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Habop peareHToB Ana amnaundunkaunn yyactkoB AHK, cogepxawmx mytauum
B «ropAYMX TOYKax» 3K30Ha 20 B reHe yenoseka EGFR, metogom [MLUP B pexn-
Me peanbHOro BPeMeHW ANA NPUMEHEHWS B HAYYHO-WCCNenoBaTeNbCKUX Lensax
(«NHcanpep EGFR ex20 T790M»).

Habop peareHToB «lHcanpep EGFR ex20 T790M» Bbinyckaetcs B OAHOM
BapuaHTe NCNONHEHUA.

BHUMaATENbHO M3y4nTe UHCTPYKUMIO Nepes npuMeHeHneM Habopa peareHToB.
Bce cBeneHus, Heobxoaumble Ansa npumeHeHna (3kcnnyatauum) Habopa peareHToB
«NHcanpep EGFR ex20 T790M», npuBeAeHbl B HacToAWel UHCTPYKUUK. Lpyrue
LOKYMEHTbI M0 3KCNayaTaunm, KpoMme NHCTPYKLUNIN, HE NPeAYCMOTPEHbI.

Tonbko ana NPUMEHEHNA B HAy4HO-UCCNea0BaTeIbCKUX Lenax.
He ana NOMMEHEHNA B MEANLUNHE NN BETEPUHAPUN.

Habop peareHToB npeaHasHavyeH agnsa Hapabotku MU P-npoayKkTa ¢ myTauuamm B
«FOpPAYNX TOYKaX» 3K30HA 20 reHa yenoseka EGFR no KonnyecTsa, LOCTATOYHOMO
Ana cekBeHMpoBaHua no metoay CaHrepa c uenbto uaeHtudunkauum mytaunu. JHK,
He cojepxalian myTauum B yKa3aHHOM y4acCTKe reHoma, He amnanduumnpyetca u,
Takum 06pasom, He BANAET HA MAEHTUQUKALNIO My TaLWii.

Tabnuua 1 — nepevyeHb Hanbonee 3HAYUMbIX MYTALWMA B «FOPAYUX TOYKAX»
3k30Ha 20 reHa yenoBeKa EGFR, Ha KOTOPbIX BanUANPOBaH HAbop peareHToB
(BO3MOKHA AeTeKLNA APpYTUX PeAKOo BCTPeYaoLWmnXcs MyTaLui)

EGFRex 20 €.2369C>T p.T790M
chr7:55181372-55181381



VicknioveH HenocpeACTBEHHbIV UMW ONOCPEAO0BAHHbIN KOHTAKT C MoNb30BaTENEM
(Tenom Yenoseka) npu cobnoaeHnn TpeboBaHUR MHCTPYKLUM MO NPUMEHEHNIO.

Tabnuua 2 — cocTta 1 popma Bbinycka

6ecuBeTHas yme-
PEHHOI BA3KOCTU.
[Oonyckaetcs
BCNEHNUBaHMe Npu
BCTPAXUBAHUU.

MUP-cmecs 3.3mn |3 npobupkn | uarkoctb Copepxut Tag-nonumepasy,

Insider nol.lwmn npospayHas cMmecb HyKneotuatpudocha-
GecuBetHaa yme- |T10B, Mg?" 1 peakunoHHbI
pPeHHO BA3KOCTU. | Bydep.

[onyckaeTca
BCMEHNBaHMe Npu
BCTPAXUBAHUU.

Boaa aenoHunsn- 9 mn 6 npobupok | KuakocTb KoHTponbHbI 06pasey

poBaHHas no 1.5 mn npospayHas 6e3 IHK ana noaTBepKaeHUA
GecuseTHas. OTCYTCTBUA KOHTAMUHALNN.

LA npuroToBAEHUA peakLu-
OHHBbIX CMecCeii.

Onuro-cmeck M 0.55mn | 1 npobupka | Muakoctb CoLEepHKUT ONUTOHYKNEO-

EGFR ex20 T790M npospayHas TUAbI ANA cneunduyecKoi
6neaHo-po3oBan. | amnandurkaunn yyactka AHK

chr7:55181372-55181381,
IBK.

Onuro-cmeck O 0.55mn | 1 npobupka | uakoctb CoLepKNUT ONNTOHYKNEOTUAbI
npospayHas Ans cneyndunyeckon amnnm-
6neaHo-po3oBan. | hukKaumy yyactka reHOMHON

LOHK He3aBucumo oT myTaum-
OHHOTO cTaTyca uccneayembix
yyactkoB JHK, IBK.

Onuro-cmeck K 1.3mn | 1npobupka | MuakocTb CoAepKNT ONNTOHYKNEOTUAbI
npospayHas ANSA OLUEHKMN KayecTBa aHann-
6nenHo-po3oBasn. |3upyemoii AHK, IBK.

Mpaimep ansa 0.55mn | 1 npobupka | uakoctb CofepKnT ONNroHYKNeoTna,

CEKBEHNpPOBAHNA npospayHas HeobXOANMBbIV ANA CEKBEHN-
GecupeTHas. poBaHusa no metoay CaHrepa.

MKO EGFR 1.1mn | 1npobupka |Kuakocts Copepwut AHK c myTaHT-
npospayHas HBIMU KOMUAMU NCCNeayemMblX

yyacTkoB JHK. KoHTponb
npoxoxaerHna MLUP nsepHoro
onpeaeneHns MyTaunoH-
Horo ctatyca mnccneayemoro
pernoHa.




Habop peareHToB paccuntaH Ha 100 peaKuuin 1 No3BonAeT NpoaHann3npoBaThb
oT 20 no 88 obpa3uos (6e3 noBTOpoB). MaKkcumManbHOe KONMYecTBO aHanU3npy-
emblx 06pa3uoB gocTuraetca npu oAHOBPEMEHHOW nocTaHoBKe 30 o6pa3uoB Ha
nepBoMm 3Tane aHanusa n 44 — Ha BTopomM. Habop peareHToB paccyntaH Ha 04HO-
KpaTHoe, B TOM Yucne 4pobHOoe, NnpuMeHeHMe.

OnyxoneBble TKAHV TEHETUYECKIN TETEPOTEHHbI 11 COAEPKAHMNE B HUX KUHUYECKN
3HAYMMbIX MyTaLuil MOXeT BapbipoBaTh B WNPOKUX Npeaenax. B cnyyae manoro
KonunyecTBa Konuin mytaHTHoi AHK B 06pasue, AocToBepHas AeTeKUna myTauni
CTaHAapPTHbLIMK MeToAaMIU CTAHOBUTCA HEBO3MOKHON 113-3a OrpaHuyYeHnin MeTOANK
(annenb-cneuynduyeckan MLUP, cekBeHupoBaHue no CaHrepy ncxogHon AHK nt.4.).

B npouecce HapaboTku MU P-npoaykta Habopom peareHToB «Hcangep EGFR
ex20 T790M» yBenuynBaeTca KONM4ecTBO MyTaHTHbIX Konuii JTHK, 4To no3sonseT
npoBecTu aHanu3 obpasua cekBeHupoBaHnem no metony CaHrepa.

AHanu3 obpasua npoxoAunT B ABa 3Tana: olleHKa KavecTBa obpasua n HapaboTka
MUP-npoayKTa c MyTaumamm B «ropAaYMx ToYKax» 3k3oHa 20 reHa yenoseka EGFR.

B ocHoBe mMeToAa oUEHKW KayecTBa obpasua — nonuMepasHas LenHas peakuus
C AeTEKUWEl curHana B pexume peanbHoro BpemeHu. Mo sHavyeHnsam Cq no KaHany
FAM no3BonstoT oueHnTb KonuyecTtso AHK; no kaHany VIC — kavectso HK.

