7 Cytion

Knetkn A498

300113

KneTkute A498 ca kneTbyHa IMHKSA Ha YOBELLKM 6bO6peYHOKIETbYEH KapLHOM, NoyyeHa OoT 6b6peyHaTa ThkaH Ha 58-roguiieH Mbx oT
KaBKasky Npom3xof. Tesn KNeTkn ce 13nos3saT LUMPOKO B U3C/NefBaHnATa, CBbP3aH C paka Ha 6bbpeLnTe, 0co6eHO 3a n3yyaBaHe Ha
CBET/IOKNETHbYHNA GBOPEUYHOKNETBYEH KAPLMHOM, KOWTO € Hail-4ecTo CpeLuaHuaT Big pak Ha 6bopeLuTe npu Bb3pacTHY.

KnetbyHata nmHnsa A498 ce xapaktepusnpa ¢ enutennasiHa Moposiorisa U e LeHeH MoAen 3a u3cneBaHe Ha MOMEKYIAPHUTE U KIETbYHUTE
MexaHu3Mu Ha 6bbpeyHaTa kaHLeporeHesa. Tesu KNeTKy NPosBABAT HAKOMIKO TUMWYHK 3a paka Ha 6bbpeka XapakTepucTyKu, BK/IIOUNTENTHO
NMPOMEHN B EKCMPecHaTa Ha reHu, y4acTsally B peryimpaHeTo Ha KNeTbyYHus LMKB/1, anonTo3ara U aHrnoreHesara.

KneTknte A498 ca 0cobeHO None3Hn 3a uscnefsaHe Ha MeTaboIMTHATE NbTULLA, MPOMEHEHN NPU pak Ha 6b6peLuTe, Thii KaTo nokassar
pasnnyeH metabonuTeH Npochus, KOMTO BK/IOUBA MPOMEHU B JINMUAHUSA W [IIOKO3HUA MeTabonn3bM. TO3K acnekT rv npasn NOAXOAALLM 3a
npoy4BaHusi Ha METAGO/IMTHOTO HACO4YBaHe, KOMTO M3CMeABAT Kak MPoMsHaTa Ha MeTaboNMTHUTE MbTULLLA MOXE Aa MOTUCHE TYMOPHWS
pacTex.

OcBeH ToBa k/1eTkuTe A498 ce 13non3sar B NPoyYBaHUs 3a OTKPUBaHE Ha /lekapcTBa U TOKCUKONOTMYHW U3C/efBaHus, 3a Aa ce TecTBa
ehrKkacHOCTTa Ha HOBU XMMMOTEPaNeBTUYHN areHTu 1 Lenesu Tepanun. Te ce n3nonsear v 3a n3cnefBaHe Ha peakumsaTa Ha KneTkuTe Ha
paka Ha 6bopeLuTe KbM XMMNOKCUYHM YCI0BUS - 06LLA XapakTepucTuka Ha COMAHNTE TYMOPU, KOSITO OKa3Ba 3HauYMTENTHO BAVSIHUE BbpXY
NMOBEAEHNETO Ha TyMOpa 1 OTTOBOpa Ha JIeYEHNETO.

Kato usano knerbyHata MMHNA A498 cnyxm KaTto OCHOBEH MHCTPYMEHT B M3C/ieABaHUATa Ha paka Ha 6bbpeLuunTe, ynecHaBaikm
pa3paboTBaHeTo Ha No-ehekTUBHY TepaneBTUYHY CTpaTernn 1 NogoopsaBaliki pasbupaHeTo HU 3a bruonormsaTa Ha paka Ha 6bopeuyTe.

OBWA NH®OPMALINA

OonucaHne

KneTknte A498 ca KneTbyHa JIMHUA Ha YOBELLUKN 6bOPEeYHOKIETbYEH KapLMHOM, No/lyyeHa oT 6bopeyHaTa TbkaH Ha 58-roguLieH MbX oT
KaBkask1 npounsxof. Tesun KNeTku ce 13no3BaT LMPOKO B U3C/ieABaHNATa, CBbp3aH C paka Ha 6bbpeLnTe, 0CO6eHO 3a n3yyaBaHe Ha
CBET/IOK/IETbYHNSA 6bOPEYHOKIETBYEH KapLMHOM, KOITO € Hali-4ecTo CpeLlaHnsaT BUZ, pak Ha 6bopeLuTe Npy Bb3pacTHW.

