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OnucaHne

KnetbyHarta nnHma JIMT-1 e nonyyeHa ot HER2-N03UTKBEH YOBELLKM KapLUUMHOM Ha rbpaTta v e N3BecTHa C Pe3nCTEHTHOCTTA CU KbM
TpacTy3ymab - 4ecTo u3non3saHa Tepanusi, HacovyeHa kbM HER2. Tosa npasu JIMT-1 LeHeH Mogen 3a n3yyaBaHe Ha MexaHu3MuTe Ha
pe3nCTEHTHOCT KbM aHTU-HER2 neueHus n 3a paspaboTBaHe Ha HOBY TepaneBTUYHK cTpaTernn. 3a pasnvka ot MHoro apyrn HER2-
MO3UTUBHM KNETBYHMN JIMHUM 3a paK Ha repaata, JIMT-1 umuTrpa KIMHUYHK Ciyydaun, Npu KouTo ce Habngasa MbpBoHavYasleH 0TroBop Ha
HER2-TapreTupaHu Tepanuu, HO BMoC/efCTBIE Ce pa3BuBa Pe3UCTEHTHOCT. Tasn 0CO6eHOCT S Npasy nosiesHa 3a uscnejsaHe Ha
eprKkacHoCTTa Ha HOBU fiekapcTBa 1 KOMOMHUPaHU Tepannun, HacouYeHn KbM NPeoo/IfsBaHe Ha Pe3NUCTEHTHOCTTa KbM TpacTy3ymab.
KneTtkute JIMT-1 ce n3nonsear v B Npoy4YBaHus, n3cneasaliy B3anMmoaeincTaneto mexagy HER2 v gpyru curHanHm nbTuLLa, Kato Hanpuvep
Tesu, BK/IIOYBALLM peLienTopa 3a ennaepmasieH pactexeH daktop (EGFR). B3anmogeicTBreTo Mexay Te3v nbTuiia JonpuHacs 3a
pPe3nCTEHTHOCTTa Ha KNETKMTE KbM KOHBEHLMOHa/IHUTE Tepanuu. 3cnefBaHnsaTa nokassar, Ye kKnetkute Ha JIMT-1 pearvipar pas/iMyHo Ha
pasIMyYHN TMPO3WH KMHa3HKU uHxneutopu (TKW) n koHtoratn aHtutano-nekapctso (ADC). Hanpvmep, foKaTo kieTbyHata IMHNSA NposiBsBa
Pe3NCTEHTHOCT KbM TpacTy3ymab-emTaHcuH (T-DM1) 1 nokassa camo YacTUyHa YyBCTBUTENTHOCT KbM MO-HOBM CPeACTBa Karto TpacTy3ymao-
nepykcekaH (T-DXd), e gokasaHo, ye antepHatuBH ADC kato agusntamab BegotuH (DV) morat fa npegioxar nosuileHa eqonkacHocCT.
[MpoyuBaHusiTa in vitro nogyepTasar rbBkaBocTTa Ha JIMT-1 3a CKpUHUHT Ha NIekapcTBa, KOUTO ca HacoyYeHn He camo KbM HER2, HO 1 kbMm
APYrn MOMIEKYNAPHN MbTULLA. Tesn npoyysaHusi npefocTaBAT BaXHU JaHHM 3a OLeHKa Ha CYHEepruyHuTe epekTn Ha KOMOMHUPaHWU fleYeHuns,
BKtousalm ADCs 1 TKIs unv HoBu Lenesu Tepanvun. MoBegeHneTo Ha KneTbyHaTa JIMHNUSA Npu pas/inyHn cLueHapun Ha fiekapcTeeHa
PEe3NCTEHTHOCT NoAyepTaBa 3Ha4YeHNETO 1 B MPeAK/INHNYHaTa pa3paboTka Ha nekapcTea, ocobeHo 3a HER2-no3nTVBEH pak Ha rbpAarta ¢
npugobuta unv BbTpeLHa Pe3NCTEHTHOCT.
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[aHbuyeH naeHTUUKaLMoHeH Homep 9606
B NCBI

LlenosaBbp CVCL 2077

NMPOABA N NPEAPA3MO/OXEHOCT

OHKoreHu
HER-2 (HeuyBCTBUTENEH KbM flekapcTBa, MHxubupalm HER-2, Hanp. Tpactysymab), ER-, PR-, AR-

MyTauuoHeH npodmn
MyTtauums: PIK3CA, p.Cys420Arg (c.1258T>C), xeTepo3uroteH; Mytaums: TP53, p.Arg248Trp (c.742C>T), XxoMO3UroTHa

OBPABOTKA N OTINEXAAHE

XpaHuTtenHa cpega

DMEM, w: 4,5 g/L rntoko3sa, w: 4 mM L-rinytamuH, w: 3,7 g/L NaHCO3, w: 1,0 mM HaTtpues nvpyBsaT (Homep Ha usgenveto Ha Cytion
820300a)

ATmocdpepa 3a UHKYGauus 37°C, 5%C02, oBnaxHeHa atmocdepa.

floGaBku

JonbnHeTe cpegarta ¢ 10% Ton/IMHHO akTuBmpaH FBS
PeareHT 3a gucouynauyus Accutase

MpecaxpaHe

OTcTpaHeTe cTaparta cpefa OT afXe3uBHUTE KNEeTKN 1 1 npomuiiTe ¢ PBS, KOSITO He CbAbpXa Kaniuuii u marHesuii. 3a konbu 125
nsnonseaiite 3-5 ml PBS, a 3a kon6u T75 - 5-10 ml. Cnep, ToBa NokpuiiTe kneTkute u3Lsaio ¢ Accutase, kato nsnonssare 1-2 ml 3a kon6u
T25 1 2,5 ml 3a kon6u T75. OcTaBeTe KIETKUTE Aa ce MHKybuparT Ha cTaiiHa Temneparypa 3a 8-10 MuHyTH, 3a fa ce oTaenst. Cneg,
MHKybauuaTa BHUMaTeHo pasbbpkaiite knetkute ¢ 10 ml cpefa, 3a Aa rv pecycneHgvpare, cieg KoeTo LeHTpodiyrmupaiite npu 300xg 3a 3
MWUHYTW. VI3XBBbpeTe cynepHaTaHTara, pecycneHavipaiite KNeTkuTe B NPsicHa cpefja 1 rv NpexsbprieTe B HOBU KO6GW, KOUTO BeYe ChAbpxXaT
npsacHa cpega.