Ona HapaboTtku MLUP-npoaykTa ¢ mytaHTHON AHK ncnonb3yetca MyTaunoHHo-
cneynduyeckan nonumepasHasa LenHasa peakuna ¢ AeTeKUuneln curHana B pexunme
peanbHoro BpemeHn (peakuna «M»). B peakuun «M» amnautnynpyerca uccneay-
eMblii pervoH, cogepxawmnii mytauun. Cneunguyeckas amnandrkauns permoHa ¢
MyTaunein NponcxXoaunT 3a cuet cogepanusa B «0nuro-cmecn M» moanhunumnpoBaH-
HOro ONIUFOHYKNEOTUAAa, NMEILLErO BbICOKOE CPOACTBO K pethepeHCHON nocneno-
BaTeNbHOCTW. T.e. MPU HANNYUN B pervioHe XoTsA 6bl 0HON MyTauuy He obpasyeTcs
AynaeKkec Matpuua — MoaAnUnGUPOBaHHbIA 0NroHyKNeoTua. B pesynbtate ocBo60-
HAaeTca MecTo ANnA nocaaku npanmepa, 4yto obecneynBaet npoxoxaeHue ML P-pe-
akuun. MpurogHocTb MU P-npoaykTa aAna cekBeHupoBaHua no metony CaHrepa
onpeaenseTcA NyTem cpaBHeHWsA 3HaYeHuin Cq uccneayemoro obpasua B peakuusax
conuro-cmecbio «0O» n «M» co 3HayeHuamu Cq MKO.

[ ns KOHTpoNs KavyecTBa npoxoxaeHus MU P-peakuunii B coctaB oauro-cmecei
«K», «0» 1 «M» BXOANT 3K30TeHHbIN BHYTPEHHUI KOHTPOoAb (IBK).



leH yenoBeka EGFR KoaupyeT TpaHcMmemOpaHHbI pelenTop anuaepManbHoro
thakTopa pocta. MyTauum B «ropsavmx TouKax» 3k3oHoB 18, 19, 20, 21 reHa EGFR
NEUBOAAT K rnepaxkTMBauum Koaupyemoro 6enka, ns-3a yero 6nokupyetca anon-
TO3 1 CTUMYNUPYIOTCA Nponutepauns KNeTok, Ux ManurHusauusa n meracrasu-
poBaHume.> MyTtauum B «ropaynx Toukax» EGFR onpeaensioT oTBET ONyXO0Nnu Ha
TUPO3NHKNHA3HO-UHTMOUTOPHYO Tepanunio 1 pa3BuTe Pe3UCTEHTHOCTU. YacToTa
BCTpevyaemocTn mytaunin EGFR ex 20 T790M <5% pno Tepanun n >50% nocne
Tepanuu.*> 3ta mytauma obycnaBnnBaeT BTOPUYHYIO NEKAPCTBEHHYIO YCTONYN-
BOCTb K MHT6MUTOPAM TUPO3NHKNHA3LI I 1 [T MOKONEHWIA, YyBCTBUTENLHOCTbL K UHT -
6utopam III nokoneHna.

Mpepen o6HapyKeHus 150 Konuit MyTaHuTHol JHK
(MUHUManbHoe KonuyecTBo kKonuin JHK ¢

MyTauuei, focTaToyHOe ANA NOATOTOBKN

MUP-npoayKTa, NPUro4HOro ANA CEKBEHN-

poBaHusa no metoay CaHrepa)

AHanutnyeckas cneuuuyHocTb B peakuuax c nonoMunTenbHbIM KOHTPONbHbLIM
(noj aHaNUTUYECKOU cneunthrnyHoCTbIo 06pasyom — NpoxoAnT amnanduKkauns y4acTkos
noHnmaetca cnocobHocTb Habopa pea- OHK, cogep)awmx myTaunm B «ropaynx To4kax»

reHToB «/IHcangep EGFR ex20 T790M» JK30Ha 20 reHa yenoseka EGFR.
cneynduyeckn amnanununpoBaTtb
yyactkun AHK, cogepxawme mytauum, 41o
obecneynsaeTca c noMoLbo cneundum-
YecKu nogobpaHHbIX 0ONUTOHYKNEOTUAOB,
NPOBEPEHHbIX HA KOHTPONbHLIX 06pasuax)

B peakuuax ¢ KOHTponbHbIM 06pasyom 6e3 AHK —
OHK He amnanduunpyetcs.

9.1 Nndhopmauusa 06 nHteptepnpyolnx BellecTeax

Ons oueHKW BNWAHUA NOTEHUMANbHO UHTepdepupylLWKUX BelecTB Ha pabo-
Ty Habopa peareHToB «Hcanaep EGFR ex20 T790M» 6bina npoBeeHa OLEHKA
BNNAHUA NOTEHUNANBHO UHTepdepupyoLWKX BewecTB (NapaduHa), coaeprammnx-
ca B buomartepuane, nocne soigeneHna u3 Hero AHK ¢ nomouwblo Habopa peareH-
T0B «IKcTpakTAHK FFPE Habop peareHToB ans BbiaeneHns AHK yenoseka ns cpe-
30B ¢ FFPE-6nokoB ansa anarHocTukm in vitro» no TY 9398-001-11248074-2017,
npownssoactea 000 «<HOMOTEK», Homep perncTtpaunoHHoro ynoctosepeHna P3H
2019/9172 01 14.04.2020.



OnsanpoBeaeHNa UCNbITAHUIA ObINV NOATOTOBAEHbI 06pa3Lbl C Pa3HbIM COOTHOLE-
HUeM UKCUPOBAHHOI TKAHW B cpe3e 1 napatduHa:

Obpasew, oTBeyaoWwmm TpeboBaAHNAM UHCTPYKLUN NO Mnowaab napaguHa — 6 cm?.
npumeHeHuto Habopa peareHToB «IKCTpakTAHK FFPE» | Mnowaab TKaHm — 2 cm?.
Obpasel c 3aHUKEHHBIM COAEPKAHNEM TKaHN Mnowaab napahuHa —7 cm?.

Mnowanb TKaHW — 1 cm?.

Obpasel c 3aHUKEHHBIM Ccoaep)KaHnem napaduHa NMnowaab napapuHa —5 cm?.
Mnowanb TKaHN — 2 cMm2.

O6pa3zel C NOBbIWEHHbIM COAepHKaHeM napaduHa Mnowaab napaduHa — 7 cm?.
Mnowaab TKAHW — 2 CM2.

O6pasel C NOBbIWEHHBLIM COAEPKaHNEM napaduHa Mnowaab napahura — 8 cm?.
Nnowasab TKAHNW — 2 CM2.

O6pasel C NOBbLIWEHHBLIM COAEPKAHEM NapaduHa Mnowaab napapuHa — 9 cm2.
Mnowanb TKAHN — 2 cM?.

MpoBeAeHHbIE UCMbITAHUA NOATBEPKAAIT TpeboBaHUSA, 3aABNEHHbIE B UHCTPYK-
uun no npumMeHeHunto K Habopy peareHtoB «IkcTpakTAHK FFPE», kK cocTaBy cpe-
3a ¢ FFPE-6noKkoB (COOTHOWEHMWE TKaHb-NapapuH), Npu 3TOM CyLLeCTBEHHbIM ANA
coxpaHeHuna ahdekTUBHOCTN Habopa peareHToOB ABNAETCA YCNOBUE, NPU KOTOPOM
cyMmMapHas nnowanb gparMeHToB HUKCUPOBAHHOW TKAHU 1 KOMMNEKCOB KNETOK
yenoBeKa A0MKHa O6blTb HE MeHee 2 CM?; B CBOIO 04epe/b, yBeNUYEHNE COAEPKAHMNSA
napatuHa B uCXoaAHOM obpa3Le ¢ 6 40 9 CM? He BAUAET HA 3WPEKTUBHOCTb Bblje-
neHuns AHK n3 obpasua.

