLUMNNNHAPEH Moaxod, MpedBui Hanuumeto Ha
pasrbpHaTta cuMnATOMaTvMKa M opraHHa AUCHYHKLMS,
M3BbH NpocbecrmoHanHaTa KOMNETEHTHOCT HA XeMaTo-
nora, KakTo U CTPUKTHO npocnefsBaHe Ha 6onHute ¢
uen MMHUMU3MPaHe Ha pyrcka OT MPOrpecust.

Aims: Review of the current therapeutic recommenda-
tions for the treatment of systemic mastocytosis.
Materials and methods: Until recently, the therapeutic
approach to non-advanced SM was based on symp-
tomatic and supportive medications, and in advanced
SM — on non-specific cytoreductive treatments, such
as interferon-a2b, hydroxyurea, and cladribine. Ad-
vances in the knowledge of the pathogenesis of SM
have led to the introduction of personalized strategies,
directed against more precise molecular targets, the
representatives of which are the KlIT-inhibitors.
Results: The current treatment of SM focuses on tar-
geted therapies — tyrosine kinase inhibitors. Avapritinib
and midostaurin are approved for the treatment of ad-
vanced SM, imatinib is applicable for advanced SM,
without c-Kit-D816V mutation. The emergence of tar-
geted approaches in non-advanced SM is marked by
the approval of Avapritinib in patients with moderate/
severe symptoms, inadequately controlled by standard
therapy. Masitinib, bezuclastinib, elenestinib, ripretinib,
and nintedanib have demonstrated promising results
in clinical trials. Alternative targets are also being in-
vestigated, such as Bruton’s tyrosine kinase (TL-895),
interleukin-6, m-TOR, etc.

Conclusion: Despite the significant progress in recent
years, SM remains largely incurable. The modern tar-
geted therapy offers more effective control of the sys-
temic and organ manifestations of the disease. A multi-
disciplinary approach is required, given the presence
of advanced symptoms and organ dysfunction, beyond
the professional competence of a hematologist, as well
as strict monitoring of the patients, in order to minimize
the risk of progression.

NMPOYYBAHE HA CTPYKTYPHUTE AHOMAJINN HA YKEHCKATA NOJIOBA
XPOMO3OMA NP MUENOANCINTIACTUYEH CMHOPOM
J1. Mumee', J1. [paxnvoea’, T. KeHuyeea’

"Jlabopamopus no yumozeHemuka u monekynapHa buosnoaus, BoeHHomeduyuHcka akademus — Cogpusa
2KnuHuka no xemamosioaus, BoeHHomeouyuHcka akademus — Cogpus

STUDY OF STRUCTURAL ABNORMALITIES OF THE FEMALE SEX CHROMOSOME
IN MYELODYSPLASTIC SYNDROME
L. Mitev', L. Grahlyova’, T. Kancheva®
"Laboratory of Cytogenetics and Molecular Biology, Military Medical Academy — Sofia
2Clinic of Hematology, Military Medical Academy - Sofia

BbBeneHue: CtpykTypHuTe abepaummn Ha X XpoMO30-
MaTta npu muenogucnnactuyHmus cungpom (MAC) ca
cnabo npoy4yexu. MNpu egnHMYHKU criydan ca onmcaHu
Aeneuum, N30XpoMo30MM, U30AULEHTPULM U TPAHCNO-
Kaumu Ha X xpoMo3omarta ¢ Apyrv XpoMO30MMU.

Introduction: Structural aberrations of the X chromo-
some in myelodysplastic syndrome (MDS) have been
poorly studied. In isolated cases, deletions, isochromo-
somes, isodicentrics and translocations of the X chro-
mosome with other chromosomes have been described.
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LUenu: [la ce n3BbpLIN LUMTOrEHETUYHO U MOMEKynsp-
HO u3cneaBaHe Ha aHoOManuuTe Ha X Xxpomo3omMaTta u
acouunpaHuTe ¢ TAX OOMbITHUTENHN HapYLLEHNUS.
MaTtepmnanu v metoamu: MacneaBaH € KOCTHUAT MO-
3bk Ha 440 naumeHTn ¢ gnarHosa MIC B nepuoga ot
2019 po 2025 r. ilsnons3BaHu ca MeToguTe: Krnacuye-
CKM UMTOreHeTuyeH metod, dnyopecueHTHa ,MUH cuty”
Xnépuamsaums n MMKpoaperiHa CpaBHUTENHA reHOMHa
Xnbpungunsaums.

Pesyntatu: lNpu 8 cnyyas (1 MbX 1 7 xeHu) Bsixa
JOKa3aHu CTPYKTYPHW aHOManuu Ha X xpomo3omaTta
(1.8%). Bsixa ycTaHOBEHU CriegHWTE HOBW UNWN PEaKu
CTPYKTYPHM XPOMO30MHU abepauumu: t(X;5) (2 cnyyas),
t(X;3), 1(X;11), 1(X;20), i(X)(q10), add(X)(g21) n add(X)
(p22). AHomanuuTe Ha X xpoMmo3omara 6sixa acounu-
paHu npeamumMHo c¢ del(5q) (5 cnyyas). MNpu eanHus cny-
yai ¢ t(X;5) MAcTOoTO Ha cuynBaHe Ha X xpomo3omarta
Oe nokanuanpaHo TenoMepHo OT reHa Ha MukpoPHK
mir223. Bropuat nauueHT ¢ t(X;5) 6e ¢ 5q-cuHaopom
N peakTMBauus Ha Tybepkynosa cnep neveHue ¢ ne-
Hanugomua. MectaTta Ha cuyynBaHe B XPOMO3OMUTE
5 n X 6s1xa nokanuaupaHu B Unn 0o CNeaHuTe reHu:
5914 6e mexay reHute ARRDC3 n RAB5CP2, 5q34
B reHa WWC1 n Xq12 B HenocpeacTeeHa 6rnm3ocT oo
awbnrata Hekogupawa PHK ENSG00000237311, kosiTo
rpaHnyn ¢ mir223. N3BecTHO e, Ye MOCOYEHUTE FeHU
UrpasT BaXkHa pons nNpv BPOAEHUSA UMYHUTET u TyGep-
KynosHaTta UHdeKUMS.

3akntoyeHue: CTPYKTYpHUTE aHOManuu Ha X Xpomo-
3omarta ca acoummpanu npegumHo ¢ del(5q). BeposiT-
HO B X XpomMo3omaTa ca JloKanmM3upaHu perynaTopHu
reHU, CBbP3aHN C Bb3HWKBAHETO Ha 5g-aHoManusTa.

Objectives: To perform a cytogenetic and molecular
study of X chromosome abnormalities and the addi-
tional chromosome aberrations associated with them.
Materials and methods: The bone marrow of 440 pa-
tients diagnosed with MDS was examined in the pe-
riod from 2019 to 2025. The following methods were
used: classical cytogenetic method, Fluorescent in situ
hybridization and microarray comparative genomic hy-
bridization.

Results: Structural abnormalities of the X chromosome
(1.8%) were found in 8 cases (1 male and 7 females).
The following new or rare structural chromosomal aber-
rations were identified: t(X;5)(2 cases), t(X;3), t(X;11),
t(X;20), i(X)(q10), add(X)(q21) and add(X)(p22). The X
chromosome abnormalities were predominantly asso-
ciated with del(5q) (5 cases). In one case with {(X;5),
the X chromosome breakpoint was located telomeric
to the microRNA gene mir223. The second patient with
t(X;5) had 5g- syndrome and reactivation of tuberculo-
sis after treatment with lenalidomide. The breakpoints
in chromosomes 5 and X were located in or near to
the following genes: 5914 was between the ARRDC3
and RAB5CP2 genes, 5934 in the WWC1 gene and
Xg12 in close proximity to the long non-coding RNA
ENSG00000237311, which borders mir223. It is known
that the indicated genes play an important role in in-
nate immunity and tuberculosis infection.
Conclusion: Structural abnormalities of the X chromo-
some are associated primarily with del(5q). It is likely
that genes related to the occurrence of the 5g- anoma-
ly are localized in the female sex chromosome.

CNYYAN C NEPULEHTPUYHA UHBEPCUA HA XPOMO3OMA 5 NMPU CNYYAI C
MUENOANCNNACTUAYEH CUHAPOM
A. Wlopdanoe’, C. Husopkoea', P. Cudepoea’, I. Ememosea’, A. Paduros’, J1. [paxnvoea?, J1. Mumes?

' OmoeneHue no xemamonoeus — YMBAJ1 ,Ce. ieaH Puncku” - Cogpus
2 Jlabopamopusa no yumozeHemuka u MosekysiapHa buonozus, BoeHHomeouyuHcka akademus — Cogpus

CASE OF PERICENTRIC INVERSION OF CHROMOSOME 5IN A PATIENTWITH
MYELODYSPLASTIC SYNDROME
A. Yordanov', S. Nizorkova', R. Siderova', G. Etemova’, A. Radinoff*, L. Grakhlova?, L. Mitev?

' Department of Hematology, University Hospital “St. Ivan Rilski’, Sofia
? Laboratory of Cytogenetics and Molecular Biology, Military Medical Academy, Sofia

MwuenogncnnactudeH cungpom (MAOC) ¢ m3onupaHa
Jeneuus Ha ObAroto pamo Ha xpomosoma 5 (unu MAC
¢ 5q geneuunsi B cbYeTaHne ¢ BTOpa XPOMO30MHa aHo-
Manusa ¢ M3KMYEeHne Ha MOHO30MUsI 7) € U3BECTEH
Kato 5g-CMHOPOM M MpeacTaBnsBa OTAenHa uuTore-
HeTU4YHa cybrpyna, KOATO Ce XapaKkTepusmpa ¢ Makpo-
LUMTHA aHeMUs1, HOpMarieH Uin NoBuULLEH TPOMBOLNTEH
Opon, gucmerakapvoumTonoesa C MUKpOMerakapuo-
LUWTU, HUCBK PUCK OT NEeBKEMUYHA TpaHcopmaumus n

Myelodysplastic syndrome (MDS) with isolated dele-
tion of the long arm of chromosome 5 (or MDS with
5q deletion combined with a second chromosomal ab-
normality, excluding monosomy 7) is known as 5g-syn-
drome and represents a distinct cytogenetic subgroup
characterized by macrocytic anemia, normal or elevat-
ed platelet count, dysmegakaryopoiesis with micro-
megakaryocytes, low risk of leukemic transformation,
and good response to treatment with lenalidomide.
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A00bp OTrOBOP cref NneveHne ¢ neHanuaoMma,.

Huve onuceame cny4vari ¢ MOC v nepuueHTpUYHa UH-
BEpCKs Ha XpoMo3oMa 5, cbyeTaHa C MHTepCTUUM-
anHa geneuus Ha ObNroTo pamo Ha xpomosoma 20.
[Mpy TO3n crnyyan panoHbT, KOUTO ce Aenetupa npu
5qg-cuHgpoma, ce TpaHCMoKMpa Ha KbCOTO pamo Ha
Xpomo3oma 5 (He e 3arybeH oT reHoma). CbluecTBy-
Ba TeopeTnyHaTa Bb3MOXHOCT reHnTe B AeneTnpaHums
panioH Aa ca C MPOMEHEeH eKCNpPecUMOHeH nmpodwun B
pe3ynTaTt Ha NPOMeHeHaTa UM XpOMO30MHa floKanu3aa-
uMs, KOeTo Aa goBede A0 TAxXHaTa XeMUMHCYdULMEH-
UMS Y CbOTBETHO [0 Bb3HUKBAHETO HA KIMMHMKOMATO-
NOrnyHa KapTuHa, nogobHa Ha 5q-cuHapomMm.
KnuHnyHoTo npoy4BaHe nokasa, Ye naumeHTkara, 76-ro-
OVILLHA >XeHa, € C MakpoUWTHA, XMMEePXpPOMHa aHeMus,
HOpMarneH OpoV Ha neBKOUWUTWTE, TpaHynouutute u
TpomboumnTnTe, KOCTHO-MO3bYHA AUCNNA3NS Ha epUTPO-
ngHata n TpomboumTHaTa pegmua (yHorobynmpaHu me-
rakapvounTn) ¢ 3.2% Griacti n 25% puvHr cugepobnactu-
Te 1 Bobbp oTroBop crieq nedeHunero ¢ fNleHanngomma. C
U3KITKOYEHME Ha MOBULLEHUTE PUHT cnaepobnacTtu, Kouto
BEPOSTHO Ca CBbp3aHu C geneuusara Ha xpomosoma 20,
MOXe [a ce 3aKIo4uU, Ye KIMHUYHUTE U LMToMopdoro-
TMYHM HaxodKv Ce MPUMOKPMBAT C Te3n Ha 5g- cuHapoma
1 onvcaHaTa nepuLleHTpuYHa MHBEPCUS MOXe a Ce Bb3-
npveme KaTo BapuaHT Ha 5g-aHomanusTa.

We present a case of MDS with a pericentric inversion
of chromosome 5 combined with an interstitial deletion
on the long arm of chromosome 20. In this case, the re-
gion typically deleted in 5g-syndrome was translocated
to the short arm of chromosome 5 (i.e., it was not lost
from the genome). There is a theoretical possibility that
the genes in the deleted region may exhibit an altered
expression profile due to their new chromosomal local-
ization, potentially resulting in haploinsufficiency and
the development of a clinicopathological picture similar
to that of 5g-syndrome.

Clinical evaluation showed that the patient, a 76-year-
old woman, had macrocytic, hyperchromic anemia, nor-
mal leukocyte, granulocyte, and platelet counts, bone
marrow dysplasia of the erythroid and megakaryocytic
lineages (unilobulated megakaryocytes), 3.2% blasts,
and 25% ring sideroblasts. The patient responded well
to treatment with lenalidomide. Except for the elevat-
ed ring sideroblasts, which are likely associated with
the chromosome 20 deletion, it can be concluded that
the clinical and cytomorphological findings overlap with
those seen in 5g-syndrome. Therefore, the described
pericentric inversion may be considered a variant of
the 5q abnormality.

KNUHUYEH CNTYYAI HA MALUMEHT C MPOIPECUA HA KOXKHA ®OPMA HA
MACTOUMNTO3A B CUCTEMHA MACTOLUTO3A, ACOLUMUPAHA
C XEMATOJIOTMYHA HEOIMJIA3UA

LUe. Bacuneea’, I Lleemkoea’, E. bekupoea’, M. Paiikoecka', /1. lllemenekoea’,
W. Teneea', M. Xpucuesa', C. Xpucmoea?, E. Xadxuee’
' MeouyuHcku yHugepcumem — Cogus, MeduyuHcku pakynmem, Kamedpa no ssmpewHu 6osecmu,
YMBAJI,,AnekcaHoposcka” — KnuHUKa no KIUHUYHA XeMamoJsio2us;
2 MeduyuHcku yHusepcumem — Kamedpa no obwa u knuHu4Ha namosnoaus, YMbAJ ,,AnekcaHoposcka”

CLINICAL CASE OF A PATIENT WITH PROGRESSION OF CUTANEOUS
MASTOCYTOSIS INTO SYSTEMIC MASTOCYTOSIS WITH ASSOCIATED
HEMATOLOGICAL NEOPLASM

Ts. Vasileva®, G. Tsvetkova', E. Bekirova', M. Raykovska', L. Shemelekova',
I. Teneva', M. Hrischeva', S. Hristova? E. Hadjiev'
' Medical University — Sofia, Faculty of Medicine, Department of Internal Medicine,
University Hospital “Alexandrovska” - Clinic of Clinical Hematology
2 Medical University — Department of General and Clinical Pathology, University Hospital “Alexandrovska”

Llen Ha mn3cnepBaHeTo: [peactaBsHe Ha KIMHUYEH
crlyyall Ha naumeHTKa C ObhroroguilliHa UCTOpUS Ha
KOXXHa MacToLMTO3a U JokasaHa Nporpecust B CUCTEM-
Ha popma Ha mMacTouMTO3a, acooLuMpaHa ¢ xeMaTo-
norn4yHa Heonnasusl.

MaTtepuanu u metogm: lNpocnensBaHe 1 neyveHne Ha
70-roguwHa XeHa c auarHoctuumpaHa npe3 2009 r.

Aims: We present a clinical case of a patient with a
prolonged medical history of cutaneous mastocytosis
and proven progression to a systemic form of mastocy-
tosis with associated hematological neoplasm.

Materials and methods: Follow-up and treatment of
a 70-year-old woman diagnosed in 2009 with a cuta-
neous form of mastocytosis, due to generalized rash
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KOXXHa chopma Ha macToumTo3a Nno NoBof, reHepanuan-
paH 06pvB n cbpbex. MNpremana npes roguHUTE aHTU-
xuctammHn. CbC CbMHEHWE 3a TpaHcdopMaums npu
nporpecupalla cumntomatvka (Cbpbex, acTeHo-aau-
Hamwus, TexXecT B xunoxoHgpuym). MNMpes 2021 r. e xocnu-
TanmampaHa B KnuHunkata no xemartonorns Ha YMBAJT
~AnekcaHgpoBcka“, KbAeTO ca NPOBeAEeHN OMbHUTEN-
HO nabopaTtopHu, 0OpasHK1, MOMNEKYNSAPHO-TEHETUYHU U
XUCTOSMOMMYHN n3cneasaHus, kakto u DT aHanms.
Pesynratu: [lokasa ce TpaHcOpMaums Ha KOXHa KbM
cuctemHa dhopma Ha MactoumTosa (CM) cbe cbMbTCTBa-
La xematorormyHa Heomnnasvs no Tvna Ha MUEenonpo-
nudepatMBeH Mpouec — xunepuenynapHa dasa Ha
Muenogubposa. Cren npoBedeHO NedeHre ¢ LumTopeny-
KTVBHWU MEOMKaMEHTU, aHTUXUCTaMUHN U KOPTUKOCTEPOU-
OV Ce OTYMUTa 3HaYMTENHA PeayKUMs B CUMMTOMaTukaTa u
nofobpeHve 10 HopManmuanpaHe Ha XeMaTornorMYHUTE Mo-
KasaTenu, KakTo 1 pedyKuus B XxenatocrnieHoMeranusara.
3akntoyeHue: NMpeacTaBeHUaT KIMMHUYEH Crnyvan ae-
MOHCTpMpa €BOMIUUATA HA XUCTOMOMMYHO Bepudu-
LuupaHa koxHa bopma Ha MacToumuTo3a, C MPorpecus B
aBaHcupana CM, acouumupaHa ¢ muenonponudepartu-
BEH NpoLec, AMarHoCTMLMpaH Mo BPeEME Ha npoTuya-
HeTO Ha 3abonsBaHeTo. [JMHaMMKaTa Ha TO3u cry4an
nogyepTaBa HeOOXOOAMMOCTTA OT MPOYYBAHUS BbPXY
no-ronsim 6pon NauueHTK, KakTo 1 OT NogobpsiBaHe Ha
MHOPMUPAHOCTTA HA MEeOUUMHCKUTE CrneumanucTtu
OTHOCHO 3abonsBaHeTo, C Len no-gobpo pa3no3HaBa-
He, HaBPEMEHHO ANarHoCTULMpPaHe 1 onTuMarHa npo-
cnegsiemMocT Ha GonHuTe.

and itching. She had been taking antihistamines for
years. With suspicion of transformation due to pro-
gressive symptoms (itching, asthenia, heaviness in
the hypochondrium). In 2021, she was admitted to the
hematology department of the University Hospital ,Al-
eksandrovska“, where additional laboratory, imaging,
molecular-genetic and histological tests, as well as IFT
analysis, were performed.

Results: Transformation of a cutaneous to a systemic
form of mastocytosis (SM) with concomitant hemato-
logical neoplasm — a myeloproliferative process, pre-
sented as hypercellular phase of myelofibrosis has
been confirmed. After treatment with cytoreductive
medications, antihistamines, and corticosteroids, a
significant reduction in symptoms and improvement to
complete normalization of the hematological param-
eters, as well as a reduction in hepatosplenomegaly,
were reported.

