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OnucaHne

MaHensT ot kneTbuHK nHMM HROC (Hansestadt Rostock Colorectal cancer) BktouBa Moeny Ha KONOPEKTaeH pak, NoyyYeHn ot
naumeHTn, pa3paboTeHn OT MbpBUYHA TYMOPHA ThKaH W/Wn CbOTBETCTBALLM MeTacTaTuYHN 1e3unn. Tedn KIEeTbYHM SIMHUK YecTo ca
NpUAPYXEHN OT CbOTBETHU KceHorpadTv (PDX), noslyyeHn oT nauveHTH, 1 opraHomau, KOeTo Nno3eossBa MHTErpaTMBHO MoAeNnpaHe Ha
konopekTanHus pak (CRC) kakTo B cucTemu in vitro, Taka u B cuctemu in vivo. Mogenute HROC 3ana3Bar KpUTUYHOTO K/TMHUYHO U
MOMEKY/IAPHO pasHoobpasne, xapakTepHO 3a KOMIOPEKTaUTHUA pak, BK/IUYUTETHO BapuaLyv B MUKpocaTtenMTHaTta HectabunHocT (MSI cpey
MSS) n knto4oBM reHeTnyHn hakTopu kato mytauum B APC, KRAS, BRAF, PIK3CA 1 TP53. KynTusmpaHu Kato aaxe3nBHN enutenHn
MOHOC/I0€Be ¥ 06VKHOBEHO M3M0M3BaHN Npu HUCHK 6poli nacaxu, HROC nnHunTe 3anassar UeHOTUMHA U TeHOMHa BAPHOCT KbM TyMopuTe
Ha nauneHTuTe, KOETO NOAKPENs TpaHC/1auMoHHaTa pefieBaHTHOCT B U3CNe[BaHNATa Ha flekapcTea 1 buomMapkepu.

Cuctemara 3a HomeHknatypa Ha HROC kneTbyYHUTE NIMHUM NpeAocTaBs NoAPO6HN MeTafaHHM 3a Npov3xXoja v ekcrepuMeHTaHaTa
ncropus. Hanpumep, , Tu“ 0603HauaBa KNETbYHU IMHWK, NOSTyYEHN OT MbPBUYHM TyMOpK, ,Met* — OT MeTacTaTuyHu nesun, gokarto , T#* n
.M#“ nocouBat cb0OTBETHO 6pos Ha PDX TpaHchepuTe 1 KOHKPETHUSA MULLIX FOCTONPUEMHIMK. TOBa CUCTEMATUYHO HaMEHOBaHVe No3BO/siBa
NlecHo npocnefsiBaHe Ha cbBNajallm Habopu, KaTo ABOVKN ,MbPBUYEH TYMOpP — MeTacTasa”“ uam Npon3BOAHM ,in Vitro — in vivo“. Tesn
cbBnagalluy Mmogenyv nognomarar uscnefsaHvsa Bbpxy KfloHa/iHaTa eBooLUMSA, MeTacTaspaHeTo, Pe3NCTEHTHOCTTa KbM TepanuaTta u
hapMakoKMHETUYHOTO NOBeEeHNe — BK/IUNTE/THO eKCNpecusita Ha TpaHCnopTepu 1 LieiocTTa Ha bapuepuTe, KOUTO ca OT 3Ha4YeHune 3a
abcopbuusATa Ha nekapcTeara. KneTbyHuTe IMHUM NpemMmnHasart pyTrHHa aBTeHTUukaums (Hanpumep STR-npodunmpane) n pefosHo ce
TecTBar 3a MVKonaasMeHa KoHTammHauus. laHHuTe 3a xapaktepusnpaHe Ha MHorobpoiiin HROC mogenu ca ny6/IMyHO AOCTBHN B
peLeH3npaHy nyoavkaumm.

KneTbynnte nuHnm HROC ca 0co6eHO LieHHN 3a CKPUHUHT Ha lekapcTea, cTpaTuduLypar no noATuMnose, OTKpUBaHe Ha 6riomapkepy npu
Tymopy ¢ MSI-H n MSS, KakTo 1 3a MEXaHUCTUYHU NPOYYBaHWs, BK/TKOUBALLM CPABHEHNE MeXAY MbPBUYHU N MeTacTaTuyHn 3a601ABaHns.
Korato ce kombuHupat ¢ PDX n/unv opraHonau, Te ocurypsisat ctabuiHa naaropma 3a npefkvHNYHa OLeHKa, BKIKUYNTENIHO TeCTBaHe Ha
YyBCTBUTENIHOCTTA KbM SlekapcTBa U MOofe/MpaHe Ha B3auMoAeicTBuATa Mexay Tymopa 1 ctpomara uim nMmyHHata cuctema. bnarogapenve
Ha n34yepnaresniHiTe cy aHoTauumn 1 KNnH1YHaTa cv 3Hauumoct, HROC mofenute ca noAxoAaLum KakTo 3a hyHaamMeHTaHu, Taka v 3a
TpaHCNauMoHHN N3cneaBaHnsa B 06n1acTTa Ha KOMIOpeKTa/IHNS pak.
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[aHbuyeH naeHTUUKaLMoHeH Homep 9606
B NCBI