MnbTHOCT Ha 3acABaHETo 1 x 104 kneTku/cm?

Pa3mMpa3ssiBaHe U 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 U KPMUOKOHCEPBALUNA

CTtepunHocTt

3ambpcsBaHETO C MUKOMIa3Ma ce U3K4YBa Kakto Ype3 PCR-6a3vpaHn aHamsu, Taka u Yypes IYMUHECLIEHTHU METOAM 3a OTKpYBaHe Ha
MUKOM/1a3mMa.

3a fa ce rapaHTupa, 4Ye HAMa 6akTepuanHo, rO6VMYHO NN APOXAEBO 3aMbpCABaHe, KNETbYHUTE KYNITYpU ce nognarar Ha exeaHeBHN
BU3YaUTHV NMPOBEPKU.
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https://www.cellosaurus.org/CVCL_2077

Cpepa 3a 3ampassiBaHe KaTo cpepfa 3a KprokoHcepBaLus 13non3Bame Mb/Ha cpefa 3a pacTtex (BkaountenHo FBS)
+ 10% DMSO 3a agekBaTHa X13HeCcnoco6HOCT cneg pasmpassBaHe nin CM-1 (kaTtasioxeH
HomMep 800100 Ha Cytion), KOATO BK/1OUBA ONTUMU3MPAHN OCMOMPOTEKTOPY U METAbONUTHU
cTabunmnzartopy 3a nogo6psiBaHe Ha Bb3CTaHOBSIBAHETO U HaMasisiBaHe Ha
KpYOVHAYLMpaHUs cTpec.

Ycnosua 3a cCbxpaHeHue

3a AbAroTpaiHo cbxpaHeHue noctaBeTe (/1lakOHUTE B TEYEH a30T B NapHa hasa npu temneparypa okosno -150 go -196 °C. CbxpaHeHUeTo
npu -80 °C e NpremsIMBO CaMo KaTo KpaTbK MeXAMHEH eTan npeav Npexsbp/istHETO B TEYEH a30T.

YcnoBusA 3a goctaBka

KpnokoHcepBripaHnTe KNeTbYHU IMHUW Ce TPaHCMOoPTMPAT BbPXY CyX Nef, B yTBbPAEHW, N30/IMPaHN ONakoBKK C AOCTATbYHO XNaANIEH areHT,
3a Aa ce noaabpxa npubnusntenHo -78 °C no Bpeme Ha TpaHcnopTMpaHeTo. Mpu nonyyasaHeTo He3abaBHO nNpernejainte onakoskara u
He3abaBHO npexebpsieTe h1akoHNUTe 3a NOAXOAALL0 ChbXPaHeHue.

AAPUTEN
Bb3pacT Ha foHOopa 62 roguHu
ETHU4ecka npuHagnexHocT KaBka3skun

NMPABHN BbMPOCU N BE3OMNACHOCT

Mepku 3a 6e3onacHocT

KoraTo nnaHvpate fa cbxpaHsBaTe Kpronpenapar B TeYeH a3oT 3a 6bello pasMpassBaHe, e 3ab/IXUTE/NHO fa cnassate CTPoru Mepku 3a
6e3onacHocT. MNoaxoaaLwyTe 3alyTHY pbKaBuLY 1 06/1eK/10 ca OT CbLLECTBEHO 3HAaYeHWe, a No Bpeme Ha NPEXBbP/ISHETO Ha 3aMpaseHu
npo6u KbM 1K 0T pesepBoapa C Te4eH a3oT e HeobXxoAMMO fa ce M3No/3Ba Macka 3a iuLe uav npeanasHu ounia. Tosa ce npasw, 3a ja ce
HaManM PUCKLT OT HapaHsiBaHe OT MNOTEHLUMa/THY EKCNI03UM Ha KPUOBMOUTE NPU N3BaXKAAHETO 1M, KOUTO MOraT Ja AOBeAaT A0 U3XBbp/siHe
Ha oCTpU hparMeHTu.

FapaHyua

Hue B Cytion 3acTaBame 3a/, Ka4eCTBOTO U1 XMN3HECMNOCOOHOCTTA Ha HaLLUTE NMPOAYKTY.

[apaHTUpame, Ye HawmTe KNETKY LWe 6baart XM3HeCnocobHY B HA4a10TO Ha Ky/ITUBMPAHETO B NPoAb/hkeHne Ha 60 AHW cref usnpatiaHeTo
MM OT HalInTe CbOPbXEHUS.

[apaHTUpame, ye BCUYKN MaTepuanIn OTroBapAT Ha crneuudukaumnte, onucaHu B ceptudmkara 3a aHanns u/wnm npogykrosara nncra

3a nMb/HW NoAPO6BHOCTU, MONS, HanpaBeTe cnpaBka ¢ Hawara <a href=""/Koun cme Hue/lapaHums/™ hreflang=""x-default"">apaHunoHHa
Aeknapaumsa
HeoGxoaumo e crnopasymMmeHue 3a Yes
npexsbprisiHe Ha martepuanu
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