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Leptin is mainly produced from adipose tissue and re-
leased into the circulation. Circulating leptin binds fo
the leptin receptor (LEPR) in the brain, which activates
signaling pathways that inhibit feeding and promote calorie
expenditure. The leptin receptor (LEPR, also known as
Ob-R) gene is located at chromosome Ip31. DNA me-
thylation consists of addition a methyl group at position 5'
of the pyrimidine ring of the cytosines upstream of a guanine
(dinucleotide CpG) catalyzed by DNA methyltransferases.
Methylation of cytosine in CpG sites is an important epi-
genetic modification way that could suppress the gene ex-
pression. This study was conducted to reveal the role of
leptin (—2548 G/A, rs7799039) and LEPR (—668 A/G,
rs113711) gene polymorphisms in patients diagnosed with
multiple myeloma (MM). Patients who were diagnosed
with MM and followed-up in our clinic between January
2010 and January 2022 were included in the study. The
genotypes of the leptin (—2548 G/A, rs7799039) and LEPR
(—668 A/G, rsl13711) genes were statistically compared
between patients and healthy controls. Additionally, the
statistically significant effects of these genotypes on survival
were examined. In addition, the methylation status of the
patients was compared to the healthy control group, and
the effect on survival was evaluated. A total of 300 patients
diagnosed with MM and 170 individuals fo form a healthy
control group were included in this study. In the statistical
analysis performed to investigate the effect of leptin and
LEPR gene polymorphisms on disease susceptibility, GA
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and AA genotypes of the leptin gene were found to be
significantly higher in the patient group compared to heal-
thy controls. In the statistical analysis for —31 NT and
—51 NT methylation of the leptin gene, —51 NT methyla-
tion was found to be significantly higher in healthy controls
(p = 0.002). In the survival analysis, progression-free
survival (PFS) of patients with GG genotype of the LEPR
gene was found to be significantly shorter compared to ot-
hers, there was no effect on the overall survival. In the
multivariate analysis, it was revealed that the PES of
patients with GG genotype of the LEPR gene was 2.02 ti-
mes shorter compared to others (RR: 2.017; CI: 1.191—
3.418, p = 0.009). MM and leptin polymorphisms have
significant features in terms of both disease susceptibility
and treatment response.

Key words: Multiple myeloma, leptin, methylation, diagno-
sis, survival.

HACKUIbKW E®GEKTUBHI ITOJIMOP®I3ZMHA
T'EHY JIEIITUHY TA METWJIIOBAHH
NP MHOXMWHHIN MIEJIOMI (MM)?

