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AGCiYOR XORCONGINDO MET GEN MUTASIYASININ
EPIDEMIOLOJi VO MOLEKULYAR ASPEKTLORI
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Qeyri-kicik hiiceyrali agciyor xor¢ongindo (QKHAX) MET genindoki doyisikliklorin hodoflona bilon molekulyar marker
kimi klinik praktikaya daxil olmasi va prognozla bagl geyri-miiayyasnliklor bu mévzunu miiasir onkologiyada aktual tadqiqat
istiqgamatlorindon birina ¢evirmisdir. Magsad. QKHAX olan vo MET geninds mutasiya askar edilmis pasiyentlorin klinik vo
demografik xiisusiyyatlarini kompleks sokilds tohlil etmok, mutasiyalarin sisin aqressivliyi va risk faktorlari, o ciimlodon siqaret
istifadasi ilo miimkiin slagasini qiymstlondirmokdir. Material va metodlar. Retrospektiv todgiqatda 2014-2024-cii illorde FFPE
niimunolor iizorinds real-time PCR metodu ilo molekulyar analiz aparilmis 187 pasiyent daxil edilmigdir. Onlardan 16-sinda
MET mutasiyast miiayysn edilmisdir. Pasiyentlar yas, cins, histoloji deracs va siqaret istifadssi izra qruplasdirilmis va statistik
tohlil aparilmisdir. Naticalor vo miizakira. MET mutasiyasina malik pasiyentlorin oksariyyati 65 yasdan yuxari, kisilor iistiinliik
toskil etmisdir. Xostolorin 81,25%-do yiiksok histoloji dorace (G3—G4) qeydo alinmigdir. Pasiyentlorin 56,25%-i siqaret istifado
etmigdir, lakin ROC analizi tiitiin istifadosi ilo sisin aqressivliyi arasinda statistik oshomiyyatli alago gostormomisdir. Bu naticolor
MET mutasiyalarinin klinik tesirlorinin miirokkob xarakter dagidigint vo olavo todgiqatlara ehtiyac oldugunu gostorir. Yekun.
Tadqiqat molekulyar diagnostikanin vo fardilosdirilmis terapiyanin vacibliyini vurgulayir. MET mutasiyalarinin prognostik va

terapevtik rolu haqqinda slavs aragdirmalarin aparilmasi tévsiye olunur.
Acar sozlor: MET mutasiyasi, agciyar xorgongi, molekulyar diaqnostika, fordilosdirilmis terapiya

gciyar xar¢ongi diinyada xar¢ongdon 6liim

hallarinin osas soboblorindon biri olaraq qal-

maqdadir. Xostoliyin inkisafinda genetik vo
molekulyar doyisikliklorin rolu xtisusilo dnomlidir.
Qeyri-kicik hiiceyrali agciyar xor¢ongi (QKHAX)
biitlin agciyor sislorinin toxminon 85%-ni togkil
edir vo bu xostolikdo miioyyon edilon molekulyar
hadoflor fordilogdirilmis miialico strategiyalarinin
formalagmasina imkan verir [1]. Son illordo MET
(mesenchymal-epithelial transition) genindo bas
veron mutasiyalar, xiisusilo ekzon 14 si¢ramalari,
klinik ohomiyyatli biomarker kimi diggot morkozino
ke¢misdir [2]. MET geni tirozin kinaza aktivliyino
malik olan vo hiiceyro proliferasiyasi, differensia-
siyasl, angiogenez vo metastaz proseslorindo isti-
rak edon HGF reseptorunu kodlayir [3]. Bu gendo
meydana golon mutasiyalar, o ciimlodon ekzon 14
sigramalari, proteolitik par¢alanmanin azalmasina,
naticados reseptorun hiperaktivliyine vo sisin invaziv
xiisusiyyotlorinin giiclonmosina sobab olur [4-8].
Ovvolki aragdirmalar gostorir ki, MET mutasiyasi
daha cox yash pasiyentlordo, xiisusils kisi cinsinda
rast golinir vo bazi hallarda sigaret cokmo ilo alaqe-
li olmaya bilor [10]. MET geninin molekulyar an-
alizinin aparilmasi pasiyentlorin miialico planinin
fordilosdirilmosindo vo xostolik gedisatinin daha
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doqiq prognozlasdirilmasinda vacib hesab olunur.
Homginin, hodof yOniimlii terapiyalar — mosolon,
ALK gen restranslyasiyalari tiglin ALK-inhibitorlar1
— geyri-kicik hiiceyrali agciyar xor¢ongindo ugurlu
klinik naticolor gostormisdir, bu da MET-mutasiyali
xostolor liglin oxsar strategiyalarin perspektivli ola
bilocoyini diistindtiriir [11].