KnetbyHata nmHna A498 ce xapakTepusnpa ¢ enutenvaiHa Mopdosiorisa 1 e LeHeH MOAenN 3a n3cneABaHe Ha MOMEKYIAPHUTE U KTIETbYHUTE
MexaHu3Mu Ha 6bbpeyHaTa kaHueporeHesa. Tesu KNeTkv MPOSBABAT HAKOMKO TUMMYHK 3a paka Ha 6bbpeka XapakTepucTVKW, BKIIOUYUTENHO
NPOMEHU B EKCNPECUATA Ha TeHU, yYacTBaLLM B PeryivpaHeTo Ha KNeTbYHUS Kb/, anonto3ara U aHruoreHesara.

KneTtkute A498 ca 0co6eHO NonesHu 3a uscneiBaHe Ha MeTaboNUTHUTE MbTULLA, MPOMEHEHN Npu pak Ha 6bopeLnTe, Thil KaTo nokassat
pasnnyeH metabonuTeH Npochus, KOMTO BKIOYBA MPOMEHU B NINMUAHUS W [IHOKO3HUA MeTabonm3bM. To3u acnekT rv npasv NOAXOAALLM 3a
npoy4BaHus Ha MeTaboIMTHOTO Haco4YBaHe, KOMTO U3C/eABaT Kak NPoMsAHaTa Ha MeTaboNNTHUTE NbTULLA MOXE Aa NOTUCHE TYMOPHUS
pacTex.

OcBeH ToBa kneTkute A498 ce 13n013BaT B NPOYYBaHNA 3a OTKPMBAHE Ha SlekapcTBa U TOKCUKOMOTMYHI U3CneaBaHus, 3a Aa ce TecTBa
edmKacHOCTTa Ha HOBY XMMMOTepaneBTUYHY areHTn 1 Lenesn Tepanuu. Te ce 13non3Bar 1 3a U3cneABaHe Ha peakunata Ha KneTknTe Ha
paka Ha 6bbpeLuTe KbM XMMOKCUYHM YCI0BUS - 06LLa XapakTepucTuka Ha COTMAHNTE TYMOpU, KOSTO OKa3Ba 3HauYMTE/THO BAVSHUE BbpXY
NOBEAEHNETO Ha TyMOpa 1 OTrOBOpa Ha JIeYeHNETO.

KaTo usano knetbyHata MnHna A498 cnyxm kato OCHOBEH MHCTPYMEHT B U3C/efBaHnAaTa Ha paka Ha 6bbpeuuTe, ynecHaBaikm
pa3paboTBaHeTo Ha No-eEKTVBHN TepaneBTUYHN CTpaTerun n NoA06psBaiiku pasbrpaHeTo HK 3a 61onorusaTa Ha paka Ha 6bbpeumTe.

TbKaH Bbbpeuyn
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XAPAKTEPUCTUKN

Mopdonorus Mofo6HW Ha enuten

TymoporeHeH [a, npu rony mywkn. O6pasyBa HeanepeHUVPaH KapLMHOM, CbLL0 Taka 06pasyBa TyMopw
npy HOBOPOAEHN MULLIKW, TPETUPAHU C aHTUTUMOLUTEH CEPYM

MnoungHocT BumopaneH, TeTpannongeH
Crtatyc Ha MSI CrtabuneH (MSS)
Bpeme 3a yaBosiBaHe 62 vyaca
NWAEHTU®PUKATOPU
N3TOYHUK

A498 (katanoxeH Homep 300113 Ha Cytion)

[aHbuyeH ngeHTudMKaumoHeH Homep 9606
B NCBI
LlenosaBbp CVCL 1056

NMPOABA N NPEAPA3MONOXEHOCT

N30eH31MNn
PGM3, 1, PGM1, 1-2, ES-D, 2, Me-2, 1, AK-1, 1, GLO-1, 2, G6PD, B

OBPABOTKA N OTINEXAOAHE

XpaHutenHa cpefia
EMEM (MEM Eagle), w: 2 mM L-Glutamine, w: 2,2 g/L NaHCO3, w: EBSS (Homep Ha cTaTtusaTa B Cytion 820100a)

ATMocdpepa 3a MHKyGauus 37°C, 5%CO02, oBnaxHeHa atMmocdepa.

