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OBWA NH®OPMALNA

OnucaHue

KnetbuHata nuHusa IGROV-1 e yoBellKa KNeTbyHa /IMHUSA 3a aeHOKapLMHOM Ha SSNYHULUTE, LUMPOKO M3M0/3BaHa B Hay4YHUTE U3cneaBaHus,
0Cc06€eHO B NpoyyBaHuMs, CBbP3aHN C pak Ha sinuHuuuTe. MNponsseaeHn OT KapurHOM Ha AiluHuKa, kneTknte IGROV-1 ca n3BecTHu ¢
none3HoCTTa Cv 3a MoJenvpaHe Ha enuTeneH pak Ha aikdHuka (EOC), KoMTo npefcTaBnsBa no-ronsiMara YacT OT 3/10Ka4eCcTBeHNUTe
3a60/19BaHNs Ha ANYHKKA. Tas3n KNeTbyYHa JIMHUSA € N3MN0/3BaHa B Pas/iMuHu KOHTEKCTU, BK/THOUMTESTHO 3a OLeHKa Ha /lekapCTBEeHUTe peakLumi
1 MeXaHU3MUTE, KOUTO Ca B OCHOBATA Ha flekapcTBeHaTa pe3ncTeHTHocT. Hanpumep IGROV-1 e 6una oT CbLeCTBEHO 3Ha4YeHne 3a
TeCTBaAHETO Ha e(PUKACHOCTTa Ha Lie/leHacoueHn Tepanuu, Kato HanpuMep onarHus peuenTop asida, HaCoYeH KbM aHTUTeNa U NIeKapCTBEH
KoHtoraT mirvetuximab soravtansine (IMGN853). To3n ADC nokasa o6elyaBalliy pe3y/Tatu, KaTo CMHepruanpa ¢ XxummotepanesTuLm KaTto
Kap6onnaTuH 1 JOKCopy6HLIVH, NOBULLIABAKV aHTUTyMOpHaTa eiMKacHOCT upe3 yepexaHe Ha [IHK v cnvpaHe Ha KNeTbyYHUA LKL/ B
NpeakKIMHUYHY MOLEeNN.

B fonbnHeHne KbM ponATa cu B u3cnegBaHnaTa Ha paka, IGROV-1 e xapakTepusnpaH kato Mogen 3a NpoyyBaHns Ha BUPYCHU MHAeKLMN.
HeoTpaBHallHaTa paboTa nogyepTa HeroBaTa YyBCTBUTENHOCT KbM SARS-CoV-2, kaTo n3non3sa ekcnpecusata Ha ACE2 3a nognomaraHe Ha
BMpycCHaTa pennukauus. [lokasaHo e, ye IGROV-1 usrpaxga cuneH BpoAeH UMYHEH OTFOBOP Npu MHGEKLNS, NOA06EH HA MbPBUYHNTE
YOBELLKV Ha3a/THWN eNUTE/HN KIETKW, KOETO Nokassa NnoTeHumasia My 3a CeposiorMiyHy aHasinsu, TecTeaHe Ha aHTVBUPYCHW lekapcTsa 1
N30/IMpaHe Ha BUPYCHWU BapuaHTX OT NauMeHTCKM Npobu. Tasn KneTbyHa NIMHKA ce cuuTa 3a U3rofHa 3a uscnefsaHus nopaav edektnsHara
pennvkauus Ha BUPYCU B CPaBHEHWE C TpaAULIMOHHUTE MOLE/N KaTo KneTkute Vero, KOUTo mMorar fa foBefar [0 afanTuBHu MyTauuu.

KaTo usano knetkute IGROV-1 cnyxar Kato LieHeH MoAe/ KakTo B OHKONOruATa, Taka 1 BbB BUPYCO/IOruATa, kaTo nognomarar
nscneaBaHvATa Ha TymopHara 61osorus, iekapcTBeHaTa pesnucTEHTHOCT U BpycHaTa natoreHesa. TAXHOTO 3Ha4YeHne B eKCepuMeHTUTe 3a
NlekapCTBEHA CUHEPTUS U CbBMECTUMOCTTA UM C aHTUBVPYCHUTE U3C/efiBaHnsA nojyepTaBar TAXHaTa YHUBEPCa/IHOCT 1 BaXKHOCT B Tasu
obnacr.