Conclusion: The presented clinical case demonstrates
the evolution of a histologically verified cutaneous form
of mastocytosis, with progression into advanced SM,
associated with a myeloproliferative process, diag-
nosed during the course of the disease. The dynamics
of this case highlights the need for further studies over
a larger number of patients, as well as improving the
awareness of the medical professionals about the dis-
ease, aiming better recognition, timely diagnosis and
optimal follow-up of the patients.

TEPANMUATA C UHXUBUTOPU HA KOMITJIEMEHTA NMPU NAPOKCU3MAJIHA
HOLUHA XEMOTIJIOBUHYPUA: AAHHU OT PEAJIHATA KJIINHUYHA MPAKTUKA

K. Uanamoea’, T. XXuekos', M. PaHzenoea’, U. Bacuneea? B. UsaHosa? C. Cnacoe? U. Amun?,
. Pu6oé?, I. Bacunes', P. Bnadumupoea', M. leHoea’, I. Muxaiinoe
Pu6oe?, I. B 1, P. Bnao 1, M. T LM !
' CneyuanusupaHa 607HUYA 3a AKMUBHO JiedyeHuUe Ha XxeMamoJsi02u4HU 3abonasaHus, Cogus
2 Aoxubadem Cumu Knuruk, YMBAJT , Tokyda” - Cogpus
*YMBAJ1 - bypeac

COMPLEMENT INHIBITOR THERAPY IN PAROXYSMAL NOCTURNAL
HEMOGLOBINURIA: REAL DATA FROM CLINICAL PRACTICE

K. Ignatova’, T. Zhivkov', M. Rangelova', I. Vasilev? V. lvanova? S. Spasov?, I. Amin?,
D. Ribov3, G. Vasilev', R. Vladimirova', M. Guenova', G. Mihaylov'
'Specialized Hospital for Active Treatment of Hematological Disease — Sofia
*Acibadem City Clinic Hospital Tokuda — Sofia
SUMHAT - Burgas

MapokcmamanHata HolHa xemornobuHypus (MHX) e mHo-
ro PsSAKO KIOHAsHO XMBOTO3acTpallaBallo nporpecupa-
Lo 3ab0nsiBaHe, XapakTepU3MpPaLLIO Ce C HEKOHTPONMpaHa
aKTUBALIMA Ha KpalHKs eTan oT cuctemara Ha KOMNIeMEH-
Ta, NpUYMHSIBALLA peauua YCrOXHEHWs] — MHTpaBa3asiHa
Xemonu3aa, Tpomb03a, opraHHa yBpeaa v CMbpT.

Paroxysmal nocturnal hemoglobinuria (PNH) is a very
rare clonal life — threatening progressive disease, char-
acterized by uncontrolled activation of the final stage
of the complement system, causing several compli-
cations — intravascular hemolysis, thrombosis, organ
damage and death.
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Llen Ha un3cnegBaHeTo: [Ja ce npoyun KIUHUYHUST
onuT, edprkacHocTTa U 6e3onacHOCTTa OT MpoBexaa-
HOTO NeYeHne ¢ UHXMBUTOPY Ha KOMMIIEMEHTa Npu na-
umeHTu ¢ MHX.

Martepuanu u metogu: Ot 2020 r. B CBAJIX3 e npo-
BexaaHo neyeHme ¢ C5 n C3 nHxnbutopu Ha komnne-
MeHTa npu cegem naumeHTn. KbM HacToALWMS MOMEHT
npu Tpuma ¢ C5 Ha nmbpBa nuHug, npu agama ¢ C3 Ha
nMbpBa NMHUS 1 Npu agama ¢ C3 Ha BTOpa NUHKA Tepa-
nus. HanpaBeHWUST aHanu3 e No OTHOLLEHNE Ha KITUHWY-
HaTa cMMnTOMaTuKa, AMHamukata Ha nabopaTopHuTe
nokasatenu 3a Xemornu3aa, Ha TpaHcy3noHHaTa 3aBu-
CUMMOCT 1 PErNCTPUPAHNUTE YCIOXHEHNST. OCbLLECTBEHO
e u npocnegssaHe Ha NMHX knoHa nocpeacTeomM oroy-
LUUTOMETPUYHO M3CreaBaHe B XO[4a Ha NeYeHneTo.
Pesyntatn: 3a npocnegsiBaHusi 5-roguiieH nepuog
Oelle HabnogaBaHO 3HAYUTENHO ModobpeHue Ha Khu-
HWYHaTa CUMMNTOMATUKA U CTabunmuanpaHe Ha OCHOBHUTE
XemaTonormyHu nokasarenu. He 6sxa HabnogasaHu pe-
akumn, CBbp3aHu C MHy3usaTa. TpaHcdy3noHHa Tepanus
GeLue HeobxoaMma Npy yCTaHOBEHW NPOBMBHU XEMOMMN3M
Mo BpeMe Ha MHGEKLMM, KaTo TakmBa Osixa HabnogaBaHu
npu feYeHre U ¢ TEPMUHANHU, U C MPOKCUMAanHU UHXU-
Butopu. bsixa perMcTpupaH CbOTBETHM YCIIOXKHEHWS NP
npekpaTsiBaHe Ha TepanusiTa — ocTpa 6GbbpeYHa Henoc-
TaTbYHOCT M MO3bYHa TpomOo3a Npu ABama NauneHTu.
3akntoyeHus: TepanuaTta Ha NMHX ¢ MHxuMbuTopn Ha
KOMMMeMeHTa e CTaHAapT B NIeYeHNEeTo 1 nogodpsea
eBonouusaTa Ha 3abonsiBaHeTo, HO e HeobxoaNM CbOT-
BETEH KOHTPOI MO OTHOLLUEHWE Ha OYaKBaHUTE YCIOX-
HEHMs1 B XO[a Ha NPOBEXAAHOTO NIeYEHME U NPU HEro-
BOTO NpPeyCTaHOBSIBAHeE.

Objective: To achieve clinical experience, efficacy and
safety of the treatment with complement inhibitors in
PNH patients.

Materials and methods: Since 2020, treatment with
C5 and C3 complement inhibitors has been carried out
in seven patients, three with C5 on the first line, two
with C3 on the first line and two with C3 on the second
line of therapy. The analysis was carried out in terms of
clinical symptoms, laboratory indicators of hemolysis,
transfusion dependence and registered complications.
Monitoring of the PNH clone was also carried out by
flow cytometric examination during the treatment.
Results: For the 5-year follow-up period, a significant
improvement in clinical symptoms and stabilization of
the main hematological parameters was observed. No
infusion — related reactions were observed. Transfu-
sion therapy was necessary for breakthrough hemol-
ysis during infections, and such were observed in
treatment with both terminal and proximal inhibitors.
Complications were registered upon discontinuation of
therapy — acute renal failure and cerebral thrombosis
in two patients.

Conclusions: PNH therapy with complement inhibi-
tors is standard in treatment and improves the evolu-
tion of the disease, but appropriate control is needed
regarding the expected complications during the treat-
ment and upon its discontinuation.

XUCTUOLUUTO3A - CbBPEMEHHU KNACUOUKALIUW, MATOTEHE3A,
TEPANEBTUYHU Bb3MOXHOCTIU

M. JoHuee
CBAJIX3-EAJ], Copusa

HISTIOCYTOSIS - MODERN CLASSIFICATIONS, PATHOGENESIS,
THERAPEUTIC OPTIONS

M. Donchev
SHATHD, Sofia

XucTmounTosnTe ca pasHopoaHa rpyna peaky 3abons-
BaHWUS, XapakTepusmpally ce ¢ aHopMmanHa nponude-
pauus Ha KNeTkn oT MyenoungHata nuHus. CbBpeMeH-
HuTe knacudukaummn Ha C30 (WHO-HAEMS, 2022) n
ICC (2022) rn gedunHupaT KaTto KIoHarHu Heonnas-
MU C Bb3nanureneH KOMMOHEHT, Npean3BMKaHN OT
reHeTu4Hu abepauun, Ham-4ecto B MAPK curHanHus
nbT (BRAF V600E, MAP2K1).

Len: MNpenctaessHe Ha CbBPEMEHHOTO CbCTOSAHME Ha
npobnemarukata. MoeHTudurumpaHe Ha Hamn-3Hauu-
MUTE OTKPUTUSI U KOHLEMNUMM — Hanpumep pornsTa Ha

Introduction: Histiocytosis is a heterogeneous group
of rare diseases characterized by abnormal prolifera-
tion of cells of the myeloid lineage. The current WHO
(WHO-HAEMS5, 2022) and ICC (2022) classifications
define them as clonal neoplasms with an inflamma-
tory component, driven by genetic aberrations, most
often in the MAPK signaling pathway (BRAF V600E,
MAP2KT).

Aim of the study: Presentation of the current state of
the art. Identification of the most significant discover-
ies and concepts — for example, the role of the MAPK
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MAPK nbms, cneunduyHmn mytauum (BRAF V600E,
MAP2K1), HoBu TepaneBTuyHu areHtn (BRAF/MEK
NHXMBUTOPW) N MPOMEHN B KNacudukaummTe.
Martepuanu n metogu: CucremMaTvyeH nperneq Ha
nuTeparypara 1 cbOMpaHe Ha akTyanHa v peneBaHTHa
MHOPMaLMS 33 XUCTUOLUTO3NTE OT HAAEXOHN U3TOY-
HUUM (MeguumHckm 6a3m gaHHu kato PubMed, Scopus,
Google Scholar; knacudukaummn Ha C30 n mexayHa-
POAHN KOHCEHCYCHU rpynu; aBTOPUTETHU MEOULMHCKU
cnuncanust). 3a ob3opa Gsixa n3non3saHn NOCNegHUTE
knacudmkaummn (WHO-HAEMS, ICC 2022) n knto4oBu
NnpoyYBaHWsi 3a NatoreHe3ara v Tepanuara.
Pesyntatu: JlaHrepxaHcknerbyHata XuCTMOLMTO3a
(LCH), Ham-yecTaTa copma, ce guarHoctTuumnpa ypes
CD1a/CD207 nosutuBHOCT 1 MyTauum B MAPK nbTs.
JleyeHneTo Bapupa OT nokKanHu MepKM OO0 CUCTEMHA
xummnoTepanus. TapreTHata Tepanust ¢ BRAF/MEK unh-
xnéutopu (BemypadeHno, gabpadeHnd, TpaMmeTMHnG)
€ PEeBOMIOLUMOHHA NPY YCTAaHOBEHU MyTaLMKn, 0COBEHO
npv pecdpakrtepHn chopmu 1 LIHC 3acsraHe.
Epxarim-Yectbp 3abonssaHeto (ECD) e psgka makpo-
darvanHa xuctmoumtosa (CD1a-HeratmBHa), CbLUO
cunHo cebp3aHa ¢ BRAF V600E myTtaums. KnnHuyHO ce
nposiesiea ¢ octeockneposa, LUHC n cbpaevHo-cbooBo
3acgaraHe. BRAF/MEK unHxmbutopute ca KpambrbreH
KaMbK B TepanvsaTa, BOAELLM OO 3HAYUTENEH OTrOBOP.
Posan-fopdmaH 3abonsasaHeto (RDD), xapaktepusu-
paLlo ce C emnepunonesa, Be4ye e Npu3HaTo 3a Kro-
HanHo npu Ao 50% oT cny4auTe, CbLIO C MyTauuu B
MAPK/PI3K-AKT-mTOR nbTsa. Tepanusta e nHamMeu-
AyanHa, oT HabrgeHe 0o KOpTMKOCTepouam u Tap-
reTHY Tepanum Npu OTKPUTU MyTaLuK.

3akntoyeHue: bbaeLeTo Ha XUCTMOUUTO3NTE € B Mpe-
LM3HOTO MOIEKynsipHO npocunupaHe, paspaboreaHe
Ha HOBU TApPreTHU areHT! 1 oNTUMU3NPaHe Ha KomMbu-
HUpaHUTE Tepanun 3a No-eYEKTUBHO U NEPCOHANU3n-
paHo neyeHue.

pathway, specific mutations (BRAF V600E, MAP2K1),
new therapeutic agents (BRAF/MEK inhibitors) and
changes in classifications.

Materials and methods: Systematic review of the
literature and collection of current and relevant infor-
mation on histiocytosis from reliable sources (medical
databases such as PubMed, Scopus, Google Schol-
ar; WHO classifications and international consensus
groups; authoritative medical journals). The latest clas-
sifications (WHO-HAEMS, ICC 2022) and key studies
on pathogenesis and therapy were used for the review.
Results: Langerhans cell histiocytosis (LCH), the most
common form, is diagnosed by CD1a/CD207 positivity
and mutations in the MAPK pathway. Treatment rang-
es from local measures to systemic chemotherapy.
Targeted therapy with BRAF/MEK inhibitors (vemu-
rafenib, dabrafenib, trametinib) has been revolutionary
in cases of established mutations, especially in refrac-
tory forms and CNS involvement.

Erheim-Chester disease (ECD) is a rare macrophage
histiocytosis (CD1a-negative), also strongly associat-
ed with the BRAF V600E mutation. It presents clinically
with osteosclerosis, CNS, and cardiovascular involve-
ment. BRAF/MEK inhibitors are the cornerstone of
therapy, leading to significant response.
Rosai-Dorfman disease (RDD), characterized by em-
peripolesis, is now recognized as clonal in up to 50%
of cases, also with mutations in the MAPK/PI3K-AKT-
mTOR pathway. Therapy is individualized, ranging
from observation to corticosteroids and targeted thera-
pies for detected mutations.

Summary: The future of histiocytosis lies in precise
molecular profiling, development of new targeted
agents, and optimization of combination therapies for
more effective and personalized treatment.

ABA CQIYYAA C MUENOUAHU HAPYLUEHUA N t(1;7)(qQ12;qQ11)

A. opdaHoe?, U. Kytomoxueea', J1. [paxnvoea’, J. Mumee?, A. Macnapoea®, A. Padurog3
Yy
' KnuHuka no xemamonsnoeaua BoeHHomeduyuHcka akademus — Cogpus,
2 Jlabopamopus no yumoezeHemuka u MoJiekyaapHa 6uosio2us BoeHHomeouuyuHcka akademus — Coghus,
Y.
3 KnuHuka no xemamornoaus YMBAJ1 ,Ce. leaH Puncku”— Cogpua

TWO CASES OF MYELOID DISORDERS WITH t(1;7)(q12;q911)

A. Yordanov?, Y. Kuyumdjieva', L. Grahilova1, L. Mitev?, A. Maslarova®, A. Radinov?
' Hematology Department Military Medical Academy - Sofia
2 Cytogenetics and Molecular Biology Laboratory Military Medical Academy — Sofia
3 Hematology Clinic UMHAT “St. Ivan Rilski” — Sofia

BbBeaeHue: T(1;7) e psagka Haxogka, KOATO ce cpe-
Lia npy MUENOVAHUTE HapyLIEeHUs MUenogucnnacTu-
yeH cuHgpom (MOC) n ocTpa MuenovaHa neBKEMUS
(OMI). Ta moxe pa 6bae kakTo GanaHcuMpaHa, Taka

Introduction: {(1;7) is a rare finding observed in my-
eloid disorders such as myelodysplastic syndrome
(MDS) and acute myeloid leukemia (AML). It can be
balanced or unbalanced, with breakpoints near the
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n HebanaHcupaHa, kaTo MecTaTa Ha npeobpasyBa-
He ce nokanuaupaTt B 6rmM3ocT OO LeHTpomMepuTe Ha
xpomo3oma 1 n 7. AHomanusTa ce acouumpa ¢ nowla
NpOrHo3a v TPyAHO Ce MOBMMsiBa TepaneBTUYHO. Yec-
TO Bb3HUKBA Crnej npefllecTsalla XMMuoTepanusi Ha
Jpyra xemartonornyHa Heonnasusi. Hue npegcraesve
aBa cnyyas c t(1;7): eanH nauymeHT ¢ bnactHa TpaH-
cdopmaums Ha nocTnonuuUTeMuMYHa Mmenodumbposa
n eavH ¢ BTopudeH MAC cnen nevyeHne Ha XpOHUYHa
numdouutHa neskemus (XI1J1).

Lenu: [a ce onuwar KnMHMKONATONOrM4yHuTe ocobe-
HOCTM Ha aBaTta criyyas ¢ t(1;7).

KnuHuyeH cnyyan 1

Kacae ce 3a nauueHT, gnarHoctuumpar ¢ XJ1J1 npes
2019 r. B npogobmkeHne Ha 5 r. e nekyBaH nocnego-
BatenHo ¢ MabTtepa, ®nygapabuH, Engokcan (RFC
npotokon) n BeHetoknakc. NMpe3 2024 r. Ha ocHoBaTa
Ha LUMTOMOPEOMNOrMYHM U XUCTOMOrMYHM U3CNEABAHMS
€ AnarHocTvMpaHa BTopa XemMaTtosiornyHa Heonsasmns —
MAC. LMToreHeTUYHNAT aHanmn3 OTKpMBa NaTonornyeH
KNMOH C AepuBaTMBHA XpoMo3oMa 7 B pe3ynTaT Ha He-
banaHcupaHa t(1;7). NpoeegeHo e neyexHve Ha MOC
CbC 3aMecTUTErNHa Tepanusi C XeMoTpaHCcy3nm 1 BNu-
BaHe Ha TpombounTHa mMaca u Ha XJ1J1 ¢ kopTuKocTe-
povan n AkannbpyTuHmnoG. MNauneHTsT nounea 7 Mece-
Lja No-KbCHO OT 6enoapoBHUN YCITOXKHEHUS.

KnuHuyeH cnyyan 2

Kacae ce 3a naumeHTka, gnarHoctuumpaHa ¢ JAK2(+)
nctmHcka nonvuntemns (UMM) npes 2007 r. UM e ne-
KyBaHa ¢ Xugpokcukapbamug B npogbrxkeHne Ha 17
rogunu. MNpes 2023 r. 3abonsBaHETO nMporpecrpa BbB
BTOpU4Ha Muenodundposa. JleyeHneto ¢ Xmapokcu-
kapbamng e npogbimkeHo Ao 2024 r., koraTto 3abons-
BaHETO Ha naumeHTkarta TpaHcdopmupa B OMIJ1. Ln-
TOrEHETMYEH aHanM3 yCTaHOBSABA MNaTONOMMYeH KMoH ¢
JepvBaTUBHa XpoOMO3oMa 7 B pesynTar Ha HebanaHcu-
paHa t(1;7). MpoBeneHa e Tepanusa ¢ Bugasa n BeHe-
Toknakc. MNMaumeHTkaTta NnoYMBa B Xoga Ha NeYeHMeTo B
pe3ynTaTt Ha 6enogpobHa HeAOCTaTbYHOCT.
3akntoyeHue: [peacraBeHuTe crnyvyan MOTBbPXAA-
Bar, ye t(1;7) Moxe ga Bb3HUKHE cref npeLluecTaalya
XUMUOTEPaNUst U € acoLMUPaHO C KpaTka NpexuBsie-
MOCT.

centromeres of chromosomes 1 and 7. The anoma-
ly is associated with poor prognosis and is difficult to
treat. It often occurs after preceding chemotherapy for
another hematologic neoplasm. We present two cas-
es with £(1;7): one patient with blast transformation of
post-polycythemia myelofibrosis and another with sec-
ondary MDS following treatment for chronic lymphocyt-
ic leukemia (CLL).

Objectives: To describe the clinicopathological fea-
tures of the two cases with t(1;7)

Clinical Case 1

A patient diagnosed with CLL in 2019, treated over
five years with MabThera, Fludarabine, Endoxan (RFC
protocol), and Venetoclax. In 2024, based on morpho-
logical and histological studies, a second hematologic
neoplasm—MDS—was diagnosed. Cytogenetic analy-
sis revealed a pathological clone with derivative chro-
mosome 7 resulting from an unbalanced t(1;7). The
patient was treated with supportive therapy, including
blood transfusions and platelet infusions for MDS, and
with corticosteroids and 2nd-generation tyrosine ki-
nase inhibitor (Acalabrutinib) for CLL. The patient died
7 months later from pulmonary complications.