Lakin bu mutasiyalarin pasiyentlorin yasi, siqaret
tarixg¢asi va sisin histoloji xiisusiyyatlori ilo alagosi
yerli populyasiyada genis tadqiq olunmamisdir. Bu
olagolorin miioyyan edilmasi molekulyar diagnosti-
kanin tokmillosdirilmasi va fardilosdirilmis miialico
yanasmalarinin diizgiin istigamatlondirilmasi baxi-
mindan miithiim elmi vo klinik shomiyyat kosb edir.

Tadgiqatin moqsadi 2014-2024-cii illor or-
zindo Milli Onkologiya Markezine miiraciot etmis
geyri-kigik hiiceyrali agciyar xorcongi (QKHAX)
xostolori arasinda MET gen mutasiyasinin yayil-
masint qiymatlondirmok, homginin pasiyentlorin
yast, tltlin istifadoesi vo sisin histoloji dorocosi
ilo MET mutasiyas1 arasindaki miimkiin olaqoni
miioyyon etmokdir. Todqiqatda slave olaraq histo-
loji doraca ilo tiitiin istifadesi arasinda prognostik
miinasibatin qiymeotlondirilmosi mogsadilo ROC
analizi aparilmigdir.

Material vo metodlar. Todqiqat retrospektiv
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miisahido xarakteri dasiyir vo 2014-2024-cii illor
orzindo Azorbaycan Milli Onkologiya Moarkazino
miraciot etmis 187 qeyri-kicik hiiceyroli agciyor
xorgongi (QKHAX) xostosini ohato edir. Patoloji
niimunaslor formalinlo fikso olunmus vo parafinlo
ohatolonmis (FFPE) toxumalardan oldo edilmisdir.
Molekulyar analizlor real-time PCR metodu ilo
EntroGen vo Qiagen firmasina moxsus reagent
dostlorindon istifado olunaraq aparilmigdir.

Statistik tohlillor IBM SPSS Statistics 26.0 prog-
raminda hoyata kegirilmisdir. Titlin istifadosi,
yas qruplar1 vo histoloji doraco arasinda miimkiin
olagoalorin tohlili ligiin tosviri statistika vo ROC ana-
lizi totbiq edilmisdir.

Todqgigat Azorbaycan Tibb Universitetinin Etik
Komitasi torofindon tosdiglonmisdir (Protokol Ne36,
18.10.2024).

Notico vo onlarin miizakirasi. Analiz edil-
mis 187 qeyri-kicik hiiceyroli agciyor xor¢ongi

(QKHAX) xostosindon yalniz 16 nofordo MET gen
mutasiyasi askarlanmigdir. Mutasiya agkarlanan pa-
siyentlorin demoqrafik vo klinik gostaricilorinin toh-
lili asagidaki naticalori ortaya qoymusdur:
1. Mutasiyaya malik pasiyentlorin 81,25%-1 65
yasdan yuxari yas qrupunda olmusdur.
2. Kisi cinsi tistiinliik togkil etmisdir (69%).
3. Xostolorin 56.25%-1 siqaret istifadacisi olmugdur.
Histoloji doraconin tohlili gostormisdir ki, MET
mutasiyast olan pasiyentlorin 81,25%-do yiiksak
doracali (G3-G4) sis qeydo alinmigdir. ROC analiz
noticalorino gora siqaret istifadosinin yiiksok histo-
loji daraca ilo alaqgesi statistik cahatdon ohamiyyatli
olmamisdir (AUC=0,45) (Sak.). Bu naticolor MET
mutasiyasi olan sislordo yasin, cinsin vo histoloji
daracenin miihiim rol oynaya bilacayini, lakin tiitiin
istifadasinin prognostik ohomiyyst dasimadigini
gostarir.