TbKaH ANYHNK
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XAPAKTEPUCTUKN

Mopdonorus Mofo6HW Ha enuten
TymoporeHeH [Ja, npu rony MyLLKK.
NAEHTUDUKATOPIN
N3TOUHMK

IGROV-1 (katanoxeH Homep 305556 Ha Cytion)

JdaHbuyeH ngeHTudMKaumoHeH Homep 9606
B NCBI
LlenosaBbp CVCL 1304

NMPOABA N NPEAPA3MO/TOXEHOCT

MyTauuoHeH npodun

MyTtauums: BRCAL, p.Lys654Serfs*47 (c.1961delA), xeteposuroteH; Mytaums: BRCA2, p.Lys1108Argfs*11 (c.3323delA) (p.GIn1107fs)
(c.3320delA); MyTauus: PIK3CA, p.Arg38Cys (c.112C>T), xetepo3uroteH; Mytauus: PIK3CA, p.Ter1069TrpinsLysAspAsn (c.3207A>G),
xeTeposuroteH; Mytauus: PTEN, p.Thr319fs*1 (c.955_958delACTT) (p.VL317fs) (V317fs*3), xeTeposuroteH; Mytauus: RB1,
p.Val654Cysfs*4 (c.1959delA), xeTepoauroteH; MyTtauus: SMADA4, p.Gly231Alafs*10 (c.692delG), xeTeposuroTHa; MyTauus: SMADA4,
p.Leu495Pro (c.1484T>C), xeTepo3uroteH; Mytauus: TP53, p.Ser90Leufs*59 (¢.267dupC) (c.267_268insC), xeTepo3uroteH; MyTtauusa: TP53,
p.Tyr126Cys (c.377A>G), xeTepo3uroTHa

OBPABOTKA N OTINEXAAHE

XpaHuTenHa cpega

DMEM, w: 4,5 g/L rntoko3a, w: 4 mM L-rnytamuH, w: 3,7 g/L NaHCO3, w: 1,0 mM HaTpueB nupyBsart (Homep Ha usgenveto Ha Cytion
820300a)

Atmocchepa 3a MHKyGaumsa 37°C, 5%C02, oBnaxHeHa atmocdepa.

[OoGaBku
[onbnHete cpegara ¢ 10% FBS

PeareHT 3a gucouunauus Accutase

MpecaxpaHe

OTcTpaHeTe cTaparta cpefa OT aAxe3uBHUTE KNeTKW 1 v npomuiiTe ¢ PBS, KOATO He cbAbpxa kanuuii n marHesuii. 3a konéu T25
nsnonseaiite 3-5 ml PBS, a 3a kon6u T75 - 5-10 ml. Cneg ToBa nokpuiite knetkute ususano ¢ TrypLE Express, kato nsnonssate 1-2 ml 3a
Konbu T25 n 2,5 ml 3a konbu T75. OcTaBeTe KNeTKMTE Aa ce NHKybmpaT Ha cTaliHa Temneparypa 3a 8-10 MuHyTH, 3a fa ce otaenst. Cnep
NHKyb6aLmsaTa BHUMaTeNHo pasbbpkaiite kneTkute ¢ 10 ml cpega, 3a Aa rv pecycneHavpare, cneg KoeTo ueHTpodpyrupaiite npm 300xg 3a 3
MUHYTW. VI3XBBbpeTe cynepHaTtaHTara, pecycneHavpariTe KNeTkuTe B NpsicHa cpefa u rv NpexsbprieTe B HOBU KO6W, KOUTO BeYe ChAbpxXaT
npsicHa cpega.
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https://www.cellosaurus.org/CVCL_1304

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 KPUOKOHCEPBALUA

CrtepunHoct

3ambpcsBaHETO C MUKOMIa3Ma ce U3K4YBa Kakto Ype3 PCR-6a3vpaHn aHanmsu, Taka u Yypes IYMUHECLIEHTHU METOAM 3a OTKpYBaHe Ha
MUKOM1a3mMa.