Clinical Case 2

A woman diagnosed with JAK2-positive (JAK2+) true
polycythemia vera (PV) in 2007, treated with hydroxy-
urea for 17 years. In 2023, the disease progressed to
secondary myelofibrosis. Hydroxyurea was continued
until 2024, when the disease transformed into AML.
Cytogenetic analysis revealed a pathological clone
with derivative chromosome 7 due to unbalanced
t(1;7). She was treated with Vidaza and Venetoclax but
died during treatment due to respiratory failure.
Conclusion: These cases confirm that t(1;7) can oc-
cur following prior chemotherapy and is associated
with short survival.
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PAABK CJTYYAU HA BONECT HA PO3AN-AOP®MAH MPU 61-TOQULLIHA
KEHA - AJUATHO3A U MEHUOXMDHT HA 3ABOJIABAHETO

A. Hukonoea'?, A. Niopdaroe?, A. Macnapoed’®,
P. Xpucmockoea*, B. JamaHoea'? A. PaduHose?
' Kamedpa no meduyuHcka eceHemuka, MeouyuHcku ¢pakynmem, MeduyuHcku yHusepcumem — Cogpus
2 Jlabopamopus no eeHemuka, YMBAJ1,,Cs. ieaH Puncku” - Cogpus
3 OmoeneHue no xemamornoaus, YMbAJ,,Ce. eaH Puncku” - Cogpus
* OmOoeneHue no yumoJsioeuyHa oudeHocMukd, BoeHHomeouyuHcka akademus — Cogpus

RARE CASE OF ROSAI-DORFMAN DISEASE IN A 61-YEAR-OLD WOMAN -
DIAGNOSIS AND MANAGEMENT OF THE DISEASE

D. Nikolova'?, A. Yordanov?, A. Maslarova?, R. Hristoskova®, V. Damyanova'?, A. Radinov?
' Department of Medical Genetics, Medical Faculty, Medical University - Sofia
2 Genetics Laboratory, UMHAT “St. Ivan Rilski’; Sofia
3 Hematology Department, UMHAT “St. Ivan Rilski’; Sofia
* Cytological Diagnostics Department, Military Medical Academy, Sofia

BvBeaeHue: Poszaii-Jopdman (RDD) e pagbk cuHa-
poM C BapuabunHa KnuHUYHa KapTuHa, XxapakTepusu-
paLL ce C XMCTMounTo3a 1 MacmBHa nuMmdageHonaTuns.
[warHosaTa ce noctaesa TpygHO, a Hay4YHUTe OoKnagu
3a TO3M CUMHAPOM ca marnko. [eHeTU4yHO ca onucaHu
mMucceHc myTauum B reHute KRAS, BRAF n MAP2K1,
npeumyLlectBeHo cebp3aHn ¢ MAPK/ERK curHanHus
nbT. HAamMa gokasaHa Kopenauusi Mexay MyTaLMOoHHWS
CTaTyC M KIMMHUYHUS n3xopg oT bonectrta. Camo oKomno
5-10% ot cny4auTe umat chataneH nsxon, Ho CMHAPO-
MbT 3HAYMTENHO 3acsara Ka4eCTBOTO Ha XXMBOT.
Martepuanu u metogu: KnuHunyeH npernes, MMyHoO-
XUCTOXMMMYHO ouBeTsABaHe (IHC) Ha BuoncryeH maTte-
pvan, B3eT OT MMM@HNUTE Bb3MNW, MOMEKYNAPHO-TEHETU-
YyeH aHanm3, marHuTeH pesoHaHc (MRI) n kommTbpHA
Tomorpadwms (CT).

Pesyntatu: MonekynspHuUAT TeCT OTXBbPrs Hanu-
YMETO Ha MoAnexalia XemartofnornyHa Heonnasma.
IHC gemoHCTpupa MHOXECTBO AunaTvpaHn CUHYCU C
Makpodparu n xmuctmoumtn. Hanuue ca MRI gaHHu 3a
MyKO3Ha efemMa Ha (OpoHTanHug, ceHouaHus 1 ge-
CHMSA MakcunapeH cuHyc, CT nokasBa Kpbrmiv U yro-
neMeHn MeamnacTuHanHM NMMA@HN Bb3Nn ABYCTPAHHO.
Ouckycus: bonectta Ha Posan-JopdpmaH npoTtuya
OOUKHOBEHO 6E3CMMMTOMHO M e A0OpokayecTBeHa.
HenHaTta gmarHo3a oBMKHOBEHO OTHEMa MHOro Bpe-
Me, a 6e3 nedyeHne Moxe ga perpecupa. Bee owe He
ca OTKPUTU JOCTaTbYHO CNeundUYHN MOMEKYMHU Unn
UMYHOXUCTOXMMUYHM Mapkepun Ha bonectTa. [NoHsko-
ra naumeHTUTe ce HYXOaaT OT CTepouaHO feyeHue
UINN XUMNOTEPANEBTUYEH PEXUM.

3akntoyeHue: OnucaHnTe KIUHWYHK 1 nabopaTtopHu
OaHHN OTroBapsaT Ha Oonectta Ha Posan-[opdpmaH.
MpUNoOXeHNAT XMMUOTEPaNEBTUYEH MPOTOKOMN Ce TO-
nepupa gobpe oT nauueHTKarta u Ts € u3nmcaHa B no-
006pEHO 34paBOCMOBHO ChCTOSIHUE.

Introduction: Rosai-Dorfman disease (RDD) is a rare
syndrome with variable clinical presentation, charac-
terized by histiocytosis and massive lymphadenop-
athy. Diagnosis is difficult, and scientific reports on
this syndrome are few. Genetically, missense muta-
tions in the KRAS, BRAF, and MAP2K1 genes have
been described, mainly associated with the MAPK/
ERK signaling pathway. There is no proven correlation
between mutation status and clinical outcome. Only
about 5-10% of cases have a fatal outcome, but the
syndrome significantly affects the quality of life.
Materials and methods: Clinical examination, im-
munohistochemical staining (IHC) of biopsy material
taken from lymph nodes, molecular-genetic analysis,
magnetic resonance imaging (MRI), and computed to-
mography (CT).

Results: The molecular test rules out the presence of
an underlying hematological neoplasm. IHC demon-
strates multiple dilated sinuses with macrophages and
histiocytes. MRI data show mucosal edema in the fron-
tal, sphenoidal, and right maxillary sinuses; CT reveals
round and enlarged mediastinal lymph nodes bilater-
ally.

Discussion: Rosai-Dorfman disease generally pro-
gresses asymptomatically and is benign. Its diagnosis
usually takes a long time, and without treatment, it can
regress. Sufficiently specific molecular or immunohis-
tochemical markers of the disease have not yet been
identified. Sometimes, patients need steroid therapy or
chemotherapeutic regimens.

Conclusion: The described clinical and laboratory
data are consistent with Rosai-Dorfman disease. The
applied chemotherapeutic protocol is well tolerated
by the patient, and she was discharged in improved
health condition.
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BNIACTOUAHA MNASMOLUUNTONAHA OEHOAPUTOKNETDBYHA JIEBKEMUA -
15-TOAVLWEH EAHOLEEHTPOB ONMUT
H. Cumonocku’, 4. Jasudkoea’, T. AHkoea', M. JoHuyeg', M. [eHo8a>

'OmoeneHue no KauHu4YHa xemamosoaus, CbAJIX3-EAL - Coghus
2Jlabopamopus no xemamonamosnoaus u umyHosnoaus, CbAJIX3-EA/] — Cogpus

BLASTOID PLASMACYTOID DENDRITIC CELL NEOPLASM - 15 YEAR
UNICENTER EXPERIENCE
N. Simonoski', Y. Davidkova', T. Yankova', M. Donchev', M. Guenova?

' Department Clinical Hematology, SHATHD, Sofia
2l aboratory of Hematopathology and Immunology, SHATHD, Sofia

BvBeageHue: bnactomgHata nnasmouutouaHa O€H-
OpuTokneTbyHa Heonnasusa (BPDCN) npencraensiBa
PSIAKO CpeLLaHO KIMOHAIHO XemMaTtosnorMyHo 3abonsiea-
He C arpecuBeH knunHudeH xod. OTnvyaBa ce C KOXHO
3acsaraHe, aHraxvpaHe Ha KOCTEH MO3bK WU/uUnu nepu-
depHa KpbB, MMMGHN B3NN, BKITKOYUTENHO LeHTparn-
Ha HepBHa cuctema. 3abonsBaHeTo 3acara NPeaMMHO
nauMeHTV B HanpegHana Bb3pacT, Mpu KOMTO YecToTa-
Ta Ha npuapyxaBawu 3abonseaHusa e no-s1coka. Jle-
4YeOHUAT NoAX0oA BKITHOYBA KOHBEHLMOHAIHN XUMUOTE-
paneBTUYHU pexrMu. Bbnpeku ToBa nporHosaTa npu
Te3n nauneHTn e HebnaronpusaTHa, CbC cpeaHa obLa
npexuBsemMocT B AumanasoHa 8.7-24 meceua'. lNpes
nocnegHUTE roAvHU Hagexaarta ce Kpue B Mpuroxe-
HueTo Ha aHTU-CD123 aHTuTsno, Ho ynotpebata my
BCe OlLle He e pa3pelleHa B bbnrapus.

Llen Ha nscneasaHeTo: [la ce aHann3mpaT OCHOBHUTE
XapakTEePUCTUKN Ha MauMeHTUTE, OUArHOCTULMPaHU C
BPDCN 3a 15-roguiieH nepuog ot Bpeme B CBAJTX3.
Martepuanu n metoamu: TekyLLOTO NpPOyYBaHe BKIOY-
Ba 13 naumeHTun, guarHoctuumnparn B CBAJIX3 — Co-
dus, 3a nepuoga 2011-2025 r. CpegHata Bb3pacT
Ha m3cnenBaHarta rpyna 6ewe 69.1 roaMHu ¢ npegno-
MUHMPaHe Ha MbXkusa non (77% mbxe cnpsamo 23%
XeHu). [lnarHo3ata 6e noctaBeHa cnopepn KputepumTe
Ha WHO 2022, kato 6sxa npoBegeHv MopdhonorniHu,
UMYHOMEHOTUMHN, UMYHOXUCTOXUMUYHU, MOMEKYNsp-
HW U LMTOreHETUYHN N3CnenBaHus.

Pe3yntatu: B aHanusmpaHara koxopTa npeobnagasa-
Xa naymneHTn 260-roguiiHa Bb3pacT (85%). Han-yec-
Tata ekcTpamegynapHa rnokanu3auus belle koxata
(69%), numdageHomeranusa ce cpewlawe B 31%, a
crreHoMmeranusa 1 xenatomeranusa CbOTBETHO B 23%
n 15%. KOCTHOMO3bYHOTO aHraxkupaHe Bapupalle oT
40% po TotanHa uHdunTpaums. MNpy Tpuma oT nauu-
€HTUTE MPU HavyanoTo Ha 3abonsaBaHeTo bGsixa 3acer-
HaTW OpYyrn opraHu, Kato TecTuc, bpoHxmanHa creHa
M cTomallHa nuraeuua, 6e3 ga ce HabnogaBa neBke-
MUWYHO aHraxxupaHe. B eguH cnyyanm naumeHTbT Gelle
cbe 70% GnacTHa nonynauusa B nepudepHa KpbB, CbC
cneundurdeH dpeHotun n LIHC aHraxnpane. Mpu 54%
OT NaumeHTUTe B6sIXa NPUNOXEHN TePaneBTUYHU PEXU-

Introduction: Blastic plasmacytoid dendritic cell ne-
oplasm (BPDCN) is a rare clonal hematological dis-
ease with an aggressive clinical course. The disease
is distinguished by involvement of the skin, bone mar-
row and/or peripheral blood, lymph nodes, including
the central nervous system. The neoplasm primarily
affects elderly patients, among whom the frequency
of comorbidities is higher. The treatment approach
includes conventional chemotherapy regimens. How-
ever, the prognosis for these patients is unfavorable,
with a median overall survival in the range of 8.7-24
months'. In recent years, hope lies in the implemen-
tation of an anti-CD123 antibody, but its use is still not
authorized in Bulgaria.

Aim of the study: To analyze the main characteristics
of patients diagnosed with BPDCN in a 15-year period
at the Specialized Hospital for Active Treatment in He-
matology.

Materials and methods: The current study includes
13 patients diagnosed at SHATHD, Sofia for the peri-
od 2011-2025. The average age of the analyzed group
was 69.1 years, with a predominance of the male gen-
der (77% men compared to 23% women). The diag-
nosis was made according to the WHO 2022 criteria,
based on morphological, immunophenotypic, immu-
nohistochemical, molecular, and cytogenetic studies
were conducted.

Results: The patients aged above 60 years predom-
inated (85%). The most common extramedullary lo-
cation was the skin (69%), lymphadenomegaly was
found in 31%, and splenomegaly and hepatomegaly
occurred in 23% and 15%, respectively. The bone mar-
row involvement ranged from 40% to total infiltration. In
three of the patients, other organs such as the testis,
bronchial wall, and stomach mucosa were affected at
the onset of the disease without any leukemic involve-
ment being observed. In one case, the patient had a
70% immature blast cells in the peripheral blood, with
a specific phenotype and CNS involvement. Therapeu-
tic regimens for lymphoma treatment (such as CHOP,
hyper-CVAD, deVIC) were applied to 54% of the pa-
tients, while one (8%) received AML induction therapy.
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MK 3a nedeHne Ha numdom (kato CHOP, hyper-CVAD,
deVIC), npu eanH (8%) — OMJT MHOYKUMOHHA Tepanusi.
Bbnpekn ToBa cpegHaTta obLia npexuBsemMocT Gelue
7.6 mecela (Bapuvpalla OT paHHa CMBbPTHOCT Mpeau
cTapTupaHe Ha Tepanus o 21 meceua).
3akntoyeHmne: BPDCN e arpecuBHa xematonornyHa
Heonnasus ¢ HebrnaronpusTHa NnporHo3a. Heobxogumo
€ [a Ce YCTaHOBSAT AOMbIIHUTENHM MapKepu 3a ornpe-
OensiHe Ha HOBM TepaneBTMYHM NoAXoau, KOUTO Aa no-
BMMSAAT Xo4a Ha 3abornsBaHeTo.

However, the median overall survival was 7.6 months
(ranging from early mortality before therapy initiation to
21 months).

Summary: BPDCN is an aggressive hematological
neoplasm with an unfavorable prognosis. It is neces-
sary to establish additional markers for determining
new therapeutic approaches that can influence the
course of the disease.

BING-NEEL CUHAPOM - PAABK KIIMHUYEH CJITYYAN

A. flasudkoea’, H. Cumonocku’, T. lHkoea', M. JoHuees', M. [eHo8a*
'OmoeneHue no knuHu4Ha xemamosnoeaus, CbAJIX3-EAL] - Cogpusa
2Jlabopamopus no xemamonamosnoausa u umyHonozus, CbAJIX3-EA/] — Cogpus

BING-NEEL SYNDROME -

A RARE CLINICAL CASE

Y. Davidkova', N. Simonoski®, T. Yankova', M. Donchev', M. Guenova?
' Department Clinical Hematology, SHATHD, Sofia
2Laboratory of Hematopathology and Immunology, SHATHD, Sofia

BbBeneHue: JlumconnasmountHuaT numdcom/ Mak-
pornobynuHemuns Ha BangeHwpsom (LPL/WM) e psako
cpellaHa uHporneHTHa B-kneTbyHa Heomnnasws, KoATO
cbeTaBnsaBa 2% OT HEXOMXKMHOBMTE numdomn. Knu-
HM4YHaTa NposiBa ce CBbp3Ba C UHMNTPaUMSA Unm e pe-
3ynTaT Ha CMHTe3a Ha MOHOKNoHaneH IgM. Pagko Hes-
ponornyHo ycrnoxxeHue Ha WM, cBbp3aHo ¢ y4acTneTo
Ha LeHTpanHaTta HepsHa cuctema (LIHC), e cuHopombT
Bing-Neel (BNS), konTo € pesynTaT OT aHraxmpaHe Ha
LUHC ot knoHanHu numdonnasmountn. KnvHudHuTe
nposiBu ca pasHoobpasHu U HecrneunuyHN.

Llen Ha uscnenBaHeTo: [1a ce oHarnean psagbk KIMHKU-
YeH cryyan Ha NauueHT, Npy KOroTo eHa roguHa cneg
AvardoctuumpaHeto Ha WM HacTbnBa nporpecus Ha
3abonsiBaHETO CbC 3acsraHe Ha opbuTata 1 nukeopa.
PesynTtatu: lMpeactaBame psagbK KIMHUYEH crydan
Ha 65-roavleH nauuveHT, KOWTO edHa roauvHa crepg
anarHocTtuumpaHe Ha WM nporpecupa ¢ pa3Hoobpas-
Ha HEeBPOIOrMYHa CUMMNTOMAaTWKa, BKMKO4YBaLLa NPO-
rpecuBHa [AByCTpaHHa [ryxoTa, CBETOBbPTEX, Au-
cKoOpAMHaUMs, HUCKOCTEMNEHEH OeCeH narontanm u
aHraxvpaHe Ha nukeopa. Ha 6a3sarta Ha oTkpuTMe Ha
KnoHanHu B-kneTku B nukeopa 4pe3 cnyoumomeTpums
N 94peHO-MarHNUTEH pe3oHaHc, guarHo3ata Bing-Neel
cvHOpom belle nocTaBeHa.

3akntoyeHue: Yectorata Ha BNS npu LPL/WM e
nog 1%, HO YecTo Nopagun pegkocTTa Ha 3abonsBaHe-
TO TO MoXe ga 6bae nogueHeHo. BNS tpabsa ga ce
pasrnexaga npu naunmeHT! ¢ HEBPOMOTMYHM CUMNTOMMU
n aHamHesa 3a WM, Tbi Kato e psAKo YCrOXHeHue,
KOeTo MOXe [a ce NposiBU MO BCAKO BpeEME B XoA4a Ha
3abonsiBaHETO 1 MOXe [a ObJe CBbp3aHo ¢ Hebnaro-
NPUSATEH KINMHUYEH U3X0[, ako He Ce NeKkyBa.

Introduction: Lymphoplasmacytic lymphoma/
Waldenstrom’s macroglobulinemia (LPL/WM) is a
rare indolent B-cell neoplasm which accounts for 2%
of non-Hodgkin lymphomas. The clinical presentation
is associated either with tumor infiltration or is due to
the synthesis of monoclonal IgM. A rare neurological
complication of WM with an involvement of the cen-
tral nervous system (CNS) is the Bing-Neel syndrome
(BNS), which is a result of infiltration of CNS by clonal
lymphoplasmacytes. The clinical manifestations are
various and nonspecific.

Aim of the study: We present a rare clinical case
of a patient, who one year after WM was diagnosed,
progressed with orbital and cerebrospinal fluid involve-
ment.

