) MONOKLONALNIi GAMAPATIE
MONOKLONALNI GAMAPATIE NEJISTEHO VYZNAMU A MONOKLONALNI GAMAPATIE KLINICKEHO VYZNAMU

Monoclonal gammopathy of undetermined signifikace (MGUS and monoclonal gammopathy of clinical significance (MGCS)

Monoclonal gammopathy of undetermined significance (MGUS) is characterized by the presence of a monoclonal protein (M-pro-
tein) without evidence of multiple myeloma (MM), Waldenstrom’s macroglobulinemia (WM), amyloidosis (AL), or a related plasma
cell proliferative disorder. MGUS is found in approximately 3% of persons > 70 years of age and in about 1% of those > 50 years
old. At Mayo Clinic from 1960 through 1994, the risk of progression was 1% per year. This risk of progression continued even after
of a stable M-protein. The risk for developing MM, WM, or AL was increased 25-fold, 46-fold, and 8.4-fold, respectively.

The concentration of the serum M-protein, abnormal serum free light-chain ratio, and the presence an immunoglobulin (Ig)
M or an IgA M-protein were risk factors for progression. The presence of a urine M-protein was not a risk factor for disease
progression. Variants of MGUS consist of IgM MGUS, biclonal gammopathies, triclonal gammopathies, idiopathic Bence Jones
(light-chain) proteinuria, and IgD MGUS. Monoclonal gammopathy of undetermined significance may be associated with many
disorders, including lymphoproliferative diseases, leukemia, von Willebrand’s disease, connective tissue diseases, and neurologic
disorders. MGUS results from a small and/or quiescent secreting B-cell clone, is completely asymptomatic, and requires regular
monitoring only. Sometimes, although plasma cell are quiescent and not requiring any treatment per se, the clone is associated
with potentially severe organ damage due to the toxicity of the monoclonal immunoglobulin or to other mechanisms. The latter
situation is increasingly observed but still poorly recognized and frequently undertreated, although it often requires rapid
specific intervention to preserve involved organ function. To improve early recognition and management of these small B-cell
clone-related disorders, autors from Mayo Clinic proposed to introduce the concept of monoclonal gammopathy of clinical
significance (MGCS). This report identifies the spectrum of MGCSs that are classified according to mechanisms of tissue injury.
It highlights the diversity of these disorders for which diagnosis and treatment are often challenging in clinical practice and
require a multidisciplinary approach. Principles of management, including main diagnostic and therapeutic procedures, are
also described. Importantly, efficient control of the underlying B-cell clone usually results in organ improvement. Currently,
it relies mainly on chemotherapy and other anti-B-cell/plasma cell agents, which should aim the best hematological response.
Combinations of daratumumab with other anti-myeloma drugs may be best solution. High immunomodulatory dosis of IVIGs
can help in failure of the anti-plasma cell therapy.
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1 Uvod
Termin monoklonalni gamapatie se pou-

zivad v mediciné ve dvou vyznamech:

B pro skupinové oznaceni naprosto vsech
klinickych jednotek jak benignich, tak
malignich, pro néz je charakteristicka
pritomnost monoklondlniho imuno-
globulinu.

B pro pojmenovanisituace, kdy je pfitomen
monoklondlni imunoglobulin nevysoké
koncentrace a morfologické vysetreni
kostni dfené nenaplni kritéria maligni
choroby, tedy mnohocetného myelomu
(MM) nebo Waldenstromovy makroglobu-
linemie (MW).

V tomto textu budeme termin monoklo-
nalni gamapatie pouzivat pro oznaceni situa-
ce, kdy je biochemicky prokazatelny monoklo-
nalniimunoglobulin (M-lg), anebo jeho &asti,
ale morfologicky neni priikaz maligni choroby
typu MM, MW ¢i jiné lymfoproliferace. V kostni
dieni samoziejmé existuje populace klonal-

nich plazmocytu ¢i lymfoplazmocytd, ktera
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produkuje M-lg, ale téchto bunék je relativné
maélo, takze svym poctem nenaplni morfolo-

gicka kritéria téchto nemoci.

Takto definovana monoklonalni gamapatie
(pfitomnost M-Ig nebo jeho ¢asti bez naplnéni
kritériif MM, WM ¢i jiné maligni lymfoprolifera-
ce) mlze nabyvat dvou klinickych forem:

B monoklondlniimunoglobulin je pfitomen
v nizké koncentraci a neposkozuje své-
ho nositele. Tento stav se oznacuje jako
monoklonalni gamapatie nejistého
vyznamu - MGUS. Slova nejistého vyz-
namu fikaji, ze se nevi, zda tato odchylka
v daldim case ovlivni ¢i neovlivni zdravi
adélku zivota svého nositele, zda nedojde
k transformaci do MM ¢i MW ¢i jiné maligni
lymfoproliferace (1).

B Monoklonalni imunoglobulin je pfitomen
v nizké koncentraci a poskozuje svého nosi-
tele. Pro tento stav pouZijeme termin autord
z Mayo Clinic — monoklondlni gamapatie
klinického vyznamu (Monoclonal Gammo-
pathy of Clinical Signifikance - MGCS) (2).

Protoze MGCS je podstatné vzacnéjsi nez
MGUS, v odborné literature je pro takto defi-
nované skupiny jednotek pouzito vice syno-
nym napfiklad monoclonal immunoglobulin
related disease, monoclonal immunoglobulin

associated disease (2).

Clenéni terminu MGCS
Termin MGCS je zastfeSujicim nazvem
a patfi pod néj skupiny nemoci, kde se jiz obje-
vuje oznaceni poskozeného orgdnu. Nejcastéji
se v literatuie objevuji nasledujici tfi, protoze
klize, ledviny a nervova vldkna jsou nejcastéji
poskozovany:
B monoclonal gammopathy of cutaneous
(skin) significance (3),
B monoclonal gammopathy of renal signifi-
cance (4),
B monoclonal gammopathy of neurological
significance (5).

Obé tyto jednotky MGUS a MGCS jsou
dvéma stranami jedné mince. Na jedné

strané mince je panna (MGUS) a na druhé
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