9.2 lnana3oH onpepeneHnsa mytanTHbix Konuit AHK

Mpenen obHapyKeHus (150 konuit mytaHTHON JAHK) paccuutaH ans obpasuos ¢
KOHUeHTpauunen 2 Hr/MKn (10 HF B peakLumn), B KOTOPbLIX COAEPKUTCA 5% MYTAHTHOW
OHK; nnanasoH ctaHaapTHol ownbku — ot 125 a0 172 konuit. Ha PucyHke 1 n3o-
BpaxeHa 3aBUCUMOCTb MUHUMANbHO BO3MOMKHOI0 AETEKTUPYEMOTO % MYTAHTHOI
OHK ot o6wero konnyectea JHK B ycnoBuax coxpaHeHunsa npesena obHapyxeHua.



% myTaHTHOM [AHK B 06pasue
10 15 20 25 30 35 40 45 50 55 60 65 70 75 80 85 90 95

5
|

T T T T T T T T T T T T T T T T T T T T
05 10 15 20 25 3.0 35 40 45 50 55 60 65 70 75 80 85 9.0 95 100

Konnuecteo [JHK (Hr) B peakumn

PucyHok 1 —3aBucumoctb Konnvectsa JHK B peakuuun n % mytaHtHon JHK.

9.3 CoBmecTuMOCTb € Npubopamu
Habop peareHToB cCOBMECTUM C npubopamu:

— Tepmouunknep ang amnanuKkauny HyKnemHosblX Kucnot 1000, ¢ npuHagnex-
HocTaAMuU, ncnonHeHne: C1000 Touch ¢ peakUWOHHbIM ONTUYECKUM MOAYNEM
CFX96 (Optical Reaction Module CFX96), nponssoautens: «buo-Pag Nlabopa-
Topues, NHk», CLUA;

— [pubop ona KoNnnyecTBeHHOTro o6HaPYKEHNA NPOAYKTOB MOAUMEpPA3HON Len-
Holl peakuun (MLP) B pexnme peanbHOro BpeMeHW, BapuaHT WCMONHEHUA
7500, npounsBoanTtens: «Jland TekHonoaxuc Xonauurc Mre. Nita.», Cunranyp.
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10.1 06wme

Habop peareHTOB TrOTOB K MNPUMEHEHWIO COTNACHO AAHHOW WHCTPYKUWW.
MpumeHATs Habop peareHToB CTPOro MO Ha3HAYEHUIO, TONbKO B HAy4YHO-UCCNe-
[loBaTeNbCKUX Lensx.

Habop peareHToB He COAEPHWUT (aKTOpbl WHMEKLUOHHOW U MUKPO6HON
onacHocTu.

Habop comepxnt pakTopbl TOKCUKONOrMYeCKO onacHocTu, Tpebytouimne obecne-
yeHne cneunanbHeix Mep 6e3onacHocTu. KOMNOHEHTHI C TaKUMU BelecTBaMu
UMelT NpeAynpeAnTeENbHY 0 MapKUPOBKY:

X

10.2 Ana onepatopa

Mpw npoBeAeHUN NCCNefoBaHNA HEOOXOAUMO CTPOro NPUAEPHKMBATLCA 00WMX
CTaHAapToB MO hopMUPOBAHUIO N MoAdepKaHto Be3onacHocTy paboyeil cpeabl
B nabopartopuax Npu MaHUNynauuax ¢ 6UoNOrMyeckum MmaTepranom YenoBeKa,
XUMUYECKUMU peakTUBammu n Spyrumuy obbekTamu noTeHunanbHoW onacHocTy
NN5 340P0BbA NOAEN.

Mpu paboTe c uccnegyembiMmm obpasuamm n oTxogamu cnegyet cobnogars mepsbl
NPefoCTOPOKHOCTU, NPUHATbIe Npu paboTe C NOTEHUMANBHO WHHEKLUOHHbBIM
martepuanom.

Bce coTpyAHVKN JOMKHbI BBINOAHATL MHCTPYKUWW U NpaBuia TeXHUKN Ge3onac-
HOCTU, U3MTOKEHHbIE B TEXHUYECKUX NACNOPTaX K CMOb3yeMbIM 31EKTPUYECKUM
npubopam; nepcoHan, paboTaolnii ¢ peakTuBamu, AoKeH 6biTb 06yyeH obpa-
WeHN0 C HUMUK, UCNONb30BaTh CPeACTBA NEepPCOHaNbHOW 3awuTsl, cobnwoaatb
npasuna ANYHON TUrUEHbI.

NlabopaTopHbIli NpoLecc A0MKeH 6bITb 0iHOHANPABNEHHbIM. AHANN3 NPOBOANTCA
B OTAENbHbIX NoMeleHnAX (3oHax). Ana npefoTBpaLLleHNa KOHTaMUHaL UKW 3Tansl
noAroToBkM K amnandukauun (MLP) n nposeageHuna NUP cneayet nposoauTh B
pasfenbHblX NOMELWEHNAX UM N30ANPOBAHHBIX 30HAX, CHABXKEHHbLIX KOMMAEK-
Tamu nonyaBToOMaTWYeCKWX MUMNETOK, Xanatamu U NpoYumu Heo6XoAUMbIMU
npuHaanexHoctamu. He Bo3Bpawartb obpasubl, obopysoBaHMe U peareHTbl B
30HY, B KOTOpOW 6bina NnpoBeAeHa Npeabiaylias cTaana npouecca.

Mpumeyanue: OcHoBHble npuHuunbl pabotel B [MLLP-nabopatopuu onucaHsbl
B Mpunoxenun Ne1 gaHHOI UHCTPYKLMM NO NPUMEHEHUIO.



Mpun paboTte c Habopom peareHToB cobntoaath creaywume npasmna:
icnonb3oBaTh 0HOPA30BblE HUTPUMOBLIE MepyaTKy, NabopaTtopHble Xanarthl,
3awuwate rnasa Bo Bpems paboTbl ¢ obpasuamu 1 peaktupamu. TulatenbHo
BbIMbITb PYKW N0 OKOHYaHUN paboThl.

He monyckaeTcs ncnonb3oBaHne 04HUX U TeX e HaKOHeYHNKOB npu obpaboTke
pasnunyHbix 06pa3LoB KNMHUYECKOro MaTepuana.

MoBepxHoCcTN paboymx CTONOB, a TaKkKe paboumx nomelleHuin cnenyet obpa-
6atbiBaTh GaKkTepuuuaHbiMU obnyyatenamu 40 uW nocne nposeaeHna pabot B
TeyeHume 1 yaca.

Xvmuyeckas nocyaa u obopyAoBaHue, KoTopble Mcnonb3yoTcs npu pabore,
[0S HbI 6bITb COOTBETCTBYOLWMUM 06pa30M MAPKUPOBAHbI U XPAHUTLCS OTAENbHO.
icnonb3oBaHHble 04HOPA30BbIE MPUHAANEKHOCTU (MPOOUPKU, HAKOHEYHUKN)
[LOMIKHbI cOpackiBaTbCA B CNeluanbHblil KOHTENHEP, coaep)alinii ae3nHpuum-
pyloLWwun pactTeop.