Results: We present a rare clinical case of a 65-year-
old patient, who one year after the diagnosis of Walden-
strdbm’s macroglobulinemia, progressed with diverse
neurologic presentation which included progressive
bilateral deafness, vertigo, discoordination, low grade
right lagophthalmos and also cerebrospinal fluid in-
volvement. Based on the discovery of clonal B-cells in
the cerebrospinal fluid by flow cytometry and magnetic
resonance imaging, the diagnosis was made.
Summary: The prevalence of BNS in LPL/WM has
been estimated as less than 1%, however, it is largely
unknown and because of the rarity of the disease it
might be underdiagnosed. BNS should be considered
in patients with neurologic symptoms and a history
of Waldenstrém’s macroglobulinemia because it is a
rare complication, which may occur at any time in the
course of the disease and may be associated with poor
outcome if not treated.
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MYNTUUEHTPUYHA OOPMA HA BOJIECTTA HA CASTLEMAN,
ACOLMUUNPAHA C POEMS CUHAPOM - KJIMHUYEH CJZTYYA C ATUNMNYHA
N3ABA UJINTEPATYPEH OB30OP
C. Cnacoes, U. AmuH, M. Jlamkoea, U. lenv6oea, B. UeaHoesa, U. Bacunes,

A. Panes, M. bo2zoaHoea, J1. lepuyeea
KnuHuka no xemamonoeaus, Adxubadem Cumu KnuHuk, YMBAJT,, Tokyda” - Cogus

MULTICENTRIC CASTLEMAN DISEASE ASSOCIATED WITH
POEMS SYNDROME: A CASE REPORT WITH ATYPICAL PRESENTATION AND
LITERATURE REVIEW
S. Spasov, I. Amine, M. Latkova, I. Galabova, V. Ivanova, I. Vasilev,

D. Ralev, M. Bogdanova, L. Gercheva
Hematology Clinic, Acibadem City Clinic UMHAT “Tokuda’; Sofia

Llen Ha u3cneaBaHeTo: [1a ce npeacTtaBu KIMHUYEH
cryya’ Ha naumeHT ¢ MyNTUUEHTpu4YHa GonecT Ha
Castleman (MCD), acounmpana ¢ POEMS cuHgpom ¢
aTMnMyHa KNMHWYHa U3sBa U Ja ce pasrneia cbBpe-
MeHHaTa knacudwvkaumsa v TepaneBTUYHM MoAXOo4M
npu 3abonsiBaHeToO.

MaTepuanu n metoau: AHanuampaH e KIMUHUYEH cry-
Yau Ha 56-roguLlHa NaLMeHTKa, Npm KOSTO Ce yCTaHOBS-
BaT NMMdageHoOMeranusi, opraHoMeranusi, nresparsHu
M3Nu1BKM, MOHOKIIOHaNHa ramanaTusi, Ho 6e3 m3paseHa
KOHCTUTYLIMOHaMNHa CMMNTOMaThKa U NornMHEBponaTusi.
MpoBeneHn ca nabopaTopHW, CEPONOrnyHN, obpasHu n
XVCTOMNOMNYHM U3CreaBaHusi, BKIIOYMTENHO Broncus Ha
nMmdeH Bb3en 1 OLeHKa Ha KOCTEH MO3bK. V3BbpLUEH
e 0030p Ha aKTyanHarta nutepatypa OTHOCHO pasnuy-
HUTe nogTunoBe Ha bonecTtTa Ha Castleman n HelHaTa
acoumaumna c POEMS cuHgpom.

PesynTtaTtu: X1cTonormyHo 1 KOMmnoTbp-TOMOrpadhcku
e NOTBbpAeHa MynTULEeHTpu4Ha 6onect Ha Castleman,
cMeceH BapwuaHT. lMpu noctaeBsHe Ha AmarHosaTa ca
Hanuue kputepun 3a POEMS cungpom, ¢ nsknoyeHne
nvncarta Ha TUnMyHa nonvHeBponaTtusi. [uarHosarta e
yCcTaHOBeHa Ha 6a3a KOMMNIeKCHa OLEeHKa 1 N3KIHYBa-
He Ha apyrm numdonponudepaTvBHn 3abonsiBaHNS.
CtaptupaHo e nedveHne ¢ CHOP pexum, koeTo nopa-
OV nunca Ha ed)ekT € 3aMeHEHO OT TapreTHa Tepanusi,
HacoveHa KbM noAnexaiiata nrasMokneTbyHa Auc-
Kpasusi. OTYETEH € YacTU4eH TepaneBTUYEH OTrOBOP.
MpoabimkeHo e ¢ nogabpalla Tepanusi.
3akntoveHue: CnyyasT uniocTpupa AuarHOCTUHHOTO
N TepaneBTUYHO NpPeau3BMKATENCTBO MNpu BornecTTa
Ha Castleman n acoumaumsTa ¢ atunuyHa dopma Ha
POEMS cuHgpoMm. Jluncata Ha n3paseHa nonmMHeBPO-
naTus He U3KINoYBa guarHosara npu Hanmyme Ha ocTa-
HanuTe Kr4oBu Kputepun. MynTuamcumniamHapHuaT
noaxof M Ao6pOToO No3HaBaHe Ha pasnuMyHuTe hopmu
Ha borecTTa ca OT CbLUECTBEHO 3HayeHue 3a OnTu-
MariHo nosefeHue npv nogobHu cnyyaw.

Aim of the study: To present a clinical case of a patient
with multicentric Castleman disease (MCD) associated
with POEMS syndrome with atypical presentation and
to review the current classification and therapeutic ap-
proaches to the disease.

Materials and methods: A clinical case of a 56-year
old female patient was analyzed, presenting with lym-
phadenopathy, organomegaly, pleural effusions and
monoclonal gammopathy, but without marked consti-
tutional symptoms or polyneuropathy. Laboratory, se-
rological, imaging and histological studies were con-
ducted, including lymph node biopsy and bone marrow
assessment. A review of the current literature on the
various subtypes of Castleman disease and its associ-
ation with POEMS syndrome was also performed.
Results: Multicentric Castleman disease, mixed vari-
ant, was confirmed histologically and through comput-
ed tomography. At diagnosis, the patient met the cri-
teria for POEMS syndrome, except for the absence of
typical polyneuropathy. The diagnosis was established
based on a comprehensive assessment and exclusion
of other lymphoproliferative disorders. Initial treatment
with CHOP regimen was initiated, which later was dis-
continued due to lack of response and replaced with
targeted therapy directed at the underlying plasma
cell dyscrasia. On evaluation, a partial therapeutic re-
sponse was achieved and maintenance therapy was
continued.

Conclusion: The case illustrates the diagnostic and
therapeutic challenges of Castleman disease associ-
ated with atypical form of POEMS syndrome. The ab-
sence of overt polyneuropathy does not exclude the
diagnosis when other key criteria are present. A multi-
disciplinary approach and thorough understanding of
the different forms of the disease are crucial for optimal
management in such cases.
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TPYAHUAT NbT OT AUATHOCTULLIMPAHETO A0 YCMNELWHOTO JIEMEHUE
NP MNAA NAUUEHT C ATJTACTUYMHA AHEMUA

P. lMempoea, U. Kapazbosoea, A. Uopdaros, A. PaduHoe
OmoeneHue no KauHU4YHA xemamosoeaus, YMbBAJ1 ,,Ce. eaH Puncku” - Cogpus

THE CHALLENGING PATH FROM DIAGNOSIS TO SUCCESSFUL TREATMENT
IN AYOUNG PATIENT WITH APLASTIC ANEMIA

R. Petrova, I. Karagyozova, A. Yordanov, A. Radinoff
University Hospital “Sv. Ivan Rilski’, Sofia — Department of Clinical Hematology

Llenta e ga ce npeacTtaBu KNUHWYEH criydyan Ha na-
LMEHT Ha 22 roavHM C JokasaHa Texka dopma Ha
nanonatuyHa annacTuyHa aHeMusd, npemMuHarn UMyHo-
CYMPECUBHO NEYEHNe U arnoreHHa (xanmnonaeHTu4Ha)
TpaHcnnaHTauusa Ha XeMOMNOEeTUYHM CTBOSIOBU KMETKN
OT KOCTEH MO3bK.

[MocTaBsHeTO Ha To4Ha AmMarHosa npu Mnag nauueHT ¢
KOCTHOMO3bYHA HEOCTaTBbYHOCT 1 €31KoBa bapuepa oT-
HeMa Bpeme, B KOETO ce Harara Ton fa 6bae 3amectBaH
¢ GruonpoaykTu, B crnyyas ¢ TpygHata NoHOCUMOCT KbM
TPOMOOUMTEH KOHUEHTpaT. [lpoBedeHO e neveHve ¢
LinknocnopwvH, ¢ MOHUTOpUPaHE Ha CepyMHUTE HMBA U
noaabpaHe B TepaneBTUYeH AuanasoH, 3aegHo ¢ En-
Tpombonar. Cries HaMypaHe Ha XanmnouaeHTUYeH poa-
CTBEH [OHOpP e NpoBefeHa aroreHHa TpaHchnnaHTauus
Ha XeMOMOETUYHM CTBOSOBM KMNETKM OT KOCTEH MO3bK.
[MauneHTHLT OTroBaps Ha TepanusaTa ¢ MMYHOCYNpPeCco-
pv ¢ gocTuraHe Ha abconoTeH Gport Ha HeyTpodunu
Haa eguHuUa, 6e3 noenusiBaHe BbpPXy TPOMOOUUTEH
Opoi. MNpun OTKpMBaHe Ha CbBMECTMM JOHOP € HAaCOYeH
3a npoBexaaHe Ha anoreHHa TpaHcnnaHTauus, cneg
KOSITO ca HabntogaBaHW paHHa BMpYCHA peakTuBauums
Ha LMTOMeranoBmpyc, BeHO-0KMy3uBHa 6onect n BKV
xemoparunyeH unctut. Cneq oBnaasiBaHETO MM Mauu-
EHTBT NogabpKa TpariHa XeMaTonornyHa pemMucus.
AnnactuyHaTa aHeMus e psaKo XeTeporeHHo 3abons-
BaHe, M3UCKBALLO KOMMMEKCEeH MOAXOA, KONTO BKIIHOY-
Ba paHHa AuarHOCTWKa W MHOMBMAOyanuaupaHa Tepa-
neBTUYHa cTparternd. M3skniouBaHeTo Ha ocTaHanute
CUHAPOMMU, XapakTepuaupailiy ce C XUnonnasusa Ha
KOCTEH MO3bK, OTHEMa BpeMe, KOETO € OrpaHu4YeHo,
nopagu arpecuBHus xo Ha 3abonsaBaHeTo. AnoreHHa-
Ta TpaHCMMnaHTaums Ha XeMONOETUYHN CTBOSIOBU KNeT-
Kv ocTaBa Han-ehekTuBHa nevyebHa onuusi Npy mnagu
naumeHTn ¢ Texka opma 1 HegoctaTbuyeH edpekT oT
MMYHOCYNpecuBHa Tepanus.

The aim is to present a clinical case of a 22-year-old
patient with proven severe idiopathic aplastic anemia,
who underwent immunosuppressive treatment and
allogeneic (haploidentical) bone marrow hematopoietic
stem cell transplantation.

Establishing an accurate diagnosis in a young patient
with bone marrow failure and a language barrier is time
consuming. During the process, substitution with blood
products is vital, in this case with difficult tolerance
to platelet concentrate. Treatment with Cyclosporine
was performed, with monitoring of serum levels and
maintenance in the therapeutic range, together with
Eltrombopag. After finding a haploidentical sibling
donor, an allogeneic bone marrow hematopoietic stem
cell transplantation was performed.

The patient responded to immunosuppressive therapy
with an absolute neutrophil count rising to safe levels,
without affecting the platelet count. Upon finding a
compatible donor, he was referred for allogeneic
transplantation, after which early viral reactivation of
cytomegalovirus, veno-occlusive disease, and BKV
hemorrhagic cystitis were observed. After successfully
managing them, the patient maintained a durable
hematological remission.

Aplastic anemia is a rare heterogeneous disease
requiring a complex approach that includes early
diagnosis and individualized therapeutic strategy.
The exclusion of other syndromes characterized
by bone marrow hypoplasia takes time, which is
limited due to the aggressive course of the disease.
Allogeneic hematopoietic stem cell transplantation
remains the most effective treatment option in young
patients with severe form and insufficient effect of
immunosuppressive therapy.
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KINUHUYEH CNYYAN HA XEMODATOLUTHA IMMOOXNCTUOLIUTO3A
MPU Bb3PACTEH NAUMEHT: AUATHOCTUYHO NPEAN3BUKATEJICTBO
MEXAY TIMMOOUAHA HEOIJIA3UA, XLP1 U BOJIECT HA STILL

P. Mempoea, M. Adun-MiomioH, A. Nopdaros, A. PaduHoe
OmoeneHue no knuHu4Ha xemamosnoeaus, YMBAJI,Ca. NeaH Puncku” - Coghus

A CASE OF HEMOPHAGOCYTIC LYMPHOHISTIOCYTOSIS IN AN ADULT
PATIENT: A DIAGNOSTIC CHALLENGE BETWEEN LYMPHOID NEOPLASIA,
XLP1, AND STILL'S DISEASE

R. Petrova, M. Adil-Myumyun, A. Yordanov, A. Radinoff
University Hospital “St. Ivan Rilski’; Sofia — Department of Clinical Hematology

XemodparoymTtHata numdoxuctmoumTtosa (HLH) e xu-
BOTO3acTpallaBall, XUNepBb3nanuTerneH CUHOPOM C
4YeCTo HecneumduyHa KNMHUYHA U3sBa NPY Bb3PacTHM
nauneHTW. [lnarHoctvkara e npegusBukatenHa, nopa-
OV MHOXECTBOTO MOTEHUMANHN TpUrepu 1 npunokpu-
BaLLM Ce KIMMHUYHM 1 NabopaTopHN XapakTepUCTUKN C
Opyrun 3abonsBaHus.

MpeacraBame cnyyanm Ha nauueHT Ha 43 roguHu c
GebpunuteT, NPOdY3HN HOLLHN U3NOTABAHUSA, NaHLUM-
TOMEHWs1, XenaTocniieHoMeranus 1 reHepanuavpaHa
numdageHomeranus. MHnumanHo e noctaBeHa auva-
rHo3a [ndyseH B-egpoknerbyeH numdom ¢ npeob-
nagasawy T-numdoumnTn n xuctmounTn. CtTaptmpaH e
CHOP-6a3unpaH pexunm ¢ BpEMEHHO NOBNUSABAHE.

Mpu npepasrnexgaHe Ha XUcTonorusita B pedepeHT-
Ha nabopaTtopusi anarHosata HeXOOXXKMHOB NUMAOM
e oTxBbpneHa. MNMaumeHTbT nanbnHasa 6 ot 8 HLH-
2004 kpuTepus, BKOYUTENHO: PeBPUNUTET, cnneHo-
Meranusi, LMToneHusl, XunombpmnHoreHeMmusl, XunepT-
purnuuepuaemMusi n xmnepdgeputuHemus. Hscore npu
naumeHta 6e 268, koeto cboTBeTCcTBA Ha Hag 99%
BeposaTHocT 3a HLH (no Fadet et al.). Xemodaroum-
To3a He Oe ycTaHoBeHa, a sCD25 He Ge n3cnenBaH.
NK-kneTkute ca nog 10 knetku/uL n nopaam nogo3spe-
Hue 3a EBV-nHayuupana HLH 6e 3anodHata Tepanus
¢ Rituximab-Bendamustine ¢ 6bp3 KNMHNYEH OTrOBOP.
Otpuuatentmat PCR 3a EBV 1 nuncarta Ha kaTeropuyHm
OaHHW 32 HeOMnasusi HanoXuxa BKMKYBaHe Ha paswu-
peHa OudepeHUManHa avarHo3a: aBTOMMYHHO Bb3na-
nenune (6onect Ha Still), TpaH3uTopHa T-kneTb4yHa abe-
pauus (14932) n nbpBUYeH UMyHeH aedunumt (XLP1).
®ProyLUMTOMETPUYHUAT U MOSEKYISIPEH aHanmn3 He ycta-
HOBMXa KroHarnHocT. B xon ca gyHKUMOHaNHU Tectose
3a NK-kneTtkn n reHetnyeH nanen 3a HLH/XLP1 ornen
BPOOEH MMYHEH AenLMT KaTo nognexalla npuymHa.
KasycbT mntocTpupa guvarHocTuyHaTa KOMMIEKCHOCT
npyv Bb3pacTHM naumeHtn ¢ HLH-nogobHa knuHWu-
Ha KapTuHa, 0CODEHO B KOHTEKCTa Ha NUMcBaLy siCHO
yCcTaHoBeH Tpurep. Heobxoaum e mMyntuaucumnnnHa-
peH Noaxond, BHUMaHUE KbM TPaH3UTOPHM XemaTtono-
TMYHW Haxo4KU U MbBKABOCT B AWArHOCTUYHUTE XMMO-
Tesun npu esontoumsaTa Ha bonecrtTa.

Hemophagocytic lymphohistiocytosis (HLH) is a
life-threatening hyperinflammatory syndrome with
non-specific clinical manifestations in adult patients.
Diagnosis is challenging due to the multitude of poten-
tial triggers and overlapping features with other diseas-
es.

We present a case of a 43-year-old male patient with
fever, profuse night sweats, pancytopenia, hepatosple-
nomegaly, and generalized lymphadenopathy. An initial
diagnosis of diffuse large B-cell lymphoma (DLBCL)
with a predominance of T-lymphocytes and histiocytes
was established, and CHOP-based chemotherapy was
initiated with temporary improvement.

Upon histopathological reevaluation in a reference lab-
oratory, the diagnosis of non-Hodgkin lymphoma was
excluded. The patient fulfilled 6 out of the 8 HLH-2004
criteria, including fever, splenomegaly, cytopenia, hy-
pofibrinogenemia, hypertriglyceridemia, and hyperfer-
ritinemia. The patient's HScore was 268, correspond-
ing to a >99% probability of HLH (according to Fardet
et al.) Hemophagocytosis was not demonstrated, and
sCD25 was not tested. NK cell count was below 10
cells/uL. Due to suspected EBV-induced HLH, treat-
ment with Rituximab-Bendamustine was initiated, re-
sulting in a rapid clinical response.

A negative EBV PCR and the absence of definitive ev-
idence for malignancy prompted an expanded differ-
ential diagnosis, including autoimmune inflammation
(Stil’'s disease), transient T-cell aberration (14q32),
and primary immunodeficiency (XLP1). Flowcytometry
and molecular studies did not demonstrate clonality.
Functional tests for NK cells and a genetic panel for
HLH/XLP1 are currently underway to explore congen-
ital immunodeficiency as a possible underlying cause.
This case illustrates the diagnostic complexity of HLH-
like clinical presentations in adults, especially in the
absence of a clearly defined trigger. A multidisciplinary
approach, attention to transient hematological findings
and flexibility in diagnostic hypotheses are crucial as
the disease evolves.
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PNH AUATHOCTUKA B EPATA HA BUCOKATA HYBCTBUTEJIHOCT:
MHTEPNPETAUUA, KINHWYHU KOPENALU U AUATHOCTUYHU KATNMAHA

I. Bacunes', P. Bnadumupoea', M. Myxmapoea', A. Uopdanoe’, A. bankoea', B. fopaHoea-MapuHoea®,
I. Mazaparos', []. Pu6oée’, E. beneea?®, U. Bacunee®, U. lenv60ea? U. Amun? J1. Qununoea'’,
M. AHacmacoea-llocmadxusax?, K. Uaznamoea', M. leHoea’
'CneyuanusupaHa 607HUUA 30 AKMUBHO Jie4YeHUe Ha XxeMamoJsioeu4Hu 3abosissarus, Cogus
2Aoxubadem Cumu Knuruk, YMBAJ1,, Tokyda’; Coghus
3 BoeHHomeouyuHcka akademus, Cogpus ; *YMBAJ1 ,Anekcanoposcka’; Copus
>YMBAJI - bypeac ; *YMbBAJ1, Cs. [eopeu’, [nosdus;” YMBAJ1,,Ca. ieaH Puncku’; Copua

PNH DIAGNOSTICS IN THE ERA OF HIGH SENSITIVITY: INTERPRETATION,
CLINICAL CORRELATIONS, AND DIAGNOSTIC PITFALLS

G. Vasilev', R. Vladimirova', M. Mukhtarova’, A. Yordanov’, A. Bankova', V. Goranova-Marinova®,
G. MagaranoVv', D. Ribov’, E. Beleva’, I. Vasilev*, I. Galabova?, I. Amin?, L. Filipova',
M. Anastasova-Postadzhiyan®, K. Ignatova', M. Guenova'
' Specialized Hospital for Active Treatment of Hematological Diseases, Sofia, Bulgaria
? Acibadem City Clinic Tokuda University Hospital, Sofia, Bulgaria
* Military Medical Academy, Sofia, Bulgaria ; * “Alexandrovska” University Hospital, Sofia, Bulgaria
> University Hospital Burgas, Bulgaria; ® “St. George” University Hospital, Plovdiv, Bulgaria
7 “St. Ivan Rilski” University Hospital, Sofia, Bulgaria

PNH (napokcuamanHa HolHa xemornobuHypus) de-
HOTUMBT Ce XapakTepusnpa ¢ MembpaHeH eduumnT Ha
NPOTENHN, 3aKOTBEHW C MUKO3UIGochaTanimHo3mn-
Ton (GPI) BbpXy KpbBHU KNETKN.