[NoGaBku
[onbnHete cpepata ¢ 10% FBS n 1% NEAA

PeareHT 3a gucounauus Accutase

MpecaxpaHe

OTcTpaHeTe cTaparta cpefa OT afXe3UBHUTE K/ETKW 1 1 npomuiiTe ¢ PBS, KOATO He cbabpxa kanuuii n marHesuii. 3a konéu T25
nsnonseaiite 3-5 ml PBS, a 3a kon6u T75 - 5-10 ml. Cnep, ToBa NokpuiiTe kneTkute u3LsAno ¢ Accutase, kato nsnonssare 1-2 ml 3a kon6u
T25 1 2,5 ml 3a kon6u T75. OcTaBeTe KIETKUTE Aa ce MHKybupar Ha cTaiiHa Temneparypa 3a 8-10 MuHyTH, 3a fa ce oTaenst. Cnepg,
MHKybauuaTa BHUMaTenHo pasbbpkaiite knetkute ¢ 10 ml cpefa, 3a Aa rv pecycneHgvpare, cieg KoeTo LeHTpodiyrmpaiite npu 300xg 3a 3
MWUHYTW. VI3XBBbPETe cynepHaTaHTara, pecycneHavipaiite KNeTkuTe B NpsicHa cpefja 1 rv NpexsbprieTe B HOBU KO6GK, KOUTO BeYe ChAbpXaT
npsicHa cpega.

MNBbTHOCT Ha 3acsiBaHETO 1 x 104 kneTkm/cm? Wwe fosefe A0 KOH(lyeHTeH MOHOC/IOW B paMKuTe Ha 4 aHW.
OGHOBsIBaHe Ha TEYHOCTTA Ha Bcekun 3 gHn

Bib3cTaHoBsiBaHe cnieq pasMpassiBaHe Cnep pa3vpassiBaHe, NocTaBeTe KIeTKUTE B Naky € NAbTHOCT 2 X 104 kneTku/cm?2 n
ocTaBeTe K/eTK/Te Aa ce Bb3CTaHOBAT OT NpoLeca Ha 3ampassiBaHe 1 Aa ce Npukpensr 3a
Hail-manko 24 no 48 yaca.
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https://www.cellosaurus.org/CVCL_1056

Pa3mvpassiBaHe 1 KynTuBMpaHe

Confirm that the vial remains deeply frozen upon delivery, as cells are shipped on dry ice to maintain optimal temperatures during transit.
Upon receipt, either store the cryovial immediately at temperatures below -150°C to ensure the preservation of cellular integrity, or proceed to
step 3 if immediate culturing is required.

For immediate culturing, swiftly thaw the vial by immersing it in a 37°C water bath with clean water and an antimicrobial agent, agitating gently
for 40-60 seconds until a small ice clump remains.

Perform all subsequent steps under sterile conditions in a flow hood, disinfecting the cryovial with 70% ethanol before opening.

Carefully open the disinfected vial and transfer the cell suspension into a 15 ml centrifuge tube containing 8 ml of room-temperature culture
medium, mixing gently.

Centrifuge the mixture at 300 x g for 3 minutes to separate the cells and carefully discard the supernatant containing residual freezing
medium.

Gently resuspend the cell pellet in 10 ml of fresh culture medium. For adherent cells, divide the suspension between two T25 culture flasks;
for suspension cultures, transfer all the medium into one T25 flask to promote effective cell interaction and growth.

Adhere to established subculture protocols for continued growth and maintenance of the cell line, ensuring reliable experimental outcomes.

KOHTPO/1 HA KAHECTBOTO N KPUOKOHCEPBALMUA

CrtepunHoct

3ambpcsBaHETO C MUKOMIa3Ma ce U3K4YBa Kakto upe3 PCR-6a3vpaHn aHanmsu, Taka u Yypes IYMUHECLIEHTHU METOAM 3a OTKpYBaHe Ha
MUKoM1a3mMa.

3a ga ce rapaHTupa, Ye HAMa 6aKTepuasiHoO, MbOUYHO NN APOXAEBO 3aMbpCsABaHe, KNETbYHUTE KyITYpY ce noasarar Ha exeaHeBHN
BU3YaUTHV NMPOBEPKN.