Hencnonb3oBaHHble peareHTbl, peareHTsl C WUCTEKWWM CPOKOM TOAHOCTHW,
MCNONb30BaHHbIE pPeareHTbl, YNaKoBKYy, OWonornyeckuin matepuan, BKALYAA
mMartepuansl, UHCTPYMEHTbI U NPeAMEThI, 3arpA3HeHHbIe 61ON0rNYecKNM MaTepu-
anom, cneayeT yTUAN3MpPoBaTh COFNACHO NpaBuaam, MPUHATLIM B OpraHu3aunu.
Habop peareHTOB roToB K MPUMEHEHMNIO COTNIACHO WHCTPYKUWN NO NPUMEHEHWIO.
MpuMeHATb HABOP peareHToB CTPOro Mo Ha3HaYeHuIo.

Ynanate oTxoabl ¢ npoayktamu MLUP HeobxoAMMO TONbKO B 3aKPLITOM BUAeE.
He nonyckaetcs oTKpbiBaTh NPO6UpPKY nocie amnandukaunm

K paboTe c Habopom peareHTOB A0MYyCKAeTCA TONbKO 06YUYEHHbI NepcoHan.

He ncnonb3oBate Habop peareHToB, ecnum HapylweHa BHYTPEHHAA YNAKOBKA UNn
BHELHWUIA BN peareHTa He COOTBETCTBYET ONUCaHNI0.

He ucnonb3zoBatb Habop peareHToB, ecin He cob0aannCh YCNOBUS TpAHCNOpP-
TUPOBAHWA U XPAHEHWSA COTNACHO UHCTPYKLUN.

He ncnonb3osath Habop peareHToB Mo UCTEYEHUN CPOKA FOAHOCTH.

36eratb KOHTAKTA C KOMEN, rnazamMut n cam3ncTon obonoykoi. Mpu KoHTaKTe
HeMeZANeHHO NPOMbITb MOPaXKeHHOe MeCTO BOON N 06paTnTbCs 3a MeANLUHCKO
noMoLLbIO.

Mpu ncnonb3oBaHWM NO HA3HAYEHWIO 1 COONIOAEHNN BbILLENEPEYNCEHHBIX Mep
npegocTopoxHocTn Habop 6esonaceH. Mpu UCMONb30BAHUN NO HA3HAYEHUIO 1
c061104€HNN BbILENEPEYNCIIEHHBIX MeP NPEeA0CTOPOXKHOCTI KOHTAKT C 0praHns-
MOM YeNoBeKa UCKITIOYEH.
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Kawaas 3oHa ML P-nabopatopum gonkHa 6biTh cHabxeHa HeobXxoAUMbIM 060pY-
floBaHMeM 1 pacxogHbiMun matepuanamu. 06opyaoBaHne He JOMKHO NepeMellaTbCa
3 OZLHOM 30HbI B APYTYI0 N BHYTPW 30HbI MeXAY paboyunmu mectamu (cm. Mpunoxe-
Hune N21).

3ameHa amnaundukatopa n npobupok Ana amnandukauuy Ha obopyaoBaHue 1
MaTtepuanbl C aHaNOrMYHbIMN XapaKTeEPUCTUKAMU He AonycKaeTcs!

MepeyeHb MaTepuanoB u obopynoBaHus, HeobXoAUMBIX ANA MNPOBEAEHUS
nccnefoBaHuA:

— MNUP-60Kc Ans npuroToBAEHNA PEAKLUOHHON CMecHK;

— MNUP-60kc ansa BHeceHna AHK B npobupku ans NUP;

— KomnneKkT ao3atopoB nepemeHHOro obbema U HAKOHEYHUKOB C (UALTPOM,
no3BoasALWMX oT6UpaTh 06bemMbl KuaKocTen oT 2 4o 1000 MKN;

— AMnanduKkatop AeTeKTUPYOLWNA:

— TepmouwuKkaep Ans amnanuKaummn HyKnenHosblx kKucnot 1000, ¢ npuHaa-
nexHoctaMu, ucnonHeHne: C1000 Touch ¢ peakUMOHHBIM OMNTUYECKUM
moaynem CFX96 (Optical Reaction Module CFX96) (MpousBoanTtens:
Buo-Pap Nabopatopues, Nuk, CLLUA);

— MNpubop Ans KONMYECTBEHHOTO 0o6HApPYyMXKEHUA NPOAYKTOB MOAMMEpPA3HON
uenHoi peakuun (MLUP) B pexume peanbHoro BpeMeHu, BapuaHT mcnon-
HeHus 7500 (Mpowussoantens: Jlaiid TekHonoaxuc Xonaunrc Mte. Ji14,
CuHranyp).

— MNpobupku ana amnandunkaunm 0.2 mn (Kat. N2 SSI-3247-00, MponssoanTens:

SSI, CWA);

—  MukpoueHTpudyxHbole npobupkm o6vemom 1.5 maun 2.0 mn;
—  MuHu-ueHTpUtyra/BopTeKc;
— TepmocTar.

OHK, BoigeneHHas n3 FFPE-6noka Habopom peareHToB:

—  «JKcTpakTAHK FFPE Habop peareHToB ansa BeigeneHuns JHK yenoseka n3 cpe-
30Bc FFPE-6noKkoBAnAanarHocTuky invitro» noTY 9398-001-11248074-2017,
KaT.N® M1001 npoussoactea 000 «<HOMOTEK», Homep peructpaunoHHOro
yaocTtoBepeHua P3H 2019/9172 o1 14.04.2020;

— «3JKcTpakTtAHK FFPE Habop pearentoB ans BoigeneHna JHK yenoseka us cpe-
308 ¢ FFPE-610KOB ANS NPUMEHEHWNA B HAYYHO-UCCeL0BATENbCKIX LeNfX» Mo
TY9398-001-11248074-2017,kat.N2 R1001 npon3soactea 000 «HOMOTEK».

XpaHute n TpaHcnopTupoBats npenapat AHK npu temnepatype o1-28 f0 -10 °C

B TeyeHue 1 mecsua, ¢ cobniogeHvem mep, NpefoTBpallAWNX KOHTAMUHALWIO

obpasyos vyxepoaHoin AHK.



13.1 OueHka KkavectBa AHK

Ha atane oueHku kavectsa HK npoBoautcsa aHanus obpasua c uensto Boibopa
passegenna AHK (4x, 8x unm 16x) ana ncnonb3oBaHuaA ero Ha atane HapaboTku
[MUP-npoayKTa c mytaumamu.

MakcumanbHoe Yncno 06pasLoB, KOTOPOe BO3MOXKHO NpoaHanu3npoBaTs Habo-
pom peareHToB «Hcanaep EGFR ex20 T790M», ocTuraetcsa npu 04HOBPEMEHHON
nocTaHoBKe He meHee 30 o6pa3uoB (6e3 NoBTOPOB).

13.1.1 MpuroToBieHNe peakLNOHHOR cMecK

1. Pasmopo3nTb npu Temnepatype oT +15 fo +30 °C KomnoHeHTsl: «MLP-cmech
Insider», «Bopa aenoHusnposaHHaa», «0nuro-cmecs K».

2. Conepxumoe npobupoK TwaTenbHO NepemMelaTb 4YeTbipexKpaTHbIM MepeBo-
paynBaHMeM, 3aTeM BCTPAXNBAHUEM Ha BOpTeKCce B TeuyeHue 10 c, He AonycKas
obpaszoBaHuA neHbl; COPOCUTL KANAN LeEHTPU(YrnpoBaHMEM B TeveHne 5 C.

