) MONOKLONALNIi GAMAPATIE
PLAZMOCELULARNI MALIGNITY (MNOHOCETNY MYELOM, SOLITARNI PLAZMOCYTOM A PLAZMOCELULARNTLEUKEMIE), PREHLED KLINICKYCH PRIZNAKD, DIAGNOSTICKYCH KRITERIT A LECBY

Working Group definuje PCL pfitomnosti 5% ci vice cirkulujicich plazmatickych bunék detekovatelnych pfi cytologickém hod-
noceni natéru periferni krve u pacientdl s mnohocetnym myelomem.
V textu jsou probrany pfiznaky, diagnosticka kritéria a Ié¢ba téchto tii chorob spadajicich pod skupinové oznaceni plazmocelularni malignity.

Kli¢ova slova: mnohocetny myelom, solitarni plazmocytom, plazmocelularni leukemie, daratumumab, transplantace krvetvorné tkdné.

Plasma cell neoplasms, multiple myeloma, solitary plasmocytoma a plasma cell leukemia.
Clinical symptoms, diagnostic criteria and therapy

According the WHO classification of malignant hematologic diseases the group plasma cell neoplasms consists of multiple myeloma,
solitary plasmocytoma and plasmocytic leukemia. Diagnosis of multiple myeloma requires >10% clonal bone marrow plasma cells or
a biopsy proven plasmacytoma plus evidence of one or more multiple myeloma defining events (MDE) namely CRAB (hypercalcemia,
renal failure, anemia, or lytic bone lesions) features felt related to the plasma cell disorder, bone marrow clonal plasmacytosis >60%,
serum involved/uninvolved free light chain (FLC) ratio =100 (provided involved FLC is >100 mg/L), or >1 focal lesion on magnetic
resonance imaging (MRI). The presence of del(17p), t(4;14), t(14;16), t(14;20), gain 1q, or p53 mutation is considered high-risk multiple
myeloma. Presence of any two high risk factors is considered double-hit myeloma; three or more high risk factors is triple-hit myeloma.
Solitary plasmacytoma is an infrequent form of plasma cell dyscrasia that presents as a single mass of monoclonal plasma cells,
located either extramedullary or intraosseous. In some patients, a bone marrow aspiration can detect a low monoclonal plasma
cell infiltration which indicates a high risk of early progression to an overt myeloma disease. Before treatment initiation, whole
body positron emission tomography-computed tomography or magnetic resonance imaging should be performed to exclude
the presence of additional malignant lesions. For decades, treatment has been based on radiation, but studies exploring the po-
tential benefit of systemic therapies for high-risk patients are urgently needed, becouse in solitary plasmocytomas of diameter
more the 5 cm is the response to radioterapie often incomplete.

Primary plasma cell leukemia (PCL) has a consistently ominous prognosis, even after progress in the last decades. PCL deserves a prompt
identification to start the most effective treatment for this ultra-high-risk disease. The aim of this position paper is to revisit the diagnosis
of PCL according to the presence of circulating plasma cells in patients otherwise meeting diagnostic criteria of multiple myeloma. The
presence of >5% circulating plasma cells in patients with MM had a similar adverse prognostic impact as the previously defined PCL by
more the 20% ciculating plasma cells. Therefore PCL is defined by International Myeloma Working Group by the presence of 5% or more
circulating plasma cells in peripheral blood smears in patients otherwise diagnosed with symptomatic multiple myeloma.

Diagnostic procedures and critarias are discusse in this paper and even therapy of this diesease overviewed.

Key words: multiple myeloma, solitary plasmocytoma, plasma cell leukemia, daratumumab, bone marrow transplantation.

1 Uvod

1.1 Dvacet let Ceské myelomové

skupiny
V kvétnu 2022 oslavila Ceska myelomova

skupina — CMG na svém setkani v Mikulové

20 let svého trvani. Cilem této skupiny je:

B zlepSovat diagnostiku téchto nemocia po-
sunovat stanoveni diagnézy do ¢asnéjsich
stadii,

B zlepSovat |é¢bu téchto chorob rychlym
zavadénim aktudlné nejlepsich Ié¢ebnych
metod,

B zpfistupnovani novych |ékd pacientdim
v ramci klinickych studif,

B organizovanim a provadénim vlastniho

vyzkumu v tomto oboru.

Pfi ohlédnuti zpét na projekty vidime, ze
CMG jiz pred dvaceti lety zkoumala cestu imu-
noterapie, tenkrate pomoci vakcinace dendritic-
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kymi burikami s monoklonalnim imunoglobuli-
nem (1), ale idea imunoterapie mnohocetného
myelomu se praktické realizace dockala az ve
tretim desetileti jednadvacatého stoleti formou
CAR-T lymfocytd. Pred dvéma desetiletimi jsme
méli nadéji, ze poznani regulace angiogene-
ze umozni predpovéd lé¢ebné odpovédi, ale
tento smér vyzkumu (2) nenaplnil nadéje v néj
vkladané. Pii pohledu zpét si uvédomujeme, Ze
jsme byli pfi pouzivani lékd méné svazanileckdy
nesmyslnymi predpisy souc¢asné doby. Kdyz jiz
jsme néjaky lék méli, bylo mozné jeho efekt
testovat i u nemoci, pro néz nebyl schvaleny
a firmy mély moznosti jejich Iéky v rdmci firem-
nich grantd poskytovat na tyto vyzkumy. A tak
jsme prokazali, ze lenalidomid je Ucinny u cet-
nych dalSich velmi vzacnych hematologickych
chorob (3), coz pozdéji potvrdily i zahrani¢ni
studie. CMG stimulovala zavadéni novych Iéku
do praxe a specidlné brnénské centrum se za-

slouzilo o potvrzeni dobrého Ucinku a excelentni

tolerance pomalidomidu a tim pfispélo k jeho
zavedeni do rutinni praxe (4).

V dnesni dobé formalni prfedpisy mnohdy
komplikuji Ié¢bu nemocnych.V dobé, kdy bylo
klinickymi studiemi prokézano, ze |é¢ba dara-
tumumabem je stejné ucinna jak pfi infuznim,
tak pfi podkoznim podani, tak mame predpis,
ze s revlimidem je mozno podat daratumumab
podkozné, kdezto s jinymi Iéky jen nitrozilné.
Pritom logické by bylo ponechat na rozhodnuti
|ékare, jakou formu pro konkrétniho pacienta
uprednostni, kdyZ obé jsou stejné ucinné.

V nésledujicim textu definujeme choroby
spadajici do péce lékarl této skupiny a uvede-
me i prehled domdcich i zahrani¢nich publikaci
¢lenti CMG k uvedenym témattim neboli odraz
aktivity ¢lend CMG v medicinském odborném
tisku. CMG $la cestou vyzkumu a cestou zlep3o-
vani vysledkl |é¢by mnohocetného myelomu
ajakje obvyklé, na pocatku cesty nikdy dopre-
du nevime, k ¢emu nas tato privede.
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