3a fa ce rapaHTupa, Ye HAMa 6akTepuasiHoO, MOUYHO NN APOXAEBO 3aMbpCsABaHe, KNeTbYHUTE KyNTYpY ce noasarar Ha exeaHeBHU
BU3YyaUTHV NMPOBEPKU.

Cpepa 3a 3ampasaBaHe Kato cpepa 3a KprokoHcepBauysa 13non3samMe Mb/Ha cpefa 3a pacTtex (BkaountenHo FBS)
+ 10% DMSO 3a agekBaTHa X13HeCcnocobHOCT cneg pasmpasssaHe nnn CM-1 (kaTtasioxeH
HomMep 800100 Ha Cytion), KOATO BK/1OUBA ONTUMU3MPAHN OCMOMPOTEKTOPY U METAbONUTHU
cTabunusaropu 3a nogobpssaHe Ha Bb3CTaHOBSIBAHETO U HaMasiiBaHe Ha
KprovHAYyLMpaHus cTpec.

YcnoBua 3a cCbxpaHeHue

3a gbnroTpaliHo cbxpaHeHve noctaBeTe h/lakoHMTE B TeUEH a30T B NapHa hasa npu Temneparypa okono -150 go -196 °C. CbxpaHeHneTo
npu -80 °C e NprvemINBO camo KaTo KpaTbK MeXAVHEH eTan npeau Npexsbp/sHeTo B TeYeH a3orT.

YcnoBus 3a focTaBka

Kp1OKOHCEpBUPaHNTE KNETHYHW JINHAK CE TPAHCMOPTUPAT BbPXY CyX /18 B YTBbPAEHU, U30/IMPaHI OMakoBKY C JOCTATbUYHO X/TaAW/EH 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 47 roAnHN
ETHU4ecka npuHagnexHocT KaBka3skun

NMPABH BbMPOCU N BE3OMNACHOCT

Mepku 3a 6esonacHocT

Korato nnaHupare ga cbxpaHssarte kpuonpenapar B TeueH a3oT 3a ObAello pasmpassBaHe, e 3ab/KUTeNIHO [a cnas3sBare CTPOorn Mepku 3a
6e30nacHOCT. MNMoAxoAALmMTe 3aLUMTHN PbKaBLW 1 06/1eK/10 ca OT ChLUECTBEHO 3HaYeHne, a No BpeMe Ha NPexBbp/IAHETO Ha 3aMpaseHu
npo6u KbM UK OT pe3epBoapa € TeueH a3oT e Heo6xoA¥MO Aa Ce U3MN0/3Ba Macka 3a vLe uav npeanasHu ounna. Toea ce npasy, 3a Aa ce
Hama/n PUCKbT OT HapaHABaHe OT MOTEHLMasIHN eKCNI03MN Ha KPYOBMOINTE NPU M3BaXAAHETO UM, KOWTO MoraT Aa AoBefar [0 U3XBbp/sHe
Ha oCcTpu hparMeHTu.
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FapaHuua
Hue B Cytion 3acTaBame 3a/ Ka4eCTBOTO U XMN3HECNOCOOHOCTTA Ha HALLUTE MPOAYKTY.
[apaHTupame, Ye HalmTe KNeTKu LWe 6baat XM3HecnocobHY B HA4a10TO Ha KyTUBMPAHETO B NPOAb/keHne Ha 60 AHW cnef usnpatlaHeTo

MM OT HaLLUUTE CbOPBXEHUS.
lapaHTMpame, Ye BCUYKU MaTepVasIn OTrOBapsiT Ha cneumndmkauumTe, onucasu B ceptudpmkara 3a aHams n/wnm npogykToara avcra
3a nb/HU NogpobHOCTU, MONS, HanpaBeTe cnpaska ¢ Hawara <a href=""/Kou cme Hue/lapaHumnsa/™ hreflang=""x-default"">apaHunoHHa
Jdeknapauys

HeoGxoaumo e cnopa3syMeHue 3a Yes
npexsbp/isiHe Ha MaTtepuanu
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