3. Paccuntatb He0BX0ANMbI 06BEM KOMMOHEHTOB /1A PEAKLNMOHHON CMECH, UCXOA S
n3yucna uccneayemoix o6pasuos (N) B 3aBucMMOCTM OT hopmaTa NOCTAHOBKU:

— obpasubl aHanusupytoTca 6e3 NoBTOPOB;

— obpasubl aHANM3NPYTCA B 2-X NOBTOPAX.

Tabnuua 3 — pacyert KonmyecTBa KOMMNOHEHTOB (MKO 1 KOHTpPONbHLIN 06pasel
6e3 1HK yuTeHbl B hopmyne)

Bopa aenoHunsmposaHHas 10.5 X (N X 3 + 4) 10.5 X (N X 6 + 4)
MUP-cmecs Insider 5.25 X (N X 3+ 4) 5.25 X (N X 6+ 4)
Onuro-cmech K 5.25 X (N X 3 + 4) 5.25 X (N X 6 + 4)

4. MpUroToBUTL PEAKLNOHHYI0 CMECh.

MeHamb HAKOHEYHUKU MeXAy KOMnoHeHmamu!

5. TwartenbHo nepemMewartb PeakUWOHHYIO CMeCb BCTPAXWBAHWEM Ha BOpPTEKCce
B TeyeHue 10 ¢; cOpocuTb Kanam co CTEHOK MPOBMPOK LeHTpUtyrnpoBaHnem B Teye-
Hue 5 c.

6. MoarotoBuTs Npobupku ana MUP (ctpunel; 1 ctpun — 8 npobupok) B KonnyecTse
NX3+4umN X6+ 4 (B3aBucuMocTy oT BbibpaHHOro gopmarta nocTaHOBKN):
YCTAHOBUTb B WITATUB, NPOMapPKNPOBaTh.

He ucnonb3oBams MapKep, KOMopsbili hayopecyupyem npu Bo36yHoOeHuu
cBemom. MapKupoBKY HAHOCUMb HA yY4ACMKU NIACMUKA, HE 3a0e(CMBOBAHHbIE
B demeKyuu ¢ayopecyeHuuU.

7. BHecTn no 20 MKA peakunoHHoi cMecy B npobupku ana MLUP.
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8. lo6aBuTb N0 5 MKN «Boaa AenoHM3npoBaHHaa», KOTopas UCNonb3oBanach Ans
NPUTroTOBNEHUSA PeaKUMOHHON cMmech, B 2 npobupku ana MUP. MnoTHO 3aKpbiTh
KpbIWKN npobupoK. Mpn nporpammupoBaHu amnintunkaropa 0603HaYNTL 3TH
obpasuybl, kak «KoHTponbHO obpasel 6e3 AHK» (NTC).

MeHamb HAKOHEYHUKU nocie Kax0020 BHeceHus obpaszua B npobupky dns L P!

9. 3aKpbITb KpbIWKKN Apyrux npobupok ana MLP. MepeHecTn BCce npobupKku ans
[MUP B MU P-60Kkc ana BHeceHns AHK.

13.1.2 MoarotoBKa 06pasL,oB
10. B MLLP-60kce ana BHeceHus AHK pa3mopo3nTts NMKO npu temnepatype ot +15
no +30 °C.
11. Pa3mopo3utb npu Temnepatype +50 °C uccnenyemoie obpasubl HK.
12. Mocne pasmopo3ky Bce obpasubl nepemelwats BCTPAXMBAHNEM HA BOPTEKCE,
cbpocnTb Kannu LeHTpudyrupoBaHnem B Te4eHmne 5 c.
13. MoAroToBWTbL pa3BeaeHNa uccneayemblx 06pasuos:
— AnfA Kaxnzoro obpasua noAroToBUTb N0 3 YncTble NPobUpPKN;
— npomapKupoBaTtb NPobUPKU, COXpaHAA Ha3BaHMe o6pasua 1 cTeneHb pa3seje-
Hua: 4x, 8x, 16x;
— BHecTn «Boay AenoHM3npoBaHHyo» B NpobupKkn: 9 MKA B NpobupKy 4x, 6 MK —
B 8X, 6 MKNn —B 16X;
— B NpobupKy Ana pasBeneHns 4x BHecTn 3 MKN obpasua;
3akpsimb NpobUpPKy, nepemewyams CoOEPKUMOE HA BOPMEKCE B mevyeHue 5 ¢,
cbpocums Kanau ueHmpugyaupoBaHuem. lloBmopams nocne npu2omMoBaeHus
Bcex pasBedeHud.

— B NpobupKy ANnA pa3sefeHna 8X BHECTU 6 MKN pa3BedeHuns 4x;
— B NpobupKy ANnA pa3BefeHns 16X BHECTN 6 MKN pa3BeaeHuna 8X.
MeHAamb HAKOHEYHUKU Nocae Kax0020 BHECEHUA 06pa3ya B npobupKy!

Mpobupkry ¢ «Bodol deuoHU3UpPOBAHHOU» npu danbHelwem UCNOAb30BAHUU
He BHocumb B [1L{P-60KC 018 npu20moB/ieHUS PEAKUUOHHbIX cMecel. Vicnosb-
30Bame 019 npueomoBneHus dpyaux pazsedeHul [AHK.

14. lo6aBnTb Mo 5 MK noAroToBAeHHbIX pa3seaeHnin AHK uccneayembix o6pas-
uoB B cooTBeTcTBYOWME Npobupkn ana MLP. MN0THO 3aKPbITh KPLILWKNA NPOo6UPOK
cpasynocneBHeceHUs o6pasua, BbINOAHUTL NOCAeA0BaTENbHO ANsA BCeX 06pa3LoB.

MeHamb HAKOHEYHUKU nocae Kaxd020 BHeceHUs 0bpazya B npobupky 0ns ML P!

15. o6aButb no 5 MkN «[MMKO EGFR» B ocTaBwunecs 2 npobupku ana MLP. MnoTtHo
3aKPbITh KPbIWKN MPO6GUPOK.



MeHamb HAKOHEYHUKU nocae Kaxdo20 BHeceHus obpa3zua B npobupkry ons MLP!

16. MpoBepUTb MIOTHOCTb 3aKPbITUSA KPbILIEK MPOBUPOK.

17. Nepemewatb BCTPAXMBAHUEM cofepKumoe npobupok ans MUP, He aonyckan
ob6pasoBaHuNs NeHbl.

18. Cbpocutb Kannu LeHTpUdyrnpoBaHnem B TeyeHune 10 c.

13.1.3 NposeaeHnune MLUP
19. YctaHoButh Nnpobupku gna MLUP B 6nok amnaudukatopa.

20. 3anycTuTb nporpammHoe obecneyeHne amnandurkatopa. OTKPbITb CO3AAHHbIN
paHee WaboH UM BBECTU NapamMeTpbl:

— nporpamma amnandukaunn:

CyutbiBaHme

Jdtan Temnepatypa, °C | MpoJoNKUTENLHOCTb thnyopecueHunn
NHKy6auns 95 3 MUH -
95 10c -
Amnaudurauns 60 30¢ FAM, VIC
50 unKnos
72 30¢c -

— c03JaTb pa3MeTKy Nnallky B COOTBETCTBUMN C YCTAHOBNEHHbIMI NPobUpKamm B
6nok amnnunduratopa:

— 4Ana Bcex 06pasuoB, BKAOYAA KOHTPO/bHbIE, BbIOpPaTh KaHanbl AeTeKunu
FAM n VIC;
— Bnofe«Sample Name» BBeCTU Ha3BaHNA U CTeMeHb pa3BefeHusa nccnepye-
MblXx 06pa3L0B, a TAKKe Ha3BaHMA KOHTPONbHBIX 06pa3uos (PKO n NTC);
— 3anyCcTuTb mporpamMmmy amnandukauny.