ROC ayrisi: Tutdn istifadasi va ylksak G daracasi
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Sakil. ROC ayrisi: Tiitiin istifadasinin yiiksak histoloji daraca (G3—G4) ils alagasinin prognostik giicii

Aparilan todqiqatin naticalori gostorir ki, MET
gen mutasiyast qeyri-kigik hiiceyrali agciyor
xor¢ongi (QKHAX) pasiyentlori arasinda nisbaton
az rast golinan, lakin klinik baximdan shomiyyat-
li bir molekulyar gostoricidir. Mutasiyanin yash
vo kisi pasiyentlordo daha yiiksok tezliklo miisa-
hido olunmas1 avvalki beynolxalq arasdirmalarin
noticaloari ilo Ust-listo diisir [12-14]. Bu fakt, MET
mutasiyasinin miioyyon demoqrafik qruplarda daha
cox rast golindiyini gostorir vo pasiyentlorin risk
gruplarina ayrilmasinda ohomiyyatli ola bilar.

Tadgiqatda oldo edilon miithiim miisahidolordon
biri MET mutasiyasi olan xastalorin boyiik hissasindo
yuksok histoloji doroconin (G3—-G4) geydo alin-
masidir. Bu, mutasiyanin sigin bioloji davranisina
tosir gostormasi ehtimalini artirir. ©dabiyyatlar-
da da MET mutasiyasi ilo yiiksok doracali sislorin
daha aqressiv gedisata malik olmasi arasinda slaqo
geyd olunmusdur [15-17]. Bu kontekstdo hazirki
noticolor homin molumatlar1 dostokloyir vo MET
mutasiyasinin prognostik shamiyyat dasiya bilaco-
yini gostarir.
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Diqqgotcokon digor moqam tiitiin istifadesi ilo
histoloji agresivlik arasinda ohomiyyatli alagonin
mioyyon edilmomosidir. ROC analizindos oldo
edilon geyri-statistik natico tiitiin faktorunun MET
mutasiyasi iiglin osas proqnostik gostorici olma-
digin1 gostorir. Bu, MET mutasiyasi ilo sisin inkisaf
mexanizmlarinin tiitline bagli olmayan patogenetik
proseslarla slagali ola bilocayini gostarir.

Homginin geyd edilmolidir ki, MET-mutasiya
pozitiv xastolorin sayimin nisbaton az olmasi bazi
statistiki gostoricilorin genis tohlil imkanlarini moh-
dudlasdira bilor. Lakin buna baxmayaraq, naticolor
klinik praktikada MET mutasiyasinin askarlan-
masinin shomiyyatini bir daha 6n plana ¢ixarir.
Golocak tadqiqatlar iiciin daha genis niimuna sayina
malik prospektiv aragdirmalarin aparilmasi, eloca do
MET ekspressiyasinin immunhistokimyovi soviy-
yado giymatlondirilmasi tovsiyo edils bilor.

Yekun. Todqiqatin noticolori gostorir ki, MET
gen mutasiyast qeyri-kigik hiiceyrali agciyor
xor¢ongi xostolori arasinda nisboton az rast golin-
masing baxmayaraq, klinik vo molekulyar baximdan
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SUMMARY

EPIDEMIOLOGICAL AND MOLECULAR ASPECTS OF
MET GENE MUTATIONS IN LUNG CANCER

1.2Mehdizadeh S.Q., *Vekilov V.N.
!National Oncology Center, Laboratory of Molecular Oncology, Baku, Azerbaijan;
’Azerbaijan Medical University, Department of Epidemiology and Biostatistics, Baku, Azerbaijan