Llen Ha n3cnepgBaHeTo: [la ce npoyyn KnvHW4YHaTa
XapaKTepucTuka Ha nauMeHTU C YyCTaHOBEHWU KPbBHU
knetkn ¢ PNH-cbeHoTun Ypes cnoyumtoMeTpusi ¢ BU-
COKa YyBCTBUTENMHOCT.

Matepuan u metogu: Ot 2014 r. B CBEAJIX3 0610 320
npobu oT nepudepHa KpbB Bsixa NOANIOKEHN Ha droy-
LMTOMETPUYEH aHanm3 3a Hanuume Ha PNH-knoHose,
kaTto 3a nepuoga 2024-2025r. npn 107 ot 103 naumeHTn
1 npu 12 3gpaBu KOHTPONK n3cnensaHeTo beLle npose-
neHo ¢ 12-useteH naHen FLAER/CD15/CD24/CD157/
CD64/CD14/CD45/CD235a/CD59/CD71/CD55 B cbOT-
BETCTBME C aKkTyanHute npenopbkun Ha ICCS/ESCCA 3a
nocturaHe Ha Bucoka yyscteuTenHocT <0.01%.
PesynTtatu: NMpu 58% (60/103) oT naumeHtTuTe mnscnea-
BaHeTO Oelue Ha3Ha4YeHo Npu Hanu4vme Ha >1 nHamMKaums,
CbrMnacHo Aenctealumte npenopbku, npn 4% (4/103) — ¢
OaHHM 3a HeyTOYHeHa aHemus, a npu octaHanute 38%
(40/103) KNMHMYHOTO OCHOBaHWME He BeLLle NocodeHo. Bb3
OCHOBa Ha KOHTpomHarta rpyna 6sxa ns4ncneHu meTtpu-
KATE Ha aHanuMTMyHaTa JyBCTBUTENHOCT Ha MeToAa,
OOCTUrankn YyBCTBUTENHOCT Ha getekums Ha PNH-ge-
HoTun: LLOD=0.004% n LLOQ=0.007%. lNpn obwo 36
(34%) nauueHTn 6axa noeHTudmumpadn PNH-knetkm B
wmpoku rpaHnum ot 0.01% go 100%. Mpn 10 naumneHTn
PNH-ceHotun Gelue yctaHoBeH B >60% oOT HeyTpodmnu
W/Mnmn MOHOLIMTY, KaTo Npu BCUYKM Bsxa Hanuue KnvHuY-
HM n3aBn Ha PNH, B T.4. 1 naumeHT ¢ nporpecus cnep,

The Paroxysmal nocturnal hemoglobinuria (PNH) phe-
notype is characterized by a membrane deficiency of
glycosylphosphatidylinositol (GPI)-anchored proteins
on blood cells.

Objective: To investigate the clinical characteristics of
patients with a PNH-phenotype detected by high-sen-
sitivity flow cytometry.

Material and methods: Since 2014, a total of 320 pe-
ripheral blood samples have been analyzed for PNH-
clones by flow cytometry at the Specialized Hospital for
Active Treatment of Hematological Diseases. For the
2024-2025 period, the analysis on 107 samples from
103 patients and 12 healthy controls was performed
in accordance with the current ICCS/ESCCA guide-
lines to achieve a high sensitivity of <0.01% using a
12-color panel (FLAER/CD15/CD24/CD157/CD64/
CD14/CD45/CD235a/CD59/CD71/CD55).

Results: In 58% (60/103) of patients, the test was
ordered based on 21 indication according to current
guidelines; in 4% (4/103) for unspecified anemia; and
for the remaining 38% (40/103), the clinical rationale
was not provided. Based on the control group, the an-
alytical sensitivity metrics of the assay were calculat-
ed, reaching a detection sensitivity for the PNH-pheno-
type of: LLOD=0.004% and LLOQ=0.007%. PNH-cells
were identified in a total of 36 (34%) patients, with
clone sizes ranging widely from 0.01% to 100%. In 10
patients, the PNH-phenotype was detected in >60% of
neutrophils and/or monocytes, all of whom presented
with clinical manifestations of PNH, including one pa-
tient who progressed from aplastic anemia. In 6 pa-
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annactuyHa aHemust. lNMpy 6 naumeHTn aedmumt Gele
yctaHoBeH B 1-10% o1 >2 kpbBHM peaa, v npn 3 — B 0.1-
1%. Yetupuma ot Tax 6sixa ¢ fJoka3aHa KOCTHO-MO3b4YHa
HepgocTaTbyHOCT, 1 — ¢ DAT(-) XemonuTnyHa aHemusi, u
1 ¢ xunonnacteH MIAC. Mpu 17 naumeHtTn PNH-goeHoTMN
DeLle yCTaHOBEH CaMO B €pUTPOLIUTH, KOETO HE OTpass-
Ba CbLLUECTBYBAaHETO Ha CbLUMHCKM KIoH. Habntogasa-
Ho Gelue 3aBuwaBaHe Ha PNH-knoHa B eputpouutmTe
npu neyYeHne C UHXMOUTOPU Ha KOMMMEMEHTa, AOKaTo
PNH-knoHbT B NEBKOLMTUTE OCTaBa CTabuneH.
3aknoveHune: GnoyLUToMETPUYHOTO U3cneaBaHe nos-
BONsiBa NPELM3HO 1 Bb3NPOM3BOAUMO onpeensHe Ha
pa3mepa Ha PNH-knoH, KoeTo Hapea C KnMHUKO-rabo-
patopHaTa KOHCTenauusi No3BonsBa MHTerpupaHa am-
arHosa W CnyXu Kato OTnpaBHa To4ka 3a TepaneBTuu-
Ha uHTepBeHUus. CnyyauTe ¢ ,Manbk PNH-knoH* unu
-peakn PNH-kneTkn® nsucksat BHMUMaTenHa nHTepnpe-
Tauusa v npocneasisaHe.

tients, a deficient clone was found in 1-10% of =2 cell
lineages, and in 3 patients, the clone size was 0.1-1%.
Four of these patients had confirmed bone marrow fail-
ure, one had DAT-negative hemolytic anemia, and one
had hypoplastic MDS. In 17 patients, the PNH-pheno-
type was detected only in erythrocytes, which does not
reflect the presence of a true hematopoietic stem cell
clone. An increase of the PNH erythrocyte clone size
was observed during treatment with complement inhib-
itors, while the leukocyte PNH-clone remained stable.

Conclusion: Flow cytometric analysis allows for the
precise and reproducible quantification of the PNH
clone size, which, along with the clinical and laboratory
findings, enables an integrated diagnosis and serves
as a baseline for therapeutic intervention. Cases with a
«small PNH clone» or «rare PNH cells» require careful
interpretation and follow-up.

KOIrATO AEHAPUTHUTE KJIETKU CE OBbPKAT: OT PEAKTUBHA
XUNEPMJIA3UA NPU BOJIECT HA CASTLEMAN 4O OTKPOBEHA
MAJIMTHEHA TPAHCOOPMALMA NPU FDC CAPKOM

M. lenoea, A. Jumumpos, T. Jukoe
HayuoHanHa cneyuanu3upaHa 60/1HUUA 3a GKMUBHO JiedeHue Ha XeMamoJs102u4HU 3abonasaHus — Cogua

WHEN DENDRITIC CELLS GO WRONG: FROM REACTIVE HYPERPLASIA
IN CASTLEMAN DISEASE TO OVERT MALIGNANT
TRANSFORMATION IN FDC SARCOMA

M. Guenova, Y. Dimitrov, T. Dikov
National Specialized Hospital for Active Treatment of Hematological Diseases, Sofia, Bulgaria

MaTonorusaTa Ha onuKynapHuTe OEHOPUTHU KIETKU
(FDC) npencraBnsiBa cnekTbp OT 3abonsiBaHus — OT
KOHTpOnupaHa, peakTuBHa nponudepaums npu 60-
nectTta Ha Castleman (CD), 0o HEKOHTpOnMpyem 31o-
kauyecTBeH pacTtex npu FDC-capkom (FDC-Sa).

LUen: [a ce npeacraBaT U CpaBHAT KIMHUKO-MATOMO-
MMYHUTE XapakTepucTukn Ha cnydam ¢ CD u FDC-Sa
OT HaLUUSA apxmB, KaTO Ce O4EePTaaT KIHYOBU AMarHo-
CTUYHM KpuUTEPUN N AudepeHLnanHo-AMarHoCTUYHN
XapaKTepUCTUKU.

MaTtepnanm n metogm: AHanusvpaxme peTpocnek-
TmBHO 38 cnyyasi ¢ FDC naTtonorusa 3a nepuoga 2022-
2025 r., kaTo u3non3saxme MOPONornMyHa oLeHka u
LUMPOK MaHern OT MMYHOXUCTOXMMMWUYHU Mapkepu U in-
situ xMbpuamsaums, B T.4. KNO4YoBU Mapkepu 3a FDC
(CD21/CD23), KSHV/HHV8(LANA) n EBV(EBER).
Pesyntatu: Ot cnydaute 22 (57.9%) 6sxa gnarHo-
ctuumpanmn kato CD: xnanuHHo-BackynapeH tvn (HV-
UCD) [n=15], mynTuueHTpryeH nnasmoumteH (MCD)
[n=6] n cmeceH [n=1] BapuaHT. HV-UCD ce xapakTte-
pusMpaxa C perpecupanu repMMHaTUBHU LEHTPOBE,
KOHLEHTpUYHa nogpenda B MaHTENHUTE 30HU, XMnep-
nnasusa Ha mpexn CD21+/CD23+FDC, neHeTpupaliu

The pathology of follicular dendritic cells (FDCs) repre-
sents a spectrum of disorders, ranging from controlled,
reactive proliferation in Castleman disease (CD) to the
uncontrolled malignant growth of FDC sarcoma (FDC-
Sa).

Objective: To present and compare the clinicopatho-
logical characteristics of cases with CD and FDC-Sa
from our archives, outlining key diagnostic criteria and
differential diagnostic features.

Materials and methods: We retrospectively analyzed
38 cases with FDC pathology from the period 2022-
2025, using morphological assessment, a broad panel
of immunohistochemical markers, and in-situ hybrid-
ization, including key FDC markers (CD21/CD23),
KSHV/HHV8 (LANA), and EBV (EBER).

Results: Of the cases, 22 (57.9%) were diagnosed
as CD, as follows: hyaline-vascular type (HV-UCD)
[n=15], multicentric plasmacytic type (MCD) [n=6], and
a mixed variant [n=1]. HV-UCD was characterized by
regressed germinal centers, concentric “onion-skin”
arrangement of mantle zones, hyperplasia of CD21+/
CD23+ FDC meshworks, and penetrating hyalinized
vessels. MCD showed prominent polytypic CD138+
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XnanvHusmpanm cbaose. MCD nokasaxa uspaseHa no-
nutnunHa CD138+nnasmountHa xunepnnasus. KSHV/
HHV8(LANA) GeLue NONoX1TENHO MapKkMpaH B 4acT OT
cnyvaure.

YeTtupm cnydas 6sxa gnarHoctmumpanu kato FDC-Sa,
€OUHUAT OT KOMTO Bb3HUKHAI KaTo ANPEKTHA ManurHe-
Ha TpaHcdopmaumsa Ha cbliecTByBawa HV-UCD. Ho-
JanHaTta apxutekTypa belle 3anuyeHa ot nponude-
pauus Ha CD21+/CD23+BpeTeHoBMAHM/€eNUTENOUAHN
KNeTkn C siApeH aTunu3bM, BUCOK nponudepatuBeH
Ki-67-nHgekc u EBER+ [n=2].

B oBa cnyyas 6elwe HabnogasaHo cbyeTaHne Ha CD ¢
aHrmonmyHobnacteH TFH-kneTbyeH numdom, cnoge-
nNsinkn 06LWm komnoHeHTn kato FDC, cbaoBe, nnasmo-
LUUTK, HO MPOBOKMPAHN OT PasfnyHN MEXaHMU3MU.

B pecet cnyyas 6sixa onmcanm CD-nogobHu npomeHu
Ha ¢poHa Ha rpaHynomaTo3eH WU XMMNepnracTuyeH
nMdageHnT, KOMTO He ce npuemart 3a 3abonsiBaHe
camu no cebe cu, a kaTto MopdhonoruyeH n3pas Ha UMyH-
Ha peakuust KbM CEPMO3HO Noanexallo 3abonsBaHe.
3akntoueHue: TOYHUAT OANArHOCTUYEH MbT B CMEKTbpaA
Ha FDC natonorusita 3aBuMc/ OT BHUMATENTHOTO pas-
rpaHM4yaBaHe Ha XUCTONMOTMYHUTE MOAENU U nsvepna-
TENHO MMyHoeHoTUNM3npaHe. VaeHtudouuympaHeTo
Ha KOHKPETHM HO30IMOMMN N PEAKTUBHU CbCTOSIHUS € OT
KPUTUYHO 3HAYeHne 3a TepaneBTUYHUSI NOAXOA U NpPo-
rHo3arta, HO MoXe [a ObJie XMCTONaToONOrMYHO Npeans-
BMKATENCTBO.

plasma cell hyperplasia. KSHV/HHV8 (LANA) was
positive in a subset of cases.

Four cases were diagnosed as FDC-Sa, one of which
as a direct malignant transformation of a pre-existing
HV-UCD. The nodal architecture was effaced by a
proliferation of CD21+/CD23+ spindle/epithelioid cells
with nuclear atypia, a high Ki-67 proliferative index,
and EBER positivity [n=2].

In two cases, a coexistence of CD with angioimmuno-
blastic T-cell ymphoma (AITL) was observed, sharing
common components such as FDCs, vessels, and
plasma cells, but driven by different mechanisms.

In ten cases, CD-like changes were described in the
context of granulomatous or hyperplastic lymphadeni-
tis; these are not considered a disease entity per se
but rather a morphological expression of an immune
reaction to a significant underlying condition.
Conclusion: The accurate diagnostic pathway within
the spectrum of FDC pathology relies on the careful
distinction of histological patterns and comprehensive
immunophenotyping. The identification of specific no-
sological entities and reactive conditions is of critical
importance for the therapeutic approach and prognosis
but can be histopathologically challenging.

OCTPA BbbPEYHA YBPEAA, CBbP3AHA CbC CUHAPOM
HA AJUOEPEHUUALNA, NPU HUCKOPUCKOBA OCTPA
MPOMUENOLUUTHA JIEBKEMUA

K. Enyes’, A. leopauesa’, H. Qumoe**, E. KanekaHoea'?> b. Huxam'?, I. Paiiueea’? U. HeHoea'*
"KnuHuka no meduyuHcka oHkonoaus, YMBAJ1 ,,Ce. [eopeu” EAL.
2Kameodpa no knuHu4Ha oHkosno2us, MY — lnosous
3KnuHuka no Hegpponoeus, YMBAJT ,Ce. [eopau” EAL]
“Bmopa kamedpa no 8smpewHuU 6o1ecmu, cekyus Hegpposoaus, MY - lnogous.

ACUTE KIDNEY INJURY, ASSOCIATED WTH DIFFERENTIATION
SYNDROME, IN LOW-RISK ACUTE PROMYELOCYTIC
LEUKEMIA

K. Enchev’, A. Georgieva', N. Dimov?*, E. Kalekanova'?, B. Nihat'?, G. Raycheva'?, I. Nenova'?
"Medical Oncology clinic, University Hospital “Sv. Georgi’; Plovdiv
2Department of Clinical Oncology — MU, Plovdiv
3Nephrology clinic, University Hospital “Sv. Georgi’, Plovdiv
“Second department of internal diseases, nephrology sector — MU, Plovdiv.

Len: [la ce npeacraBu KNMHWYEH crnyvan Ha nauneHT
C HUCKOPUCKOBA OCTpa NPOMMUENoUUTHA NeBKeEMUS
(APL), ycnoxHeHa CbC CMHOPOM Ha AaudepeHumnaums
(DS) n ocTpo 6L6peyHo yBpexaaHe (AKI).

Matepuanu n metogu: 67-roguweH MbXx ¢ Guono-

Aim: To present a clinical case of low-risk acute pro-
myelocytic leukemia (APL) complicated by differentia-
tion syndrome (DS) and acute kidney injury (AKI), with
focus on epidemiology, pathophysiology, and thera-
peutic management.
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rMyHa CMMNTOMAaTuKa, acTeHo-aguHaMUsi, NaHuuTone-
HWs1, CNNeHoMeranusl U u3siBa Ha KOHCymaTuBHa Koa-
rynonatusi (ANK-cuHgpom), anarHoctmumpaH ¢ APL ¢
nonoxuTenHa myTtaums PML-RARA (L-BapwaHT) npes
M. 03.2025 r. 3anoyHata 6e MHAOYKUMOHHA Tepanus
no npotokon All-trans retinoic acid(ATRA)+Idarubicin.
Ha 9-ua peH, Ha coHa Ha npogbkaealy ebpunu-
TET, Ce pa3Bu NeBKoUMTO3a, TPOMOO03a Ha B. 6asunuka
cvHucTpa u HeonuroypuyHa AKI (kpeaTuHuH o 716
pumol/L). MNMpoBeneHo Ge nevyeHne ¢ KOPTUKOCTEPOUaU
(mekcameTasoH), pexmapatauus 1 KpbBHU Bronpoay-
KTu, 6e3 npekbcBaHe Ha ATRA.

PesynTtaTtu: B npeacraBeHus crniyyan KIMHUYHUST XO4
e ceBmecTum ¢ DS. Cnopep nutepatypata DS ce Ha-
ontogasa npu 20—25% ot naumeHTuTe ¢ APL, kato AKI
ce passuBa npu okono 5-10% ot criyyaute, BKIHOYU-
TENHO MpU HUCBK n3xodeH bpon neskoumTn (<10 Gll).
MatodmaunonornyHmte mexaHmsmm Ha AKI npu DS
BKITHOYBAT Bb3MNanuTeneH LUTokuHos otroeop (IL-1PB, IL-
6, TNF-a), capillary leak syndrome (CLS) n engoTenHa
ONCYHKUMS, BOAELWM OO Xunonepdysvs U OUPeKTHa
TyOynHa yBpeda CbC CbOTBETHATa OpraHHa HegocTa-
TbYHOCT. BbOpeyHaTa yBpeda n Tpombo3aTta oTpassisart
Cb0BO-EHAOTENHN HAPYLLEHUS, UHAYLMPaH oT aude-
peHuupallaTa Tepanus. B npegcraseHuns criyyan npu-
noxeHaTa Tepanus AoBefe A0 Bb3CTaHOBSBaHe Ha Ob-
OpeyHaTa (OyHKUMS 1 3aBbpLUBaHE Ha MHOYKUMOHHATa
Tepanus. [Npu nocneagalla oueHka ce YCTaHOBMW MbJHa
MOMeKynsipHa peMucusl Ha 3-Tus Mecel, OT TepanusaTa.
3akntoyeHue: DS n ycnoxHeHusaATa My, BKIHOUYUTEN-
Ho AKI, morat ga Bb3HUKHAT JOPU NPU HUCKOPUCKOBY
dopmm Ha APL. PaHHOTO pasno3HaBaHe M ajekBaT-
HaTa CBOEBpeMEeHHa Tepanusi ¢ KOPTUKOCTEPOUAMN U
XeMaToformyHa peaHvMauusi ca Kr4voBu 3a Mpepo-
TBpaTsiBaHe Ha XMBOTO3acTpalLaBally YCIOXHEHUS U
ocurypsisaHe Ha ycreLueH U3xoA.