13.1.4 Buibop o6pa3ua Haanexallero Kayectsa

21. B nporpammHom obecneveHun amnaudukatTopa oTkpbiTh MLUP-thaiin ¢ pesynb-
Tatamum 1 U3MeHUTb 3HaveHus «Baseline Cycles» Tak, 4Tobbl 4acTb rpaduka
thnyopecueHUMN 40 Hayana 3KCMOHEHUMANbHOro pocTa cUrHana crana napan-
nenbHa ocu abcumce 1 6NM3Ka K HyNo Mo oOCK OpAKHAT.

22. Mo kaHanam FAM n VIC yctaHoBuTb «Threshold» Ha ypoBHe Hayana 3KCNOHEH-
unanbHoro pocta curHana (HakonneHua NUP-npoaykTa).

23. BuibpaTb passesgeHue obpasuya ana Hapabotku MLUP-npoaykTa ¢ myTtauunei,
ncnonsb3ysa Cxemy 1.

Ana 06/9(13uOB, nocmaBJ/IEHHbBIX BNOBMOpPAX, 3HAYEHUA Cq cqumams, KAK cpedHee.
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Cxema 1 — aHanus passefeHuii uccnegyemoro obpasua

13.2 Hapabortka MLUP-npoaykrta ¢ mytaunamm
MakcumanbHoe yncno o6pa3LoB, KOTOPOe BO3MOKHO NpoaHanu3nposaTs Habo-

pom peareHToB «NHcanaep EGFR ex20 T790M», nocTuraeTcs npu o4HOBPEMEHHON
nocTaHoBKe He MeHee 44 o6pa3uoB (6e3 NOBTOPOB).

13.2.1 MpuroToBneHne peakLMOHHbIX CMeceii
1.B MUP-6oKkce ansa npurotoBneHUs PeakUMOHHbIX CMeCel PasmMopo3nTb Npu
Temnepartype oT +15 A0 +30 °C komnoHeHThl: «[1L|P-cmeck Insider», «Boaa neuno-
HU3npoBaHHaa», «0nuro-cmecs O» 1 «Onuro-cmecsb M».
2. Coaepxumoe nNpobUPOK TWATENLHO MepemMeliaTb YeTblPEXKPATHLIM MepeBo-
paynBaHuem, 3aTeM BCTPAXUBAHWEM Ha BOpTeKce B TeyeHue 10 ¢, He gonyckas
06pa3oBaHuA NeHbl; COPOCUTL Kanau LEHTPUDYrPpOBaHNEM B TeYeHMe 5 C.
3. Paccyntath HeobXoAUMbIi 06bEM KOMMOHEHTOB ANA PeakUWOHHOR cmecw,
ncxoaa M3 yucna uccneayembix obpasuos (N) B 3aBucumocTum oT topmata
MOCTAHOBKM:
— obpasubl aHanusnpyTca 6e3 NOBTOPOB;
— obpasubl aHann3npyTCA B 2-X NOBTOPaX.

[nakaxpoi noctaHoBKM MLLP roToBUTbL 0AHY peakLMOHHY0 CMECh C 0NUT0-CMe-
cbio «O».

Onsa kaxpon «0nuro-cmecn» peakLMoHHas CMeCb rOTOBUTCA OTAENbHO.



Tabnuua 4 — pacyet KonmyecTBa KOMMNOHEHTOB (MKO 1 KOHTPONbHLIN 06pasel,
6e3 1HK yuTeHbl B hopmyne)

Bosaa aenoHusnpoBaHHas 10.5 X (N + 4) 10.5 X (N X2+ 4)
MUP-cmecs Insider 5.25 X (N + 4) 5.25 X (N X 2 + 4)
Onuro-cmech 5.25 X (N + 4) 5.25 X (N X 2 + 4)

4. MpUroToBUTH PEAKLNOHHYI0 CMECh.

MeHamb HAKOHEYHUKU MeKAY KOMnoHeHmMamu!

5. TwartenbHo nepemMellaTb PeaKLNOHHYIO CMeCb BCTPAXUBAHUEM Ha BOPTEKCE B
TeyeHue 10 ¢; cbpocnTb Kannm co CTEHOK NPO6UPOK LeHTpUdyrupoBaHnem B Teve-
Hue 5 c.

6. MoarotoBuTh NPobupku ana MLUP (ctpunel; 1 ctpun — 8 npobupok) B KonnyecTse
N +4unuN X 2+ 4 (B3aBUCMOCTU OT BbIBpaHHOTO (hopMaTa MnoCcTaHOBKM): ycTa-
HOBWTb B WTATUB, NPOMaPKNPOBATb.

He ucnonb3oBams MapKep, Komopsil ayopecyupyem npu Bo3bywdeHUU CBe-
mom. MapKUupoBKY HAHOCUMb HA YYACMKU NAACMUKA, He 300elicmMBOBAHHbIE B
demeKruyuu ayopecueHyuu.

7. BHecTn no 20 MKA peakunoHHoi cMecun B npobupku ana MLUP.

MeHamb HAKOHEYHUKU MEKAY PA3HBIMU PEAKUUOHHBIMU CMecAMU!
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Ha PucyHke 2 npeactasneHa pekomeHayemas cxema pacnonoxenus MU P-npo-
OUPOK Npu oaAHOBPEMeHHOM aHanunse 44 o6pa3uos 6e3 NOBTOPOB.

1 2 3 4 5 6 7 8 9 10 11 12
no1r | wnoz |mno3 |mo4 |nos |nN06 | KNO7 |MNO8 | M09 |1MNO10 |LNO11 | K012
1013 | 1014 | 1015 | NO16 | NO17 | 1018 | NO19 | N020 | N0O21 | 022 | 1023 | 1024
1025 | 1026 | 1027 | 11028 | 1029 | 1030 | NO31 | N032 | N033 | 1034 | 1035 | 1036
1037 | 1038 | 1039 | 1040 | 1041 |N042 | N043 | 1044 | PKO |PKO |NTC |NTC
noir ' noz2 ' no3 | Mo4 MNO5 MNOe6 | 1NO7 [ MNO8 M09 |MNO10 | MOI11 | MO12
n013 1014 | 1NO015 WNO1l6 | 1N017 | 1018 | N019 | NO20 WNO21 | N022 |LN023 1024
1025 | 1026 11027 11028 11029 | 11030 1031 1032 033 11034 1035 | 1036
1037 | 1038 | 1039 11040 | 1041 1042 1043 N044 PKO |PKO |NTC |NTC

Il Mmool ol m >

PucyHok 2 — cxema, umutnpytowan pacnonoxeHue MLLP-npobupok B 6noke amnangukaropa.

O6o3HayeHne 06pa3LoB Ha CXEME:

n01-no44 Niccnepyemblie o6pasubl
NTC KoHTponbHbIli 06pasey 6e3 AHK
PKO NKO EGFR

Pacnonox)eHune peakuNoHHbIX CMecell Ha CXeMe:

Al1-D12 Onwuro-cmecb M EGFR ex20 T790M
E1-H12 Onuro-cmeckb O

8. [lo6aBuTh N0 5 MKN «Boaa AenoHM3npoBaHHas», KotTopas ncnoab3oBanach Ans
NPUroTOBNEHNA pPeakLWOHHOW cMecn, B coOTBeTcTBYylWMe npobupku ana MLP
(0603HauveHbl Ha PucyHKke 2 kKak NTC). 1n0THO 3aKPbITb KPbIWKK MPOOGUPOK.

