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Osteosarcoma is a malignant bone tumor that is common
in children and adolescents. The tumor microenvironment
is highly effective in the development and progression of
osteosarcoma. Transforming growth factor-p (TGF-B) is
one of the most abundant cytokines in the tumor micro-
environment, and can regulate tumor initiation, progressi-
on, and metastasis promoting extracellular matrix (ECM)
remodeling and epithelial-mesenchymal transition (EMT).
ADAMTS (ADAM Metallopeptidase With Thrombospon-
din Motifs) proteases have critical functions in normal and
tumor microenvironments by processing individual proteins
in the ECM. ADAMTSs contribute to tissue remodeling,
inflammation, cell migration and, angiogenesis. Among the
Jfamily members, ADAMTS-2 is a well-known example for
ECM remodeling which cleaves the N-terminal propeptide
of procollagen and promotes correct collagen fibrillogene-
sis. Cytokines can regulate normal and tumor microen-
vironments by affecting ECM proteins. In this study, the
effect of TGF-B1, on the transcriptional regulation of the
ADAMTS-2, which is an essential enzyme for ECM remo-
deling was investigated in Saos-2 cells. TGF-B1 upregulated
ADAMTS-2 expression both at mRNA and protein levels.
Transient transfection assays revealed that TGF-p1 was
also induced ADAMTS-2 promoter activity. According to
the pathway inhibition studies, both canonical and non-
canonical signaling pathways and post-translational mec-
hanisms were responsible for the induction. These studies
will contribute to future research on ADAMTS-2 mediated
ECM remodeling in osteosarcoma.

Key words: ADAMTS-2, TGF-p1, Osteosarcoma, Saos-2,
Transcriptional Regulation.
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(ADAM-METAJIONIETITUIA3Y
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OcreocapkoMa — 1Ie 3JIOSKiCHA IyXJIMHA, IO Bpaxkae
KiCTKM 1 € IIOIIMPEHOI0 cepel HiTell Ta JOpPOCIIMX.
MikpocepenoBuilie IMyXJIMHU € BUCOKOE(MEKTUBHUM JJIsI
PO3BUTKY i ITporpecyBaHHsI ocTeocapkoMu. TpaHcdop-
Mytounii aktop pocty-p (TGF-B) — onuH i3 Haiino-
IIUPEHIIIMX LTUATOKIHIB Y MiKpOCEPEeIOBUII MyXJIUHMU;
BiH MOXe€ TaKOX peryIioBaTH iHilliallifo i mporpeciio
IMyXJIMHU, a TaKOX MeTacTa3M, CHpPUSIIOUM mepeOymoBi
no3akiituHHoi Matpulli (ECM) Ta emiteniasibHO-Me-
3eHximManbHOMYy Tiepexony (EMT). IIporeasu ADAMTS
(ADAM-meTanonentuaas 3 TPOMOOCTIOHIMHOBUMU
MOTHMBaM1) BUKOHYIOTh HaJ3BUYAHO BaXJIMBI (QyHKILiT
Yy HOpPMaJIbHOMY Ta TYXJIMHHOMY MiKpOCepeaoBHUIIax
LIJISIXOM 00po0Ku okpemux OinkiB y ECM. ADAMTS
COpUSIIOTh MepedyAoBi TKAaHWH, 3alajeHHIo, Mirparii
KJiTUH Ta aHrioreHedy. Cepen 4JeHiB ciMelicTBa
ADAMTS-2 — 11ie no6pe BimoMuii IPUKJIIAT IEpeOyn0oBUI
ECM, sxkuii po3uerioe N-KiHLIEBUI TTPOTIENITHA MPO-
KOJIareHY i CIIpUSIE MpaBIIIbHOMY (hiOpUIIOreHe3y KoJa-
reHy. LIMTOKiHM MOXYTh peryjJioBaTM HOpPMaJbHe i
MyXJIMHHE MiKpOCepeIOBUIIA LUISIXOM 3MiCHEHHS BIUIU-
By Ha Ok ECM. ¥ 11boMy AOCTiIKEeHHI BUBYAIN BIUIUB
TGF-B1 Ha tpaHckpunuiitHy perynsiuito ADAMTS-2,
sKa € OCHOBHUM ¢(epMeHTOM s Tmepedynosu ECM
y kiaituHax Saos-2. TGF-Bl mo3uTuBHO peryioBaB
excnpecito ADAMTS-2 Ha piBHi MPHK i Ginky. Anai-
31 TUMYAcoBOi TpaHC(eKlii TakoxX ITOKaszalu, IO
TGF-B1 inaykyBaB npoMoTepHy akTuBHICTb ADAMTS-2.
3rinHoO 3 JOCHIIKEHHSIMM iHTiOyBaHHS ILISAXiB, 3a iH-
IYKIIIO BiAMOBIiHAIOTh i TpamuWIiiiHi, i HeTpamWIIiiiHi
CUTHAJIbHI NIUISIXM ¥ IIOCT-TPaHC/LIMHI MeXaHi3MU.
i mocnmimkeHHsT OyayTb KOPUMCHUMM JISI MaiOyTHiX
nociimkeHb 100 ADAMTS-2-onocepeakoBaHol Te-
pebynoBu ECM B ocTeocapkoMi.

Karowosi caosa: ADAMTS-2, TGF-B1, ocreocapkoma,
Saos-2, TpaHCKPUIILIiiiHA peryJIsilis.
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