Materials and methods: A 67-year-old male present-
ed with fatigue, pancytopenia, moderate splenomega-
ly, and consumptive coagulopathy (DIC). Diagnosis of
APL with PML-RARA fusion transcript (L-variant) was
confirmed in March 2025. Induction therapy with ATRA
and idarubicin was initiated. On day 9th, persistent fe-
ver was accompanied by leukocytosis, thrombosis of
the left basilic vein, and non-oliguric AKI (creatinine
peaked at 716 pmol/L). Management included cortico-
steroids (dexamethasone), intravenous hydration, and
supportive hematologic care without ATRA discontin-
uation.

Results: The clinical course was consistent with DS.
Literature data report DS in 20-25% of APL patients,
while AKI occurs in approximately 5-10%, even in low
risk cases (initial leukocyte count <10 G/L). Patho-
physiologic mechanisms include proinflammatory cy-
tokine storm (IL-1B, IL-6, TNF-a), capillary leak syn-
drome (CLS), and endothelial dysfunction, leading to
renal hypoperfusion and direct tubular injury. In this
case, timely dexamethasone administration and sup-
portive measures led to renal recovery and successful
completion of induction. Follow-up molecular assess-
ment confirmed complete remission by 3" month of
treatment.

Conclusion: Differentiation syndrome and its com-
plications, including AKI, may occur even in low-risk
APL. Early recognition and prompt initiation of cortico-
steroids and intensive supportive care are essential to
prevent life-threatening complications and ensure fa-
vorable outcome.

3HAYEHUE HA TEHETUMHUTE U3CNIEABAHUA 3A ODAMUJTHO
KOHCYNTUPAHE, KIMHUAYEH noaxoa U OLUEHKA HA UHXUBUTOPHUA
PUCK NMPU NALMEHTU U CEMENCTBA HA NALMEHTU C XEMOOWIUA A NB

A. baHues, []. CmosaHoea, T. XXuekos, I. KoHOeea

IMPORTANCE OF GENETIC TESTING FOR FAMILY COUNSELING,
CLINICAL APPROACH AND INHIBITOR RISK ASSESSMENT IN PATIENTS AND
FAMILIES OF PATIENTS WITH HEMOPHILIA A AND B.

A. Banchev, D. Stoyanova, T. Zhivkov, G. Kondeva

Xemodpmnusa A (XA) n B (XB) ca peakn BpoaeHu, peLe-
CMBHU X-CBbp3aHu 3a00nsiBaHNs, NPUHMHEHN OT Nnnca
unn gedekT BbB PYHKUMATA Ha KoarynaumoHeH dak-
Top VII (FVI) nan IX (FIX). TexxectTa Ha 3abonsaea-
HETO 3aBKCK OT HamarsiBaHeTO Ha HMBaTa Ha Koaryna-
unoHHua gaktop FVIII nnu FIX, koeTo ce onpeaens ot
BMOA Ha MaTOreHHWUTE BapuwaHTX B reHuTe, kogupaiim

Hemophilia A (HA) and B (HB) are rare inherited,
recessive X-linked diseases caused by a lack or
defect in the function of coagulation factor VIII (FVIII)
or IX (FIX). The severity of the disease depends on
the reduction in levels of coagulation factor FVIII or
FIX, which is determined by the type of pathogenic
variants in the genes encoding the two factors (F8 and
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nBara gaktopa (cboTBeTHO F8 u F9). Pesyntatute ot
reHeTUYHUS aHanM3 No3BONsBaT FEHETUYHO KOHCYNTU-
paHe Ha 3acerHaTuTe CeMeWcTBa, Aa ce OTKpUE BPb3-
KaTa Mexay reHotvna u doeHoTuna Ha 6onecTTa, KakTo
1 fa ce n3bepe Ha-NPaBUITHUAT PEXUM Ha Tepanus.
Len: ga ce nageHtuduumpar mytaummTte Ha reHa F 8
u 9 npu NauMeHTU 1 npegnonaraeMu HocuTenku B 15
cemeincTtea ¢ XA, 5 cemelnictBa ¢ XB, ga ce nssbpum
Kopenauusi ¢ doeHoTnna Ha BonecTta, MHXMOUTOPHNUS
PUCK, KAKTO U FrEHETUYHO KOHCYNTUpaHe.

MeTtoau: aHamHesa, pamuiiHa aHamHesa uankaneH
npernen, n3cnegsaHe Ha XeMoCTa3eonorMyHy nokasare-
nv — nsonupaHe Ha sBucokomoriekynHa AHK ot numdo-
UMTK OT BeHo3Ha KpbB, PCR, araposHa ren-enektpodo-
pes3a, nirasHa peakumsi, CeKBeHMpaHe no Sanger u Tect
3a ronemu geneuun n gynnvkaumun. Npy naumeHtTuTe un
POOHUHUTE MM OT XeHCKM non ¢ XA ca OTKpuTK: inv22
npn 5 cnyyas. lonamva pynnvkaums, obxsawawia oT
eavH 0o oceM ek3oHa — npu 1 naumeHT. Mpu 9 nauneHTn
ce YCTaHOBsiBaT TOYMKOBW MyTauuw, Crinanc-cant myta-
LN, MUCCEHC U HOHCEHC MyTauun. MNpu nauneHTuTe n
POOHWHUTE UM OT XeHcku non ¢ XB ca otkpuTn: 5 Tou-
KOBW MyTauun. HocuTencTso npu marvkute, cectpute u
Oblepute Ha naumeHTute ¢ XA n XB — camo egHa ot
Mankute Ha 20-Te MHOEKCHU NauueHTn He e HocUTen Ha
JedekTHns reH. HocuTtencTeo Ha natonornyeH BapuaHT
Ha reHa 3a F8 unu 9 n KPBLBOU3NUBHWU NPOSABU: NpU 7 OT
MaWKUTe-HOCUTESNKN Ha naTornormyeH reH (37%) ce ycrta-
HOBSIBAT AaHHU 3a TEXKN MEHCTpYarHu KbpBeHUS.

F9, respectively). The results of the genetic analysis
allow genetic counseling of the affected families, to
detect the relationship between the genotype and
the phenotype of the disease, and to select the most
appropriate therapy regimen.

Objective: to identify F 8 and 9 gene mutations in
patients and presumed carriers in 15 families with HA,
5 families with CF, to correlate with disease phenotype,
inhibitory risk, and genetic counseling. Methods:
medical history, family history, physical examination,
haemostasis parameters — isolation of high molecular
weight DNA from venous blood lymphocytes, PCR,
agarose gel electrophoresis, ligase reaction, Sanger
sequencing and large deletion and duplication test. The
following were found in female patients and relatives
with HA: inv22 in 5 cases. Large duplication spanning
one to eight exons in 1 patient. Point mutations, splice-
site mutations, missense and nonsense mutations were
found in 9 patients. The following 5 point mutations
were found in patients and their female relatives with
CF. Carriage in mothers, sisters and daughters of
patients with HA and CF — Only one of the mothers of
the 20 index patients did not carry the defective gene.
Carriage of a pathologic variant of the gene for F8 or
9 and hemorrhagic manifestations: 7 of the mothers
who carried the pathologic gene (37%) had evidence
of heavy menstrual bleeding.

KNTMHUYEH CNEKTDHP HA CUCTEMHATA MACTOLIUTO3A -
PETPOCNEKTUBEH AHAJIN3 HA OIMNMUTA
HA CBANIX3 - COOUA
M. A2ypunocku, H. CumoHocku, M. Cmoliyoe-fleypuHocka, B. Cmoeea,
B. Aepamoea, M. Jonuyes, U. Jumumpos, P. Bnadumupoea, M. Myxmapoea,
I. banayeHko, M. leHosa
CneyuanusupaHa 60/1HUYA 3a GKMUBHO JiedeHuUe Ha XeMamoJsi02u4HU 3abonasaHus — Cogpusa

CLINICAL SPECTRUM OF SYSTEMIC MASTOCYTOSIS -
A RETROSPECTIVE ANALYSIS OF THE SHATHD -
SOFIA EXPERIENCE
M. Jagurinoski, N. Simonoski, M. Stojcov-Jagurinoska, V. Stoeva,
V. Avramova, M. Donchev, Y. Dimitrov, R. Vladimirova, M. Muhtarova,
G. Balatzenko, M. Guenova
Specialized Hospital of Active Treatment of Hematological Diseases, Sofia, Bulgaria

CucremHata mactoumtosa (CM) e muenomgHa Heo-
nnasusi, KOSiTO ce xapakTepuaupa C KrIoHoBa Mposu-
depaunsa Ha MacToumMTK, BKoYBaLla 3acsaraHe Ha KIT
reHa v ce nNposiBsiBa B NoHe efHa U3BbHKOXXHA opraHHa
cuctema ¢ unm 6e3 KOXHM NPosiBU.

Len: [Ja ce npoyyaT KnMHMKO-NabopaTopHUTE Xapak-

Systemic mastocytosis (SM) is a myeloid neoplasm
characterized by clonal proliferation of mast cells in-
volving the KIT gene and manifesting in at least one
extra skin system, with or without cutaneous manifes-
tations.

Aim: To investigate the clinical and laboratory charac-

62 HAIIMOHAJIHA KOH®EPEHIMS 11O XEMATOJIOI'US, 18-21 cenremBpu 2025 r., Voya Beach Resort, Cetn Bitac



BPOM 3-4

TEPUCTMKN Ha naumeHTuTe cbe CM, npemuHanu npes
CBANX3 3a nepuoaa 2008-2025 rogunHa.

Martepuanu n metoaum: [poyyeHaTta cepus oT criyyam
BKMoYBa 11 naumeHTn, AMarHocTULmMpaHn CbC CUCTEM-
Ha MactoumTo3a B CBAJIX3 — Codhms, 3a nepnoga ot
2008 go 2025 r. AnarHo3aTta Oelle noctaBeHa Ha bOa-
3aTa Ha MOpdONOrMyYHU, XUCTOMNOrMYHU, UMYHOMEHO-
TUMHU (MMYHOXUCTOXUMUS U/unu cprnoyumutomeTpus) 1
MOINEKYNAPHO-TEHETUYHN U3CMNeBaHMS.

Pesyntatu: lNauyueHtTute Bsxa Ha cpegHa Bb3pacT
55,4 roguHn (32-75 roguHu), OT KOUTO 3 XeHn n 8
MBbxe. aTonormyHn mactounTn, ekcnpecupaiim CD2
n/unn CD25 w/vnn CD30, 6sixa naeHTMdUUMpaHn B
NMOHE €OVMH WU3BBLHKOXEH KOMMApTMEHT, KaTo KOCTEeH
MO3bK U nepudepHa KpbB. MonekynspHO-reHeTUYHO-
TO uscneaBaHe yctaHosn KIT p.D816V myTtaumsa npwu
BCUYKM cnydvau. lMauueHtuTe Baxa knacuduumnpaHu
cbrnacHo kputepuute Ha C30 knacudukaumaTa oT
2022 r., kakTo cneaea: ¢ mHooneHTHa CM (n=1); ¢ kocT-
HoMo3byHa CM (n=4); ¢ arpecnBHa CM (n=1); cbc CM,
acouumpaHa ¢ XxeMaTonormyHa Heonnasusi (XpoHu4Ha
MWENOMOHOLMTHA neBkemMus) (N=3); ¢ MacTOKNeTbYHa
neskemus (n=2). Cegem oT naumneHTnTe Baxa nexkysa-
HK1 1 npocnegsBaHu B CBEATIXS. MNpeacTtaeaT ce AaHHM
3a KMMHUKO-NabopaToOpHUTE UM XapaKTepUCTUKU, Te-
paneBTUYEH OTrOBOP U NMPEXMBSIEMOCT.

3akntouyeHue: CM ce npeacraBs ¢ XeTepPOoreHHu nposi-
BW, Bapupally OT MHOOMNEHTHO 3abonsiBaHe 0e3 Hapy-
LaBaHe Ha NPOOBbIDKUTENHOCTTA Ha XUBOTa 4O CUITHO
arpecvBHM HEOMMa3un, CBbP3aHu C MyNTUOPraHHa He-
OO0CTaTbYHOCT U1 NOLLA NPEXUBSAEMOCT.

teristics of patients with SM undergoing treatment at
SHATHD for the period 2008-2025.

Materials and methods: The case series studied in-
cluded 11 patients diagnosed with SM at SHATHD —
Sofia from 2008 until 2025 year. The diagnosis was
based on morphological, histological, immunopheno-
typic (immunohistochemistry and/or flow cytometry)
and molecular genetic studies.

Results: Patients had a mean age of 55.4 years (32-
75 years), of whom 3 were women and 8 were men.
Pathological mast cells expressing CD2 and/or CD25
and/or CD30 were identified in at least one extra cu-
taneous compartment, such as bone marrow and pe-
ripheral blood. Molecular genetic testing identified KIT
p.D816V mutation in all cases. Patients were classified
according to the WHO 2022 classification criteria as
follows: with indolent SM (n=1); with bone marrow SM
(n=4); with aggressive SM (n=1); with SM associated
with hematologic neoplasia (chronic myelomonocytic
leukemia) (n=3) with mast cell leukemia (n=2). Sev-
en of the patients were treated and followed up at the
SHATHD. Data on their clinical and laboratory char-
acteristics, therapeutic response and survival are pre-
sented.

Conclusion: SM presents with heterogeneous man-
ifestations ranging from indolent disease without life
expectancy impairment, to highly aggressive neoplasia
associated with multi-organ failure and poor survival.

POJIA HA NNTASMEHUTE MUKPOPUBOHYKJIEMHOBU KUCEJIMHA
KATO ENMUrEHETUYHI MAPKEPU NPU HOBOAUATHOCTULLIMPAHIA
NAUMEHTUN C MHOXXECTBEH MUEJIOM
P. JlykaHoe', U. Mu4yeea’, C. Jumumpoea’, T. Yepserkoe* M. TeHeea?
'KnuHuka no xemamonoeaus, YMBAJ1,,Ce. MapuHa” - BapHa
2Jlabopamopus no KauHu4Ha umyHosnoaus, YMbAJI,Ce. MapuHa” - BapHa

ROLE OF PLASMA MICRORNAS AS EPIGENETIC MARKERS IN NEWLY
DIAGNOSED PATIENTS WITH MULTIPLE MYELOMA
R. Lukanov', I. Micheva', S. Dimitrova', T. Chervenkov? M. Teneva?

'Hematology Clinic, University Hospital “St. Marina,” Medical University, Varna, Bulgaria
2l aboratory of Clinical Inmunology, University Hospital “St. Marina’, Varna, Bulgaria

Llen Ha u3cnegBaHeTo: [la ce OUEHN OAMarHOCTUYHa-
Ta M MNPOrHOCTMYHATa CTOMHOCT Ha UMpKynupalimTe
miR-126-5p, miR-199a-5p, miR-214-3p n miR-497-5p
KaTo enureHeTn4Hn Guomapkepu nNpu HOBOANArHOCTU-
LUMpaHn NaLmeHT ¢ MHOXeCTBeH Muernom (MM).

MaTtepuanu n metoau: B npoCcnekTBHO e0HOLEHTPO-
BO npoyyBaHe (man 2023 — anpun 2024) e cbbpaHa
nnasma ot 56 HoBoAMArHOCTULMPaHW, HernekyBaHu

Aim of the study: To evaluate the diagnostic and prog-
nostic value of circulating miR-126-5p, miR-199a-5p,
miR-214-3p, and miR-497-5p as epigenetic biomarkers
in newly diagnosed multiple myeloma (MM) patients.

Materials and methods: In a prospective sin-
gle-center trial (May 2023—-April 2024), plasma from 56
treatment-naive MM patients and 12 healthy controls
was collected at diagnosis and six months post-ther-
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nauneHTy ¢ MM un 12 3gpaBu KOHTPOMM Mpu nocTa-
BSHE Ha AmarHosaTa W crieq LIecT Mecela NeyeHune.
MwukpoPHK ca usonupaHu u konu4ecTBeHo onpege-
neHun ypes peanHopemeBn qPCR (miRCURY LNA),
¢ Hopmanu3aumusa cnpsamo cel-miR-39 (2°-AACt). Us3-
Mon3BaHUTE CTaTUCTUYECKN METOAM BKHOYBAT TECT Ha
MaH — YutHu, ROC-aHanu3 n aHanu3 Ha npexmBsie-
mMocTTa ype3 KannaH — Mariep n Cox-perpecusi (HUBO
Ha 3HauumocT p < 0,05).

Pesyntatu: [Npu noctaBsaHe Ha AuarHosata HuBa-
Ta Ha miR-126-5p (0,97 + 0,13 cnpsamo 1,80 £ 0,78;
p=0,0056) u miR-199a-5p (1,17 £0,29 cnpsimo
3,02+1,51; p=0,0038) ca 3Ha4YMTENHO MO-HUCKM B
CpaBHEHUe C KOHTponuTe; cred Tepanuata miR-126-5p
ce nosuwasa (p=0,0320). ROC-aHanu3bT noka-
3a pgobpa AvarHoCTMYHa TOYHOCT 3a mIiR-126-5p
(AUC = 0,736) 1 miR-199a-5p (AUC = 0,833). No-Buco-
kuTe HuBa Ha miR-214-3p 1 miR-497-5p ca He3aBuUCMMU
npeavKTopu 3a no-kparka obLya n ceobogHa oT nporpe-
cus npexmssiemocTt (HR 1,31-2,70; p < 0,05). YctaHo-
BEHa e oTpuuaTenHa kopenauusa mexay miR-199a-5p n
B2-mukpornobynuH (r =— 0,37; p = 0,0425) 1 nonoxw-
TenHa ¢ xemornobuHa (r = 0,41; p = 0,0210).
3akntoyeHme: LUupkynvpawmte miR-126-5p un
miR-199a-5p ca obeluaBaLLm AMAarHOCTUYHN U MPOrHO-
CTMYHM OMOMapKepU 3a paHHa AMArHOCTMKA U OLEHKa
Ha edekTa npu naumeHTn ¢ MM, gokaTto noBuLLEeHUTe
HuBa Ha mMiR-214-3p n miR-497-5p waeHTudnumnpar
BVMICOKOPWCKOBW NaLMEHTN C MO-KpaTKa NPEeX1BAEMOCT.
MonyyeHuTe pesynTatv npegnonarar noTteHuuan 3a
n3nonssaHeTo Ha uupkynupawimte miRNA kato HeunH-
Ba3nBHU GUOMapKepy 3a NepcoHanu3npaHo rnedyeHne
Ha MM, KoeTo 1M3nCKBa NO-HATaTbLUHW NPOYYBaHUS.

apy. Small RNAs were isolated and quantified by re-
al-time gPCR (miRCURY LNA assays), normalized to
cel-miR-39 (2"-AACt). Statistical analyses included
Mann-Whitney U, ROC curve assessment, Kaplan—
Meier survival estimates, and Cox regression (signif-
icance threshold p < 0.05).

Results: At diagnosis, miR-126-5p (0.97 + 0.13
vs. 1.80+0.78; p=0.0056) and miR-199a-5p
(1.17 £ 0.29 vs. 3.02 + 1.51; p = 0.0038) were signif-
icantly lower than in controls; miR-126-5p rose after
therapy (p = 0.0320). ROC analysis yielded AUCs of
0.736 (miR-126-5p) and 0.833 (miR-199a-5p), indi-
cating good diagnostic accuracy. Higher miR-214-3p
and miR-497-5p levels independently predicted short-
er overall and progression-free survival (HRs 1.31—
2.70; p < 0.05). MiR-199a-5p inversely correlated with
B2-microglobulin (r =—-0.37; p = 0.0425) and positively
with hemoglobin (r = 0.41; p = 0.0210).