MeHamb HAKOHeYHUKU nocaie Kax0020 BHeceHUA obpaszua B npobupky ons ML P!

9. 3aKpbITb KpbIWKK Apyrux npobupok ana MLP. MepeHectn Bce npobupku ana
MUP B MLUP-60Kc ana BHeceHns AHK.

13.2.2 MoarotoBka 0b6pa3uoB

10. B MU P-60okce ana sHeceHua AHK pa3mopo3nTts MKO npu temnepatype ot +15
no +30 °C.

11. Pa3mopo3utb npu Temnepatype +50 °C uccnenyemoie obpasusl JHK.

12. Mocne pa3mopo3KkmM BCe 06pasubl nepemMewarb BCTPAXUBAHNEM HA BOPTEKCE,
COPOCUTL Kannu UEHTPUDYrNpPoBaHNEM B TeYeHNe 5 C.



13. MoAroToBUTbL pasBeAeHNa nccneayemboix 06pasyos, BbibpaHHble B M.13.1.4:

— AnA Kawporo obpasua noAroToBuTh 1 NpobupKy ANA pasBeseHus;

— npomapKupoBaTb NPObUPKY, coXxpaHAa Ha3BaHue obpasua u cTeneHb BbibpaH-
HOro pasBefeHuns;

— BHecTW B Npobupku cHavyana «Boay AenoHn3npoBaHHyto», 3atem obpasel AHK
B KONNYecTBe:

4x 3,75 X (Z+2) X Y 1,25 X (Z+2) XY
8x 4,375 X (Z+2) XY 0,625 X (Z+2) XY
16x 4,6875 X (Z+2) X Y 0,3125 X (Z+2) X Y
Ine:

Z — KONn4YecTBO TONbKO onnro-cmecen M

Y — KonunyecTBo NoBTOPOB 06pasua

LlonycTUMO OKPYrAATb MOYYeHHbIE 3HAYEHWA, COXPAHAA MPONOPLUUI0 MEXAY KONMYeCTBOM
Boabl n JHK

3aKkpbiTb NPOBMPKY, NepemeLLaTb COAEPKMUMOE HA BOPTEKCe B TeyeHne 5 ¢, cbpo-
CUTb KaNnu LeHTPUAYrpoBaHNEM.

MeHamb HaOKOHeYHUKU Nocie Kax 0020 BHECEHUS 06pa3ua B npobupKy!

Mpobupkry ¢ «Bodoli 0euoHU3UPOBAHHOU» npu danbHeluweM UCNONb30BAHUU He
BHocums B [1L{P-60Kc 815 npu2omoBieHuUs PearyUoHHbIX cMecel. Micnonb3oBams
0514 npuzomosneHus dpyaux paszsedeHuld JHK.

14. lobaButb no 5 MKN passeaeHHoi JHK uccneayemblx 06pas3uoB B COOT-
BeTcTBYloWMe npobupku ansa MUP. PekomeHayemoe pacnonoxeHune obpasuos
npeacTtaBneHo Ha PucyHke 2. MINOTHO 3aKpbITh KPbIWKY NpobupKku cpasy nocie
BHeceHua o6paslia, BbIMOJHUTL NOCNeA0BaTeNbHO ANs BCex 06pa3uoB.

MeHamb HAKOHEeYHUKU nocae Kaxd020 BHeceHud obpa3zua B npobupkry ons MLP!

15. lo6aButb no 5 mkn «MMKO EGFR» B cooTtBeTcTBYlOWME npobupku ans MLP
(0o603HauveHbl Ha PucyHke 2 kak PKO). MnoTHO 3aKkpbiTh KPbILWKK NpobupKu cpasy
nocne BHECEHUA KOHTPONbHOTO 0b6pasua.

MeHamb HAKOHEYHUKU noce Kax0020 BHeceHUs 0bpasya B npobupky onsa ML P!
16. MpoBepuTb NNOTHOCTb 3AKPbLITUA KPbILWEK NPOBUPOK.
17. Nepemewatb BCTPAXMBAHUEM cofepkumoe npobupok ans MLUP, He aonyckan
obpasoBaHNA NeHbI.
18. Cbpocutb Kannu LeHTpudyrnposaHnem B TeyeHune 10 c.
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13.2.3 Nposepetue MLP

19. YcTaHoBuTb Npobupku ansa MUP B 610K amnaudunkaTopa.

20. 3anycTtutb nporpammHoe obecneyeHune amnandpuraropa. OTKPbLITb CO3AAHHBIN
paHee wWabioH UM BBECTU MapameTpbl:

— nporpamma amnangpuKkaunm:

CyutbiBaHme
JTan Temnepatypa, °C | MpoLoMmKNTENLHOCTD thnyopecueHunm
NHKkyb6aumns 95 3 MUH -
Amnandukaunsa 95 10¢c -
50 unknos 60 30c FAM, VIC

— co03JaTb pa3MeTKy Nnallky B COOTBETCTBUMN C YCTAHOBNEHHbIMU NpobupKammn B
6nok amnandukaropa:

— 4Onda BCexX 06pa3u,0|3, BKN04YaA KOHTPOJIbHbIE, BblﬁpaTb KaHanbl getekunn
FAM n VIC;

— B none «Target Name» BBECTN HA3BAHNA MULLIEHEN:

Nmsa muwenn no kanany FAM

(cornacHo ncnosib3yemoii 0nro-cmecu) Nmsa muweHn no kavany VIC
EGFR ex20 T790M
0 IPC

B none «Sample Name» BBeCTU Ha3BaHUSA KOHTPO/bHbIX 06pa3L0B:

HasBaHme KOHTpONLHOrO 06pasua B

KoHTponbHbIA 06pasel nnawke MLUP
KoHTponbHbIl 06pasey 6e3 AHK NTC
MKO EGFR PKO

— Bnone «Sample Name» BBeCTn Ha3BaHusa uccneayemolx o6pasuos. He BBo-
AWNTb OAMHAKOBbLIE HA3BAHNA A8 Pa3HbIX 06pa3L0B;
—  3anycTuTb NporpamMmy amnandukaunn.

14. AHann3 AaHHbIX

AHanun3 paHHbiX MLUP npoBectn ¢ nomolblo NporpammMmHoro obecneyeHus
«[10 NHcanpep EGFR», kat. N2 W3001, nponssoactea 000 «HOMOTEK».
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15.1 Habop peareHtoB «UHcangep EGFR ex20 T790M» paspewaerca TpaHc-
nopTUpPOBaThH BCEMWN BUAAMIY KPLITOTO TPAHCMNOPTA B COOTBETCTBUM C Npasnaamu,
YCTAHOBAEHHbIMU HA LAHHOM BUAE TpaHcnopTa.

15.2 TpaHcnopTupoBaHue Habopa peareHToB «lHcannep EGFR ex20 T790M»
OCyLLeCTBNAETCA B MEHONNACTOBbLIX TEPMOKOHTeMHepax € xnajo3jeMeHTaMu B
TeyeHune 5 cyToK npu Temnepatype ot -28 go +8°C.

15.3 XpaHeHue Habopa peareHToB «WHcangep EGFR ex20 T790M» no u nocne
nepBOro BCKPLITWA OCYLLECTBAAETCSA Npu Temnepartype ot -28 fo -10°C.

15.4 Habop peareHToB, TPAHCMNOPTUPOBABLWNUACA WAV XPAHWBLUMIACA C Hapylle-
HNEM TEMNEPATYPHOro PEXMMA, NCMONb30BAHNIO HE NOANEKNT.