JlenTuH 31€0ibILIOTO BUPOOJISIETHCS B KUPOBii TKAHU-
Hi i BUBIJIBHSIETECS B KpoBoOOir. Llupkymoounii er-
TUH 3B’s3yeTbes 3 peneniropoMm entuHy (LEPR) B
MO3KY, II0 aKTMBYE€ CHUTHAJIbHI IUISXW, SIKi TaabMy-
I0Th TIPUIIOM 1Xi Ta CHPUSIOTh BUTpaTaM Kajopiil. ['eH
peuernropa nentuHy (LEPR, takox Bimomuit sk Ob-
R) 3HaxoauTbcsl Ha xpoMocomi 1p31. MertuioBaHHS
JHK nonsirae B npueAHAHHI METUJILHOI TPYyMU B IMO-
JIOKEHHi 5" MipMMiIMHOBOIO KiJbLSl LIUTO3UHIB Mepen
ryaHiHoMm (munHykieotun CpQG), mo katamnizyerbest JTHK
MeTuaTpaHcdepazamMu. MeTUIOBaHHSI LIUTO3UHY B [li-
ngHkax CpG € BaXJIUBUM IIJISIXOM €ITireHeTUYHOI MO-
mugikarii, IKUii MOXe TIPUTHIYYBaTHU EKCIIPeCilo Te-
HiB. MeTo MOpoBeAeHHS LbOTO JOCHIIKEHHS OyJ0
BUSIBJIEHHST pOJTi TIoJIiMOpGi3MiB reHy jentuHy (—2548
G/A, 157799039) i LEPR (—668 A/G, rs113711) y na-
LIIEHTIB 3 MiATBEPIXKEHO MHOXWHHOIO Mi€JI0MOIO
(MM). V nocnigkeHHi O6pany ydacTb Mali€eHTH 3 Jia-
rHo3oM MM, ski mepedyBaiu Mia HArJIsAOM Yy Hallliit
kaiHiui 3 ciyng 2010 poky o ciueHb 2022 poky. byno
MpPOBEJACHO CTAaTUCTUUYHE TTOPiIBHSHHSI T€HOTUIIIB TE€HIiB
nentuny (—2548 G/A, 1s7799039) i LEPR (—668 A/G,
rs113711) MiX TamieHTamMu i 3MOPOBOIO0 KOHTPOJBHOIO
rpynoto. KpiM Toro, 6yJ0 BUBYEHO CTAaTUCTAUYHO 3HA-
YYIIMA BIUIMB IIMX TEHOTHITB Ha BIkMBaHHS. CTartyc
METUJIIOBaHHSI MAaLi€HTIB TaKOX MOPIBHSUIM 31 310pO-
BOIO KOHTPOJIBHOIO TPYITOIO i OIIHWJIM HOTO BIUIMB Ha
BUXKMBaHHS. 3arajioM y OOCTIIKEHHs OyJ0 BKJIIOYEHO
300 mawieHTiB i3 gmiarHozom MM i 170 ocib6 mis 3m0po-
BOI KOHTPOJbHOI rpynu. CTaTUCTUYHMIA aHaji3, Tpo-
BeIECHMI I BUBYCHHS BIUIMBY IOJiIMOP(Di3MiB reHiB
nentuHy i LEPR Ha CXWJIBHICTh OO 3aXBOPIOBaHHS,
mokasaB, 110 reHotun GA i AA TeHy JeNTUHY OyiIu
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3HAYHO BUILNMMU Y TPyl TALI€EHTIB MNOPIBHSIHO 3i
300poBOI0 Tpynoto. [lim yac CTaTUCTUYHOTO aHajizy
MetumioBanHsT —31 NT i —51 NT reny sentuny Oyio
BUsIBJIEHO, 1110 MeTutoBaHHS —51 NT 3HauHO BUllE y
3M0POBili KOHTpobHIN rpymi (p = 0,002). Anani3 BU-
>KMBaHHSI TTPOIEMOHCTPYBaB, 110 BVXKMBaHHS 0€3 Mpo-
rpecyBaHHs 3axBopitoBaHHs1 (PFS) maiieHTiB i3 reHo-
turiom GG reHy LEPR Oyno 3HauHO KOPOTILUUM I10-
PIBHSIHO 3 iHIIMMM, He OYyJIO 3KOJZHOrO BIUIMBY Ha 3a-
rajibHe BIDKMBaHHS. bararogakTopHuii aHaii3 Imokasas,
mo noka3HUK PFS mamienriB i3 reHotnnom GG TeHy
LEPR 0yB y 2,2 pa3u MCHIIUM IIOPIiBHSHO 3 iHIIUMU
(RR: 2,017; CI: 1,191-3,418, p = 0,009). MHOXWH-
Ha MiejoMa i moyiMmopdi3MU JIENTUHY MAalOTh CYTTEBI
0COOJIMBOCTI K i3 TOYKM 30py CXWUJBHOCTI 10 3aXBO-
DIOBaHHS, TaK i 3 TOUYKM 30py pearyBaHHsI Ha JIKyBaHHSI.

Karuoei caosa: MHOXVMHHA Mi€jloMa, JIENITUH, METU-
JTIOBAHHSI, 1iaTHO3, BIDKMBAHHS.
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