Conclusion: Circulating miR-126-5p and miR-199a-5p
are promising diagnostic and prognostic tools for
early MM detection and monitoring, while elevated
miR-214-3p and miR-497-5p identify high-risk patients
with poorer survival. These findings support further in-
vestigation into miRNAs as non-invasive biomarkers
for MM, potentially leading to more personalized and
effective patient management strategies.
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KOIATO BCUYKO U3MEXAA KATO HALLO:
ANATHOCTUYEH NABUPUHT
nPU MANONATUYHA MYITULEHTPUYHA BOJIECT HA CASTLEMAN

B. IpvknaHoe'?, X. pydeea-llonoea?3, B. [Nlonoe*3, E. Cnacos'?
' Mopsa kamedpa no ssmpewHu 6onecmu, MeduyuHcku yHUsepcumem —
MeduyuHcku gpakynmem — [1nosdus
2Kamedpa no knuHuU4Ha oHkonoaus, MeouyuHcku yHusepcumem — MeduyuHcku pakynmem — [1nosdus
3YMBAJ1,Cs. [eopeu” - EA/], [Tnosous

WHEN EVERYTHING LOOKS LIKE NOTHING:
A DIAGNOSTIC MAZE IN IDIOPATHIC MULTICENTRIC
CASTLEMAN DISEASE
V. Graklanov'?, Zh. Grudeva-Popova*3, V. Popov?3, E. Spasov'?
'First Department of Internal Diseases, Medical University — Medical Faculty, Plovdiv

2Department of Clinical Oncology, Medical University — Medical Faculty, Plovdiv
3UNIVERSITY Hospital ,Sv.Georgi“— EAD, Plovdiv

Llen Ha nscnepBaHeTo: [la ce npeacTaBm KOMMMEKCEH
KNuHWYeH cnyyvanm Ha naumeHTka ¢ iMCD (ldiopathic
Multicentric Castleman Disease), NOS u nporpecupa-
LM BapuvaburHu cMCcTeMHU Nposieu. [dunarHocTuyHmuTE
npegu3BmkKaTencTea WU3NCKBaT MynTUAMCUMNIIMHAPEH
noaxopn, Kakto u andepeHunanHa guarHosa C penku
3abonsiBaHus.

Matepuanu n metogum: lNpocnenssaHe Ha 36-roguiu-
Ha NauMeHTKa C XPOHWYEH acuuT, NreBparnHu n nepu-
Kap4oHW U3nuBW, cnneHomeranus, nuMmdageHonaTms u
racTpouHTeCTUHanNHU npossu. NpoeeaeHu ca obpasHu
nacnegsanusa (CT, MRT, PET/CT), 6uoncuu (numd-
HW Bb3MNKU, OMEHTYM, SNYHUK, OYOOEHYM), XMCTOMNOrus
n MMyHOXMcTOXMMUS, monekynspHum TectoBe (PCR,
FEHETUYHU MaHenu), MMYHOINOIMYeH 1N MHAEKLMO3EH
CKPUHVHT.

Pesyntatu: [dnarHosata e noTBbpgeHa XUCTororny-
HO KaTO XMarnuHHO-BacKyrapeH BapuaHT Ha iIMCD —
NOS, 6e3 Hanuune Ha HHV-8 nHdekunsa, 6e3 gaHHM
3a ManurHeHo nnu aBToMMyHHO 3abonsiBaHe. boratu-
AT CNEeKTbP Ha NapaknMHUYHN OTKNOHEHUS (BKI. BUCOK
CRP), nepcuctupaly, nonuceposuT (rmaBHO C u3pa-
3€H acuuT) U opraHoMeranus OTroBapsaT YaCTUYHO Ha
iMCD-TAFRO kputepuute.

3akntoyeHue: iIMCD e psigko v TpyaHO 3a ANarHoCTu-
uMpaHe CbCTOSHME, KOETO U3WUCKBA MPOLBIKUTENHO
npocnegsiBaHe, rmaBHO C LieN U3KMI0YBaHe Ha Manwur-
HeHW, WHMEKLMO3HM U aBTOMMYHHU 3abonaBaHus.
[NpencrtaBeHUAT cnyyvyanm wnlOCTpyMpa 3HAYEHMETO Ha
XUCTONOrMYHaTa n UMyHOXMCTOXUMUYHATa OUarHoCcTu-
Ka npy MynTUCUCTEMHA KINMHMUYHA KapTUHa.

Aim of the study: To present a complex clinical case
of a female patient diagnosed with Idiopathic Multicen-
tric Castleman Disease (iMCD), NOS, with systemic
involvement and challenging differential diagnosis re-
quiring multidisciplinary evaluation.

Materials and methods: A 36-year-old woman was
followed up for chronic ascites, pleural and pericardial
effusions, splenomegaly, lymphadenopathy, and gas-
trointestinal symptoms. A series of imaging modalities
(CT, MRI, PET/CT), histological and immunohisto-
chemical biopsies (lymph nodes, omentum, ovary, du-
odenum), molecular (PCR, genetic) and immunologic/
infectious screening were performed.

Results: Histopathological confirmation of hyaline-vas-
cular variant of iMCD, NOS, HHV-8 negative, without
evidence of malignancy or autoimmune disease. Labo-
ratory findings (elevated CRP, ascites, effusions, orga-
nomegaly) partially fulfill IMCD-TAFRO criteria.
Conclusion: iMCD is a rare, diagnostically challeng-
ing condition requiring thorough exclusion of neoplas-
tic, infectious and autoimmune etiologies. The case
demonstrates the diagnostic value of immunohisto-
chemistry in multisystem clinical settings.
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MOOLWPABAHE HA AJOHOPCTBOTO HA CTBOJIOBU KNETKWU - MEPKU U 3HAYMEHUE
K. Unuesa, A. Mecy4usH, Al. [lempoe, U. Muyesa
TpaHcnIaHMayuoHHO omoesieHue, KTUHUKA ho KnuHuyHa Xemamonoaus
YMBbBAJ1,,Ceema MapuHa” - ep. BapHa

PROMOTING STEM CELL DONATION - MEASURES AND IMPORTANCE
K. llieva, A. Meschiyan, Y. Petrov, I. Micheva
Stem Cell Transplantation Unit, Clinic of Clinical Hematology,
University Multiprofile Hospital for Active Treatment “St. Marina” - Varna

[IOHOPCTBOTO Ha CTBOMOBM KINETKM € >KU3HEHOBaXKHa
4yacT OT CbBpeMeHHaTa MeauuMHa 1 faBa LaHc 3a Nne-
YeHMe Ha TeXKWN 3abonsiBaHMs KaTo reBkemMusi, Num-
domu, annacTnyHa aHemust U gpyru. 3a cbxarneHue,
ronisiMa 4YacT OT NauMeHTUTe He HammpaT CbBMECTUM
[OOHOP HaBpeMe, 0CcoBEHO aKo HAMAT NoaXoAsiLL, YHOBEK
B CEMENCTBOTO. ToBa NpaBu HeobxoaMmocTTa OT A0-
OpOBONHM AapuUTenu owle no-ronsima.

OcHOBHUTE MpeYkM npes AOHOPCTBOTO ca nuncarta Ha
MHdopMaLMs, pasnpoCcTpaHeHN MUTOBE M CTpaxoBe,
KaKTO M KyNTYPHU U NMYHK Npedpascbabun. Bbunpekn
Yye camaTta npoueaypa e besonacHa 1 go6pe KOHTPO-
nMpaHa, MHOro Xxopa ce KonebasT Aa ctaHaT Aaputenu.
3a fa ce Hacbpum JapsiBAHETO Ha CTBOSOBU KIETKK, € Ba-
)KHO Ja ce npunarat epeKTUBHU MepPKM — 0bpasoBaTenHu
KamnaHuu, BKMOYBaHE Ha TemaTa B yyunuvuia U meguu,
aKkTMBHa Mofkpena OT Abp)aBaTa M Cb3daBaHe Ha Ha-
LMOHAIHN 1 MEXAYyHapOOHU PerncTpu. YcnewHmn npume-
pv OT OabpkaBu kaTo Mepmanus 1 icnaHusi nokasear, Ye ¢
nocTosiHHa paboTta 1 nogxoAsiia cTpaternst Moxe Ja ce
MOCTUIHE 3HAaYUTENHO YBENMYEHNE Ha BpOosi Ha AOHOpUTE.
MoowwpsiBaHETO HA JOHOPCTBOTO € HEe CaMO MeaULMH-
CKW, HO 1 MOparieH aHraxxnmeHT. Ypes conuaapHoCT U
MHOPMUPAHOCT BCEKM OT HAC MOXe [a CTaHe YacT OT
BepuraTa, KOsiTO criacsiBa YoBELLKW XKUBOTH.

Stem cell donation is a vital part of modern medicine,
offering hope for the treatment of serious diseases
such as leukemia, lymphoma, aplastic anemia, and
others. Unfortunately, many patients are unable to find
a suitable donor in time, especially if no matching rel-
ative is available. This makes the need for voluntary
donors even more urgent.

The main barriers to stem cell donation include a lack
of information, common myths and fears, as well as
cultural or personal misconceptions. Although the
donation procedure is safe and well-regulated, many
people hesitate to become donors.

To encourage stem cell donation, effective measures
must be taken—public awareness campaigns, inclu-
sion of the topic in schools and media, active govern-
ment support, and the development of national and in-
ternational donor registries. Successful examples from
countries such as Germany and Spain show that with
consistent effort and the right strategies, a significant
increase in donor numbers is achievable.

Promoting stem cell donation is not only a medical ne-
cessity, but also a moral responsibility. Through soli-
darity, awareness, and education, each of us can be-
come part of the chain that saves human lives.

MUEJNTIOUAEH CAPKOM - TEPANMEBTUYHUN Bb3MOXHOCTU
1 EBONTIIOLINA HA 3ABOJIABAHETO

B. IpvknaHoe’? U. Kauapcka', X. UeaHoea'>
'KnuHuka no knuHu4Ha xemamonoeaus, YMBAJ,,Cs. leopeu” - nogous
2[Tepsa kamedpa no sBesmpeuwiHu 6onecmu — Cekyus Xemamosnoaus, MY — nosous

MYELOID SARCOMA -THERAPEUTIC OPTIONS
AND EVOLUTION OF THE DISEASE
V. Graklanov'?, I. Katsarska', Hr. Ivanova'?

' Clinic of Clinical Hematology — University Hospital “St. George’,; Plovdiv
2First Department of Internal Medicine, Department of Hematology, Medical University of Plovdiv

BbuBepeHue: MuenongHuat capkom (MC) e pagbk Bug,
TYMOPHa TbKaH OT HE3PENM IPaHyNouUTHY NpeacTaBu-
Tenu. Bb3npuema ce kato ekcTpameayrnapHa nposisa

Introduction: Myeloid sarcoma (MS) is a rare type
of tumor tissue made up of immature granulocyte
representatives. It is perceived as an extramedullary
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Ha OCTpa WM XPOHWYHA MuenougHa neskemusi. N3o-
NpaH UM NbpBUYEH BapumaHT 6e3 KOCTHO-MO3bYHO
aHraxxupaHe ce cpelia psigko, ¢ yectora 2/1 000 000
W B nNuTepaTtypaTta nunceaT AOCTaTbYyHO AaHHK 3a Te-
paneBTUYHO MOBMNMsIBAHE.

Len: [la npeactaBym NaumeHT C U30nmpaH MuenongeH
CapKoM, FeKyBaH CbC CbBPEMEHHUTE TepaneBTUYHU
BBb3MOXHOCTV Npu ocTpa MyenovaHa neskemus (OMJ1).
MaTtepuanu u metogu: XXeHa Ha 75 I. ¢ AaHHM 3a OaB-
HO pacTsLa conuTapHa TymopHa opMauus B obnac-
TTa Ha CTepHyMa C fiokarnHa oonesHeHocT. lNMpoBeaeHn
ca KT Ha rpbaeH kol, 6uoncmsi ¢ UMyHOXUCTOXUMUS,
Muenorpama, royumMToMeTpusi U LIMTOreHeTnka Ha
KOCTEH MO3bK, MOJNEKYNSIPHO reHETUYEH MaHer.
Pesyntatu: [narHozata MC e notebpaeHa ¢ UXX.
OTxBbprieHa € KOCTHO-MO3bYHA WHPUNTPaUMsa oT
OMI1. 3ano4HaTo € neveHne ¢ XMNOMETUNMpPaLL areHT
n BCL2 nuxmbutop — AsaumTtnanH/BeHeToknakc ¢ no-
cturHat CR. B eBontouumsita Ha 3abornsBaHeTo ce perun-
CTpupa peunamnB Ha CbLOTO MSICTO U AaHHKM 3a OMIJI.
[oka3aHo e HOCUTENCTBO Ha MyTauns B KUHA3HWUS O0-
mMenH Ha FLT3 reHa. 3anoyHata e Tepanus ¢ FLT3 uH-
xnéutop. MNMopagn HacTbLNWUMM YCNOXHEHUS HAcTbMNBA
Obp30 HEONAronpUATHO pas3BUTHE.

3akntoyeHue: MvenongHuaT capkoMm e psigko 3abo-
ngBaHe, KOETO B HAKOM Criydyanm MOXe Aa npeaxoxaa
Cc Meceuu unu roguHu amarHosata OMIL. lMoaxoauTte
B CbBPEMEHHOTO fEeYEeHUETO Ca CXOOHW C Te3u npu
OMIJ1 - xvmwnoTepanusi, TapreTHa Tepanusi, nbyerne-
YeHue 1 anoreHHa CTBOMOBO-KMEeTbYHA TpaHCnaHTa-
umnsa. Heobxoammuy ca noBeve LaHHM 3a U3rOTBSIHE Ha
CbBpPEMEHEH TepaneBTUYEH anroOpUTbM.

manifestation of acute or chronic myeloid leukaemia.
An isolated or primary variant without bone marrow in-
volvement is rare, with frequency 2/1,000,000. There is
a lack of sufficient data in the literature for therapeutic
response.

Objective: To present a patient with isolated myeloid
sarcoma treated with modern therapeutic options for
acute myeloid leukemia (AML).

Materials and methods: A 75-year-old woman with
evidence of a slow-growing solitary tumor formation
around the sternum with local soreness. A CT scan of
the chest, a biopsy with immunohistochemistry, mye-
logram, flow cytometry, cytogenetics of bone marrow,
molecular genetic panel were performed.

Results: The diagnosis of MS was confirmed by IHC.
Bone marrow infiltration from AML was ruled out. Treat-
ment with a hypomethylating agent and BCL2 inhibitor
was started — Azacitidine/Venetoclax and the patient
achieved CR. In the evolution of the disease, a recur-
rence at the same place and AML was diagnosed. Mu-
tation in the kinase domain of FLT3 has been proven
and therapy with a FLT3 inhibitor was started.
Conclusion: Myeloid sarcoma is a rare disease that
in some cases can precede the diagnosis of AML by
months or years. The approaches in modern treatment
are similar to those of AML — chemotherapy, targeted
therapy, radiotherapy and allogeneic stem cell trans-
plant. More data is needed to produce a modern ther-
apeutic algorithm.

CUCTEMHA MACTOLUMUTO3A - AMATHOCTUYHU U TEPANEBTUYHUA
NMPEAN3BUKATEJICTBA
K. Comupoea'? B. [peknaHos' M. [lempoe’?, X. UeaHoea'? U. Kauapcka'
'KnuHuka no knuHu4Ha xemamosnoaus, YMbAJ,,Ce. l[eopeu” EA/] — Mnoedus
2[Tspsa kameopa no sempelwHu 6onecmu — MY, MO — [noedus

SYSTEMIC MASTOCYTOSIS - DIAGNOSTIC AND THERAPEUTIC CHALLENGES

K. Sotirova'?, V. Gryklanov'?, M. Petrov'?, H. Ivanova'?, I. Katsarska'
! Clinic of Clinical Hematology — University Hospital “St. George” EAD - Plovdiv
? First Department of Internal Diseases, Section of Hematology — Medical University,
Faculty of Medicine, Plovdiv

Lien Ha n3cneaBaHeTo: [1a ce npeactaBu KIUMHWUYEH
cryya’ Ha naumeHT c guarHosa: CuctemMHa MacTo-
unto3a (CM), C MHOXECTBO KIMHWUYHWU NPOSIBU U pas-
HOMOCOYHU MapaKkUHWYHN OTKIIOHEHWS, OOBenu Oo
NpoabIHKUTENEH AMArHOCTUYEH MpoLEeC U KbCHO Mo-
CcTaBeHa AuarHosa.

Matepuanu n metoau: lNMauneHT Ha 75 1. ¢ gebOTHU
onnakeBaHus OT MpoAbilKMUTEeNneH cbpbex, nocrneasaH
OT MosiBa Ha HecneunduyeH reHepanuanpaH KOXeH

Introduction: We present a clinical case of a patient
diagnosed with systemic mastocytosis (SM), character-
ized by numerous clinical manifestations and diverse
paraclinical abnormalities, which led to a prolonged di-
agnostic process and a delayed final diagnosis.

Materials and methods: A 75-year-old patient with in-
itial complaints of persistent pruritus, followed by the
appearance of a nonspecific generalized skin rash,
osteoalgic syndrome, consumptive syndrome, pro-
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00pwuB, OcarnruyeH c-M, KOHCYyMaTMBEH C-M, NPOTPaxu-
paHu nH@EKL MU, NuMmdageHoMeranusi, NaHUUTONeHUs
n cnneHomeranus. lNpoeegeHu nacneasanus: KT, rop-
Ha n gonHa enpockonuda, ®LIM Ha nepudepHa KpbB,
muenorpama, MIrA, TpenaHobuoncus.

Pesyntatu: [InarHozata CM e yTouHeHa cnef Tpena-
Hobuoncus n wupok naHen or MMA — JAK2-myTa-
uns; BRAF-myTaumsa, BCR-ABL, FIP1L1-PDGFRA,
KITD816V.

3akntoyeHue: [InarHozata CM ce nocrassi Tpy4HO no-
paav pasnuyHUTE KIMHUYHU BapyUaHT! U MHOXECTBOTO
XeMaTonorM4yH1 HeEONacTUYHN 3a00nsBaHNs, C KOUTO
ce acouuupa.

longed infections, lymphadenomegaly, pancytopenia,
and splenomegaly. The following investigations were
conducted: CT scan, upper and lower endoscopy, flow
cytometry of peripheral blood, bone marrow aspiration
(BMA), and trephine biopsy.

Results: The diagnosis of systemic mastocytosis
was confirmed after the trephine biopsy and a com-
prehensive molecular genetics panel, which included
tests for: JAK2 mutation, BRAF mutation, BCR-ABL,
FIP1L1-PDGFRA, KIT D816V.

Conclusion: The diagnosis of systemic mastocytosis is
challenging due to its diverse clinical variants and its as-
sociation with various hematologic neoplastic disorders.