As molecular profiling and targeted therapies expand in non-small cell lung cancer (NSCLC), MET alterations have gained
increasing clinical relevance; however, uncertainties regarding their prognostic implications continue to make this topic highly
pertinent. Objective. To perform a comprehensive analysis of the clinical and demographic characteristics of patients with
NSCLC harboring MET gene mutations, and to evaluate the potential association of these mutations with tumor aggressiveness
and risk factors, including smoking. Materials and Methods. This retrospective study included 187 patients who underwent
molecular analysis of FFPE samples using real-time PCR between 2014 and 2024. MET mutations were identified in 16 patients.
Patients were stratified by age, sex, histological grade, and smoking status, and statistical analyses were performed. Results
and Discussion. The majority of patients with MET mutations were over 65 years old, with a predominance of males. High
histological grade (G3—G4) was observed in 81.25% of cases. While 56.25% of patients had a history of smoking, ROC analysis
did not show a statistically significant association between tobacco use and tumor aggressiveness. These findings highlight
the complex clinical impact of MET mutations and the need for further investigation. Conclusion. The study emphasizes the
importance of molecular diagnostics and personalized therapy. Further research is recommended to clarify the prognostic and
therapeutic role of MET mutations.

Keywords: MET mutation, lung cancer, molecular diagnostics, personalized therapy
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MYTAIIAA TEHA MET ITPA PAKE JIETKOI'O
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B ycioBusix BHeIpeHHsI MOJIEKYJISIPHOTO NMPOQMIMPOBAHNS M MOSBICHUS TAPTeTHBIX MOAXOAOB IPH HEMEJIKOKJIETOYHOM pake
nérkoro (HMPJI) usmenenust rera MET npuoOperaer 0coOyro KIMHHYECKYIO 3HAYMMOCTB, OJHAKO HX IPOTHOCTHYECKOE
3HAYE€HUE OCTAETCS HEOJHO3HAUHBIM, YTO M OMNpeJeNseT akTyalbHOCTb Tembl. Ileab. IIpoBecT KOMIJIEKCHBIM aHamu3
KIIMHUYECKUX M JieMorpaduueckux xapakrepuctuk naunentos ¢ HMPJL, y kotopsix BbisiBiieHbl MyTanuu rena MET, a takxe
OLICHUTh BO3MOJKHYIO CBSI3b 9THX MYTALlMi C arpeCCUBHOCTBIO OITyXOJH M (haKTopaMu pucKa, BKJIIo4as Kypenue. Marepuan u
MeToabl. B perpocnekTuBHOE HccienoBanie ObuI0 BKIIIOUEHO 187 manuenToB, koTopbiM B niepuox 2014-2024 rr. mpoBoamiics
Monekyisipablii ananm3 FFPE o0OpasnoB meromom real-time PCR. Myramuu MET Obuiv BbisIBICHBI Y 16 HaIMEHTOB.
[TanmenTsl ObUTH pacHpesesieHbl 10 BO3PACTY, 0Ny, THCTOJIOIMYECKON CTEIIEHH W HAJIWYHIO KYPEHHs, II0CIIe YEero BBIIOJIHEH
crarucTHyeckuil ananu3. Pe3yabraTel n 06cy:kaenne. bonpnmHcTBO nanuenToB ¢ mytanusMu MET Obutu crapie 65 net, npu
9TOM Ipeoliiaiann My »K4uHbl. Beicokas ructonoruyeckas crernenb (G3—G4) ormeuena 'y 81,25% ciyuaes. HecmoTpst Ha TO, 4TO
56,25% nanuentoB Kypuwin, ROC-ananu3 He mokasall CTaTUCTUYECKHU 3HAUUMOHN CBSA3M MEXJIY KypeHHEM M arpeCCUBHOCTBIO
orryxonu. [ToiydeHHbIe faHHbIE OIYEPKUBAIOT CIOKHBIN KinHIYeckuid ekt mytannit MET u HeoOxoauMocTs naapHEHImIx
nccienoBaHuil. 3akirouenne. VccnenoBanue noq4epkruBaeT BaXKHOCTh MOJIEKYJISIPHON AUAarHOCTUKK U MEPCOHATM3UPOBAHHON
Tepanuy. PekoMeHyeTcs IpoBeieHUE TOTIOJHUTEIbHBIX UCCIIeI0BAHU JUIsl yTOUHEHUs] IPOTHOCTUYECKOM U TepaneBTHIeCKon
ponu mytauuii MET.
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