Cpepa 3a 3ampassBaHe Kato cpepa 3a KprokoHcepBauysa 13non3samMe Mb/iHa cpefa 3a pactex (BkaounTtenHo FBS)
+ 10% DMSO 3a agekBaTHa X13HeCcnocobHOCT cneg pasmpasssaHe unn CM-1 (kaTtasioxeH
HomMep 800100 Ha Cytion), KOATO BK/1OUBA ONTUMU3MPAHN OCMOMPOTEKTOPY U METabONNTHY
cTabunusaropu 3a nogobpsisaHe Ha Bb3CTaHOBSIBAHETO U HaMasiiBaHe Ha
KprovHAyLMpaHus cTpec.

YcnoBua 3a cbxpaHeHue

3a gbnroTpaliHo cbxpaHeHve noctaBeTe /lakoHWTE B TeUEH a30T B NapHa hasa npu Temneparypa okono -150 go -196 °C. CbxpaHeHneTo
npu -80 °C e NpvemInBO camo KaTo KpaTbK MeXAMHEH eTan Npeau NpexsBbp/IAHETO B TeYeH a3oT.

YcnoBus 3a focTaBka

Kp1oKoHCEepBUpaHNUTE KNETHYHW JINHWAK CE TPAHCMOPTUPAT BbPXY CyX /e B YTBbPAEHU, U30/IMPaHN OMaKoBKY C JOCTATbUYHO X/TaAW/IEH areHT,
3a fa ce nogabpxa npubnuauTesnHo -78 °C no BpeMe Ha TpaHcrnopTupaHeTo. Mpu noyyaBaHeTo HE3a6aBHO Nperefaiite onakoBkara v
He3a6aBHO NpexBbp/ieTe (/IaKoHUTE 3a MOAXOASLLO ChXpaHeHue.

AAPUTEN
Bb3pacT Ha goHopa 52 rognHu
ETHu4ecka npuHagnexHocT KaBka3skun

NMPABHN BBbMPOCU N BE3OMNACHOCT

Mepku 3a 6e3onacHocT

Korato nnaHupare ga cbxpaHssarte kpyuonpenapar B TeueH a3oT 3a ObAello pasmpassBaHe, e 3ab/KUTeNIHO [a cnas3sare CTPOorn Mepku 3a
6e30MacHOCT. MoAXOAALLMTE 3aLMTHN PbKaBULW N 06/1EKTO0 ca OT ChLUECTBEHO 3HaYEHWe, a Mo BpeMe Ha NPexBbP/ISHETO Ha 3amMmpaseHu
npo6u KbM UK OT pe3epeoapa € TeueH a3oT e Heo6xoA¥MO Aa Ce U3M0/3Ba Macka 3a vLe uav npeanasHy ounna. Toea ce npasy, 3a Aa ce
HamMasim PUCKBLT OT HapaHsaBaHe OT NoTeHUMasTHN eKCN1I03Un Ha KpUoBMNOSTNTE NPU N3BaXKAaHEeTo UM, KOUTO MoraT Aa aoseaar A0 U3XBbP/IAHE
Ha oCcTpu hparmMeHTu.
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FapaHuua
Hue B Cytion 3acTaBame 3a/ Ka4eCTBOTO U XMN3HECMOCOOHOCTTA Ha HAaLLUTE MPOAYKTY.
[apaHTupame, Ye HalMTe KNeTKY LWe 6baat XM3HecnocobHY B HA4a10TO Ha KyNTUBMPAHETO B NPOAb/KeHne Ha 60 AHW cnef usnpatliaHeTo

VM OT HaLLUTE CbOPBXEHUS.
lapaHTMpame, Ye BCUYKM MaTeprasIn OTroBapsiT Ha cneumdmkauumTe, onucasu B ceptudprkara 3a aHams n/wnm npogykroara amcra
3a nb/HU NoApobHOCTU, MONS, HanpaBeTe cnpaska ¢ Hawara <a href=""/Koun cme Hue/lapaHumnsa/™ hreflang=""x-default"">apaHunoHHa
Jeknapauus

HeoGxoaumo e cnopa3syMeHue 3a Yes
npexsbprisiHe Ha MaTtepuanu
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