AEPMATOJIOTMYHOTO JIMLIE HA CASTLEMAN

M. Aopdanoea’, U. BopoHcy3oe', M. laHeea? K. [lpeHoecka®
' MeduyuHcku yHugepcumem, Kameopa no neduampus,

KnuHuka no 0emcka KAUuHUYHA XeMamosio2us u oHkosozus, YMBAJ ,Ljapuua MoaHHa — UCY,

“"

2MeouyuHcku yHusepcumem, Kamedpa no neduampus, KnuHuka no 0emcka peemamosiozus,
CBAJ1 no demcku 6onecmu ,Ms8. Mumeg”
3 MeouyuHcku yHusepcumem, Kamedpa no depmamosiozus U 8eHeposio2us,
KnuHUKa no KoxHU U 8eHepuyecku 3abonasanus, YMBAJI ,,AnekcaHoposcka”

THE DERMATOLOGICAL FACE OF CASTLEMAN DISEASE

M. Yordanova', I. Boronsuzov', M. Ganeva’, K. Drenovska®
! Medical University — Sofia, Department of Pediatrics, Clinic of Pediatric
Clinical Hematology and Oncology, University Hospital “Tsaritsa Joanna — ISUL”
? Medical University — Sofia, Department of Pediatrics, Clinic of Pediatric Rheumatology,
Specialized Pediatric Hospital “Ivan Mitev”
* Medical University - Sofia, Department of Dermatology and Venereology,
Clinic of Dermatology and Venereology, University Hospital “Alexandrovska”

Pestome: lMapaHeonnactuyHmaTt nemduryc (MHMM) e
PSIOKO, TEXKO aBTOMMYHHO KOXHO-NUraBuU4HO 3abonsi-
BaHe, CBbP3aHO NpeanMHO ¢ numdonponudepaTMeHu
npouecu. MNMpu geua Han-vYectata acoumaums e ¢ 6o-
nectta Ha KactenmaH (BK), HO 061MKHOBEHO npu Myr-
TUUeHTpu4Ha opma. MNpeacrtasame cny4dan Ha 16-ro-
OULWHO MOMMYe € yHuUeHTpuYHa BK n MHIT, npn koeTo
aBTOMMYHHaTa MaHudecTauusi JOMUHMUPA KIMHUYHA-
Ta kapTuHa. HayanHata cumnTomMaTtuka BkroyBa de-
Opunutet n nabuaneH xepnec, nocnegsaHn ot 6bLP30
pasrpblyaHe Ha TeXka KOXHO-NMraBmyHa cumnTomMa-
TUKa: adTu, KOHIOHKTUBUT, FeHUTanHN neavun, audyseH
obpuB, anoneuns u oHuxogmctpodusa. ObpasHaTa
OVarHocTuka yctaHoBsiBa oopMauus B 3agHUs meau-
aCTVMHYM, XMCTOMNOMMYHO NOTBbPAEHA Creq OTCTPaHs-
BaHETO M KaTo yHuuUeHTpmyHa BK (xmanuHHo-cbaoB
TVN), HeraTMBHa 3a YoBeLlKM xepnec Bupyc-8 (HHV-8).
KoxHaTta bvoncusa nokasa kapTuHa Ha napaHeonnac-
TU4eH nemduryc. HesaBucrmo oT OTCTpaHABaHETO Ha
TYMOpa, KOXHWUTE M NUraBUYHUTE Ne3un nepcmctupa-

Abstract: Paraneoplastic pemphigus (PNP) is a rare,
severe autoimmune mucocutaneous disorder, most of-
ten associated with lymphoproliferative conditions. In
pediatric patients, Castleman disease (CD) is the most
common underlying neoplasm, typically in its multicen-
tric form. We present the case of a 16-year-old girl with
unicentric CD and PNP, in which the autoimmune com-
ponent dominated the clinical course. Initial symptoms
included low-grade fever and labial herpes, followed by
the rapid development of severe mucocutaneous man-
ifestations: aphthous ulcers, conjunctivitis, genital le-
sions, diffuse rash, alopecia, and nail dystrophy. Imag-
ing revealed a posterior mediastinal mass, which was
surgically excised and histologically confirmed as uni-
centric CD (hyaline vascular type), negative for human
herpesvirus-8 (HHV-8). Skin biopsy showed features
consistent with paraneoplastic pemphigus. Despite
tumor removal, the mucocutaneous lesions persisted,
with inadequate response to combined therapy with
corticosteroids, rituximab, and two immunosuppres-
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Xa, C He3a0BOMUTENTHO NOBIUSABAHE OT KOMMIIEKCHOTO
nevyeHune ¢ KOpTUKOCTEPOUAU, PUTYKCMMab 1 ABa UMy-
Hocynpecopa. lMpunoxeHneTo Ha crneyuduryHa Tepa-
NSt C XMMEPHO aHTU-MHTepneBkuH 6 (IL-6) aHTuTAno
(CunTtykcumab), n3BbH NokasaHusTa My, AoBege OO
O6bp30 1 TpariHo NogobpeHne, NO3BONSABALLO CMpaHe
Ha MMyHOCynpecusiTa U NogabpXaHe Ha pemMucus B
NpoObIHKEHNE Ha OBE FOAUHN.

3akntoueHune: ABTOMMYHHaTa ,0ypsi“ npy napaHeonnac-
TU4eH NeMdUryc Moxe aa ce oKaxe no-mHesanuamsnpa-
LA U KMUHWYHO AOMUHMpaLLa OT camarta nMMdonponm-
depaTnBHa hopMaLmsi, 0cobeHO Npu AeLa 1 FOHOLLN.
MpenctaBeHuaT cnydar gemMoHcTpupa, 4e off-label
cneunduyHaTta Tepanna Moxe a uma edekT U npu
OBMafsiBaHe Ha caTenuTHata cMMnToMaruka npu 6o-
nectta Ha KactenmaH. OueHkata Ha xapaktepa u
OMHaMuKaTa Ha NepCUCTMpaLLM KOXHU W NIUTaBUYHU
nesuu npu geua v Mnagexu Moxe Aa noctaBu npeq
KNMHMLMCTa HeovakBaHW AudepeHumanHo-gmarHoc-
TWUYHM NEPCNEKTUBU, BKITHYUTENHO PEOKN aBTOUMYHHU
M napaHeonnacTU4HM CbCTOAHMSA. ToBa nogyepTaBa
Hy>xgaTa oT MynTUANCUUNIMHAPEH NOAXOA, BHUMATEN-
HO mpocrnegsiBaHe W UHAMBUAOyanusvMpaHa Tepanes-
TUYHa CTpaTerus.

sion drugs. The introduction of targeted therapy with a
chimeric anti—interleukin-6 (IL-6) antibody (Siltuximab),
used off-label, led to rapid and lasting clinical improve-
ment, allowing discontinuation of immunosuppressive
treatment and maintenance of remission over a two-
year period.

Conclusion: The autoimmune “storm” seen in para-
neoplastic pemphigus may prove more disabling
and clinically dominant than the lymphoproliferative
component itself—especially in children and ado-
lescents. This case demonstrates that off-label tar-
geted therapy can be effective in controlling satellite
autoimmune manifestations in Castleman disease.
Assessing the nature and evolution of persistent mu-
cocutaneous lesions in pediatric patients may reveal
unexpected differential diagnostic considerations, in-
cluding rare autoimmune or paraneoplastic conditions.
This underscores the need for a multidisciplinary ap-
proach, careful follow-up, and individualized treatment
strategies.

BOJIECT HA KACTEJIMAH - KIIMHUYEH CNTYYA N OBCbXKAAHE

J1. bo2daHoe, B. Cnasyesa, . Tooopuesa — Todopoea, U. Xpucmos, X. Xuekoe, A. leopaueea
Knuruka no xemamonoeus, YMbAJ1 ,,[l-p leopau CmpaHcku” - lNneseH

CASTELMANN'’S DISEASE - A CLINICAL CASE AND DISCUSSION

L. Bogdanov, V. Slavcheva, D. Todorieva - Todorova, I. Hristov, Zh. Zhivkov, A. Georgieva
Clinic of Hematology, University Hospital “Dr. Georgi Stranski” - Pleven

Pestome: bonectta Ha Kactenman (Castleman
disease, CD) e psagko numdonponudepatmBHo 3a60-
nsiBaHe C HesiCHa eT1ONorusl, KOETO MOXe a NpoTnya
KaTo nokanuampaHa (YHULEHTPUYHA) U cUCTEMHA (My-
NTUUeHTpuYHa) dopma. MNpeactaBsme KNUHUYEH CRy-
yal Ha 66-rogueH MbX ¢ MHoXecTBeHa JIAM, ¢ xuc-
TONOrMYHaA HaxodKa, KOSITO He MOXe MO KaTeropuyeH
HaynH ga otamdepHuumpa ¢ CD-like numdageHona-
Tna ot ,bonect Ha Castleman® n nonuknoHanHa xu-
nepramarnobynmHemus. MNauneHTsT e 6e3 cucTeMHu
CYMMNTOMW, CUTHUUKAHTHM NTabopaToOpPHN OTKIOHEHWS
W laHHM 3a NpuapyxaBallo 3abonsiBaHe, 06siCHABALLO
HaxopkaTta. [uckytMpaT ce akTyanHu npobrnemu Ha
amarHosaTa, audpepeHumanHarta guarHosa v tepanu-
saTa Ha bonectTta Ha KactenmaH.

Summary: Castleman disease (CD) is a rare lymph-
oproliferative disorder of unknown etiology that can
occur as a localized (unicentric) and systemic (multi-
centric) form. We present a clinical case of a 66-year-
old man with multiple LAM, with a histological finding
that cannot be categorically differentiated from CD-
like lymphadenopathy from “Castleman disease” and
polyclonal hypergammaglobulinemia. The patient is
without systemic symptoms, significant laboratory ab-
normalities and evidence of an accompanying disease
that would explain the finding. Current issues of diag-
nosis, differential diagnosis, and therapy of Castell-
mann’s Disease are discussed.

NATIONAL CONFERENCE OF HEMATOLOGY, September 18-21, 2025, Voya Beach Hotel, Sveti Vlas 69



XEMATOJIOT' A 2025

POJIATA HA PUTYKCMMAB B IEMEHUETO HA TPOMBOTU4YHA
TPOMBOLIUTONEHU4YHA NMYPNYPA - NOJ13U N NMPOBJIEMU
W. Tones, C. CumeoHos, . Jlazapoea, K. Kpecmeea, H. CumoHocku,

M. CmosaHoea, M. Jon4yes, M. MuH4es
CBbAJIX3 - EAL

THE ROLE OF RITUXIMAB IN THROMBOTIC THROMBOCYTOPENIC PURPURA
TREATMENT - ADVANTAGES AND PROBLEMS
I. Toneyv, S. Simeonov, Y. Lazarova, K. Krasteva, N. Simonoski,

M. Stoyanova, M. Donchev, M. Mincheff
Specialized Hospital for Active Treatment of Hematological Diseases

Pestome: VimyHHaTa TpOMBOOTUYHA TPOMOOLIMTONEHNY-
Ha nypnypa (TTI) e MuKpoaHrMonaTusi, HacTbhBaLla
B pesynTaTt Ha nNpuaoduTt geduunT Ha aKTMBHOCTTA Ha
mMeTtanonpoTteasata ADAMTS-13, Bogely 40 HeMbITHO-
LEeHHO pasrpaxkgaHe Ha dhakTopa Ha PoH BunebpaHg
00 MOHOMepu C nocredsalia Tpomb6osa. OCHOBHO-
TO FeyeHVe e exefHeBeH ToTarneH nrasMeH obmeH
(TrNO) po nmocTuraHe Ha TPOMOOLMTHU CTOMHOCTW B
pedepeHTHN rpaHnLM 3a MOHe TpU nocrenoBaTernHn
OHW. B cniydanTe Ha pes3ncTeHTHO Ha nnasmadyepesa-
Ta Unu peumamBupallo 3abonsaBaHe ce npunara UMmy-
HOCyrnpecrBHa Tepanus, Harl-4eCTo C MOHOKITOHANHOTO
aHTUTANO putykcnmab. MNpunaraHeTo My Han-4ecTo ce
M3BbpLUBa B Kpas Ha Tepanudata ¢ TIMO egHokpaTHO
CeAMWYHO B MPOABIMKEHNE Ha YeTUPU NOPEAHN ceaMu-
un. OcBeH BnaronpusATHUS edekT Ha MMYHOCYMpPeCUsi-
Ta 3a npeofonsasBaHe Ha PE3UCTEHTHOCT U PaHHWU peLu-
AvBM Ha BonecTTa, B HawaTa npakTuka ycTaHOBMXME
eVH HexernaH 1 cepnoseH edekT. pu aBe OT HawmTe
naumMeHTKM HabnogaBaxme pA3Ko BrnowwaBaHe Ha TTI B
paMKu1Te Ha MbPBOTO AEHOHOLLUME cre npunaraHeTo Ha
pUTyKCMMab, KOETO Hanaralue NOBTOPHO NPOAbIMKUTEN-
HO nedyeHve c ToTaneH nna3veH obmeH. N npu gsete
naumeHTKM B Xoda Ha NeveHveTo Ha peuuaunsa belue
ycTaHoBeHa 6e3CMMNTOMHa MHPEKLUs, BEPOATHO yre-
CHeHa OT npunaraHeTo Ha UMyHocynpecusTa.

Bbnpekn onacHocTTa egHa 6e3cumnToMHa MHAEKUMS
Oa MpoBOKMpa peuvaMB Ha >XMBOTO3acTpallaBalla
TTTI1, MIMyHOCYNpPECUBHOTO fevyeHne ocTaBa eaAMHCTBEH
Ha4uH fa ce MoCcTUrHaT No-gbnroTpanHu pemmucum npu
TakuBa nauuweHTu. lNpunaraHeTo Ha puTykcumab, oco-
6eHo Npu NaumneHTn, KOUTO ca PELUAMBMPAn B paHHUS
nepuog, cneg NnpUCTbI, 3HaYMTENHO HamarnsBea pucka ot
peunanBmn 1 Har-4eCcTo BOAM A0 TpavHa pemucus.

Abstract: The immune thrombotic thrombocytopenic
purpura (TTP) is a microangiopathy, resulting from an
acquired deficiency of metalloprotease ADAMTS-13
activity, leading to incomplete degradation of von Wil-
lebrand factor to monomers and subsequent thrombo-
sis. The main treatment is based on daily total plasma
exchange (TPE) until platelet numbers in peripheral
blood reach reference range for three consecutive
days. In certain cases (resistant or relapsing disease)
immunosuppressive therapy is recommended, most
often with the monoclonal antibody rituximab. Usually
rituximab is given once per week for four weeks at the
end of the TPE therapy. In most cases application of
rituxmab resulted in overcoming early disease relaps-
es. In two of our patients, however, we observed dete-
rioration during the first 24 hours after the aplication of
rituximab, which led to additional prolonged treatment
with TPE. In both patients during the relapse we found
asymptomatic infection, probably facilitated by the im-
mune suppression.

Despite the risk that an asymptomatic infection
could provoke a life threatening TTP relapse, the im-
mune suppressive therapy remains the only option to
achieve long lasting remisions in such patients. Rituxi-
mab application, especially in patients, who have early
relapse, reduces signifcantly the subsequent relapses
and leads to long lasting remisions.
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EKCTPAKOPIMOPAJIHA ®OTO®EPE3A (EK®) NP NIEMEHUE HA NALUUEHTU
C KOXEH T-KJIETBYMEH IMMOOM - OMNMUT HA CBAJIX3

U. Tones, C. CumeoHos, K. UIcznamoea, B. Cmoeesa, T. Xuekos, M. MuH4ee
CBAJIX3 - EAL]

EXTRACORPOREAL PHOTOPHERESIS (ECP) IN THE TREATMENT OF
PATIENTS WITH CUTANEOUS T-CELL LYMPHOMA -SHATHD EXPERIENCE

I. Toney, S. Simeonov, K. Ignatova, V. Stoeva, T. Zhivkov, M. Mincheff
Specialized Hospital for Active Treatment of Hematological Diseases

EkctpakopnopanHaTta doTtodepesa (EKD) e nmyHo-
MOOYNMpaLlo nevyeHne, KOeTO MbpBOHAYanHO € Bb-
BeJEHO Npu MauMeHTn C KOXeEH T-KrneTbYyeH NumMmdom
(KTKJT), @ no-kbCHO M 3a rfieyeHne Ha peakuus Ha
npucagkata cpewy npuemarensa (Graft-versus-Host
Disease (GvHD), oTxBbpnsiHe Ha opraH crnep TpaHc-
nnaHTaumsi 1 Npy aBTOMMYHHWU 3abonsBaHus. Ta ce
OCblLecTBsIBa MO ABa MeToAa — C HenpekbcHaTa npo-
uenypa (—in-line) n c npekbcHara (off-line) npouenypa.
OCHOBHUAT 1 BuonornyeH eekT e npean3BMKBaAHETO
Ha anonTto3a B T-numdounTuTe, MOHOUUTUTE U OEH-
OPUTHUTE KNETKN B pe3ynTaTt Ha KpbCTOCaHU BPb3KN B
OHK, npeanssmkaHn ot Bb3OENCTBUETO Ha aKTUBMpPaH
OT yNnTpaBUONeTOBa CBETNMHA 8-MeToKcuncopaneH. B
CBANX3 — EAl npunarame 1031 MeTOp 3a JfieyeHne
npy nauneHtn ¢ GvHD n KTKJT ot 2014 roguHa u ¢
aBete nnatgopmMu — € nNpekbCcHaTa U HenpekbcHaTa
npoueaypa.

MpeactaBame Tpu cnydvaa Ha nauueHtn ¢ KTKI1, npu
KOWTO nopaau pPe3nCTEHTHOCT KbM XUMUO- Y UMYHOTe-
panusita 6elle npoBexaaHa dpotodepesa. [pu nbpea-
Ta naumeHTKa creg npoeexaaHe Ha EK® ce npeogons
PEe3NCTEHTHOCT KbM fedeHune ¢ VIHTepdepoH, Hapep ¢
OoBnafsiBaHe Ha reHepanusvpaHusi eputemMm u gecksa-
mMauus. Mpu BTOpUS NauneHT ce NOCTUrHa 3HauYUTeNHoO
obnek4yaBaHe Ha cumnToMaTukaTa, HO MO BpeMe Ha
Covid naHgemusiTa nounHa. Tpetata naumeHTka belle
C KMNeTkM Ha Sezary U1 NeBKOUMTO3a C NEBKOUNTU Hag,
30 G/L, kosito Gewe pegyumpaHa OO0 pedepeHTHH
CTOMHOCTM Ha NEeBKOLMTUTE 3a OKOJ10 3 roanHu. B mo-
MEHTa € Ha KOMOUHMpaHO neveHne ¢ bpeHTykcmab n
doTodepesa. Nopaan BucokaTa LieHa Ha oTodepe-
3aTa, B MOMEeHTa KOMOUHUpame npunaraHeto Ha EK®
C MpenvBaHe Ha YacT OT 06MbYEeHUs NPOJYKT, KOATO €
pasgeneHa Ha paBHWM 4acTu M 3ampaseHa Henocpea-
CTBEHO crep npouenyparta. HawmaT onut noTBbpxaa-
Ba, Ye EK® e edekTnBHa gopw npu HanpegHanu cny-
Yanm Ha KoXeH T-kneTbvyeH NMME@OM N MMa CBOETO
MSICTO B KOMMMEKCHOTO feveHne Ha 3abonsiBaHeTo.
OctaBa HepaspelleH BbNpoChT ¢ PMHAHCUPAHETO Ha
doTodhepesarta, KOETO Ha TO3M eTan e 3a CMeTKa Ha
nauveHTa unu ne4ebHoOTO 3aBefeHne, OCbLLECTBSBa-

LL|0 npouenypara.

Extracorporeal photopheresis (ECP) is an immuno-
modulatory therapy, initially introduced in the treatment
of cutaneous T-cell ymphoma (CTCL), lately for Graft-
versus-Host Disease (GvHD) after hematopoietic stem
cell transplantation, rejection of transplanted organs
and for autoimmune diseases. Itis performed with inline
(non-interrupted) or off-line (interrupted) procedures,
obtaining similar results. Its main biological effect is
apoptosis induction in T-lymphocytes, monocytes and
dendritic cells, resulting from DNA cross-linking, in-
duced by UV-A light-activated 8-metoxipsoralen. We
use photopheresis for patients with GvHD and CTCL
at the Specialized Hematology Hospital since 2014,
using both platforms — in-line and off-line.

We present three patient cases with CTCL, who were
treated with photopheresis due to chemo- and immu-
notherapy resistance. In the first patient, who was fe-
male, the application of ECP overcame the resistance
to interferon with improving the generalized erythema
and desquamation. The second patient had significant
reduction of the symptoms, but the passed away during
the Covid pandemic. The third patient was with Sezary
cells and hyperleucocytosis (WBC above 30G/L),
which was reduced to normal ranges and the disease
was controlled for around three years. At present the
patient is treated with Brentiximab and ECP. Since
ECP is not reimbursed, to reduce prices we divide the
photopheresis product in frozen aliquots so that with
one ECP we perform several treatments. Our expe-
rience shows that ECP is effective even in advanced
cases of CTCL and has its place in the complex treat-
ment. However, the reimbursement of this therapy in
Bulgaria is still a problem and presents a burden both
for the patients and the hospital.
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