NPOABA N NPEAPA3MNONOXEHOCT

MyTauuoHeH npodun

MyTauua Ha BRAF

OBPABOTKA U OTIrNEXAAHE

XpaHuTenHa cpega

DMEM, w: 4,5 g/L rntokosa, w: 4 mM L-rnytamuH, w: 3,7 g/L NaHCO3, w: 1,0 mM HaTpues nupysat (Homep Ha nsgenveto Ha Cytion
820300a)

ATmoccpepa 3a MHKyGaLms 37°C, 5%CO02, oBnaxHeHa atMocdepa.

[AoGaBku
[onbnHete cpepara ¢ 10% FBS

PeareHT 3a gucouunauyumsa Accutase

Mokputue Ha Kon6ata WHhopmaumsi: N3nonsgaiite TPP-chnakose

Pa3smpassiBaHe 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 200 x g for 5 minutes, carefully discard the supernatant containing freezing medium.

Follow the procedure described under Post-Thaw Recovery

KOHTPO/1 HA KAHECTBOTO N KPMOKOHCEPBALMUA

Cpepa 3a 3ampassiBaHe Karto cpefia 3a KpMoKoHcepBaLma 13nosssamMe Mb/iHa xpaHutenHa cpega + 10% DMSO 3a
aflekBaTHa XM3HecnocobHOCT cef, pasmpassBaHe.

YcnoBua 3a cbxpaHeHue

3a gbnroTpaliHo cbxpaHeHve noctaBeTe /lakoHWTE B TeUEH a3oT B NapHa hasa npu Temneparypa okono -150 go -196 °C. CbxpaHeHueTo
npu -80 °C e NprvemI“BO camo KaTo KpaTbK MeXAVHEH eTan Npeau NPexsBbp/IAHETo B TeYeH a3orT.

YcnoBus 3a focTaBka

Kp1OKoHCEpBUPaHNTE KNETHYHW NINHWAK Ce TPAHCMOPTUPAT BbPXY CyX /e B YTBbPAEHU, U30/IMPaHN OMakKoBKY C JOCTATbUYHO X/TaAW/IEH areHT,
3a fa ce nogabpxa npubnuauTenHo -78 °C no BpeMe Ha TpaHcrnopTupaHeTo. Mpu noyyaBaHeTo He3a6aBHO Nperneaaiite onakoBkara v
He3abaBHO NpexBbp/ieTe )/IakoHUTE 3a MOAXOASLLO ChXpaHeHue.

AAPUTEN
Bb3pacT Ha foHopa 89 rognHu
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NMPABHN BbMNPOCU N BE3OMNACHOCT

Mepku 3a 6e3onacHoCT

Korato niaHuparte fa cbxpaHsiBarte Kpronpenapar B TeYeH a3oT 3a 6bAello pasMpassiBaHe, e 3a4b/DKUTeNIHO a cnassare CTPory Mepku 3a
6e30MacHOCT. MoAxoAsLLIMTE 3aLUTHU PbKABULM 1 06/1EK/0 Ca OT CbLLECTBEHO 3HAUEHUe, a Mo Bpeme Ha NPexBbp/ISHETO Ha 3aMpaseHu
npo6u KbM WK OT pe3epBoapa C TeUeH asoT e Heo6XoAMMO Aa Ce U3Mo/3Ba Macka 3a fiuue Uiy npeanasHu ounna. Tosa ce npaeu, 3a a ce
Hamasnu pUcKbLT OT HapaHsiBaHe OT NOTEHLMATHI eKCI/I031M Ha KPUOBMONTE NPY U3BXKAAHETO MM, KOUTO MOraT Aa 40BefaT [0 U3XBbp/isiHe
Ha ocTpy hparmeHTH.

FapaHuua

Hue B Cytion 3acTaBame 3a/ Ka4eCTBOTO U XMN3HECNOCOOHOCTTA Ha HALLUTE MPOAYKTY.

lapaHTupame, Ye HawmTe KNeTKY LWe 6baaTt XM3HeCNocobHY B HAYa10TO Ha KyTUBMPAHETO B NPOAb/keHne Ha 60 AHW cnef usnpatlaHeTo
MM OT HalUMTe CbOPBXEHUS.

[apaHTUpame, Ye BCUYKM MaTepuasin OTroBapsaT Ha crneumdrkalumTe, onucaHn B ceptudmkara 3a aHasims u/uam npogykrosara mcra

3a nb/HU NogpobHOCTU, MONS, HanpaBeTe cnpaska ¢ Hawara <a href=""/Kou cme Hue/lapaHumnsa/™ hreflang=""x-default"">apaHunoHHa
Aeknapaums
Mpunarat ce cnopasymeHus ¢ TpeTn Yes
cTpaHu
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