CpoK rogHocT 12 mecsAueB C AaThl NPOU3BOACTBA NPU COOMOAEHWUN YCNOBUIA
TPAHCNOPTUPOBAHNA U XpaHeHUA. Habop peareHToB 1an NonyyYeHHbIe B X04e UCMONb-
30BaHNA CMECH PACTBOPOB C NCTEKLINM CPOKOM FrOAHOCTU MPUMEHEHWIO He NOANEMKaT.

He ncnonb3osath «MHcangep EGFR ex20 T790M», ecnu npuMmeHum xoTa Obl

OAVH KPUTEPUIA HENPUTOLHOCTH:

— npu NepBOM BCKPbITUM O0OHapyMKeHO noBpexAeHUe (HacoBOYHOW Taphl
KOMMOHEHTOB;

— HeT BO3MOMXHOCTU NNOTHO 3aKPbITh ()ACOBOYHYIO Tapy KOMMOHEHTOB UK 06Ha-
PYKEHbl NPOTEYKY;

— HenosHas KOMMNNEKTHOCTb, B TOM YMC/E B pe3ynbTaTe NpUMeHeHNs;

— BHELWHWA B KOMNOHEHTOB HE COOTBETCTBYET OMUCAHNIO;

— HapylWeHbl YCI0BUA XPaHEHNS;

— UNCTEK CPOK rojHoOCTY;

— KOMMOHEHTHl KoHTamuHuposaxsl AHK yenoseka;

— un3roToBuUTENb co0bWMA 06 OT3biBE MPOW3BOACTBEHHOW CEPUK, K KOTOPON
OTHOCWUTCA AaHHbIA Habop peareHToB (nocpeAcTBOM 06bABNEHUA Ha canTe
www.nomotech.ru unu nHeim cnocobom).

21



22

Mpeanpuatue-uzrotoeutens 000 «HOMOTEK» npu cobnioaeHun ycnosui
TPAHCMOPTUPOBAHMUA, XPaHEHUA N UCnonb3oBaHna Habop peareHToB «lHcangep
EGFR ex20 T790M» rapaHTupyert:

— cooTBeTcTBUE Habopa peareHToB TpeboBaHNAM

TY 20.59.52.199-038-11248074-2018;

— TapaHTUiiHbIN CPOK XpPaHEHUS B yNaKoBKe — 12 MecsALeB CO AHA U3rOTOB/EHUA.

Mo ncTeyeHUo cpoKa roAHoCT Habop peareHTOB 1 BCE €ro KOMMOHEHTbI NpUMe-
HEHUIO HE MOANEeKaT.

19.1 KoHTponb KavyecTBa Habopa peareHToB ocyuwecTeaserca OTK npeanpuatns-
n3roToBuTena cornacHo TY 20.59.52.199-038-11248074-2018.
MpeanpuATe-n3roToBUTENb NPOBOAUT MPUEMO-CAATOYHbIE WCMBbITAHUA ANA
Kam /Aol MPou3BOACTBEHHOIW Cepun, OCYLeCTBNAA BePUBUKAUNOHHbIA KOHTPOb
OCHOBHbIX aHANUTUYECKMNX XapaKTePUCTUK, BHELWHEro BUAA, KOMNAEKTHOCTHY, yna-
KOBKM, MapKNPOBKM, a TAKKe MPOBOAUT KOHTPO/Ib KAYeCTBA CbiPbA 1 KOMMNOHEHTOB.
19.2 MeTponornyeckas npocnexusaemoctb NKO EGFR obecneyeHa 10 KOHTPObHbBIX
06pa3LoB NpeAnpuATUA, BEPUGHMLUPYEMbIX CEKBEHMPOBaHMEM No meToay CaHrepa.

Mo Bonpocam, kKacawouwumca kadectea Habopa, cneayeT obpauiarbea:
— 000 «<HOMOTEK» 117997 r. MockBa, yn. Muknyxo-Maknas, 4. 16/10, K.16;
—  md-support@nomotech.ru — TexHuyecKkas nogaepxKa.

Mpw noaaye peknamaunnm HeobXoAUMO UCKNIOUYNTL HU3KOE KavyecTBo GromaTe-
puana, owmnbry n3mepeHns, ownNbKy BHIMONHEHNA MPOTOKONA, HAPYLLEHWE YCNOBUIA
TPAHCMOPTUPOBAHNA 1 XpaHeHus. Ecnu Bce yKasaHHble (hakTopbl UCKOYEHDI,
Heob6XxoAMMO 00paTUTLCA B CNYKOY TEXHUYECKOI NOAAEPKKN.

21.1 Habopsbl peareHTtoB «NHcalaep EGFRex20 T790M», npuweAwne B HENPUro-
HOCTb, B TOM YMC/e B CBA3W C UCTEYEHWEM CPOKA FOAHOCTU, NOANEXAT yTuansauyunu.
21.2 YHuuToKeHne Habopos peareHtoB «lWHcaigep EGFR ex20 T790M» ocy-
WeCTBAAETCA OpraHusauuaMu, WMeLWNMY COOTBETCTBYIOLWY JULEH3NIO, Ha
cneuunanbHo 060pyA0BaHHbLIX NNoWaAKaX, NOAUTOHAX 1 B MOMELLEHUAX B COOTBET-
CTBUU ¢ TpeboBaHUAMU, MPesyCcCMOTPEHHbIMI cyuwecTBylowmumy PesepanbHbiMu
3aKoHamu, n ¢ cobnoaeHnem obasatenbHbiX TPE6OBAHNII N0 OXPaHe OKpyKatoLen
cpenabl.



OcHoBHble npuHUMnbl padoTsl B MLP-nabopatopun n npasuna ee opraHusaunm:

3oHUpoBaHNE
HanpaBneHne noToka matepuanos 1 nepcoHana
PasmeleHne 060pyaoBaHna n ybopoyHoro MHBeHTaps

OcHoBHbie npuHyunsl pabomsi B 1L P-nabopamopuu

OaHoHanpaBfeHHOCTbL MOTOKA NepcoHana v maTepnanos
TexHonornyeckas oAexaa LoNKHa ObITb CTPOr0O MHANBUAYANbHA.

Bcerpa ucnonb3osath nepyaTtku. He npukacatbca K noBepxHocTam, obopyao-
BaHWI0, pyYKam Bepeii, XoNoANNbHNKOB 1 T.4. 63 nepyaTtok

He nepemewats npu pabote, ybopKe nomelleHin o6opynoBaHie aaxe B npeae-
nax o4HON 30HblI.

He BbIXOAUTb 3@ NpeAenbl 30HbI B TEXHONOTMYECKON oA e.

MapKupoBaTb MCNONb3yEMble PEAKTUBbI.

XpaHuTb UCNoNb3yeMble peakTuBbl (BCKPbITHIE HABOPLI peareHToB) 0TAENbHO OT
He NCnoab30BaBLWNXCA.

XpaHutb matepuansl, cogepxawme JHK otaenbHo oT peakTBOB, UCNONb3YI0-
WMxca ANA NPUroTOBNEHNA PEAKLNOHHOW CMeCK.

Buigenenne OHK, npurotoBneHne peakuUUOHHONW cCMecU cnedyeT NMPOBOAUTH
B MUP-60okcax unum namumHapHbiXx wWKahax C BbIKAIOYEHHBIM NaMUHAPHbIM
NMOTOKOM.

Mpun paboTe ¢ Ao3atopamu UCNONb30BaTb HAKOHEYHWKM € tuabTpom. [ns
Kam ol onepauuyt MeHATb HAKOHEYHUK.

[na xpaHeHns 403aTOPOB UCMOb30BATL CNeyanbHylo CTOMKY.

Mocne nepemelwieHns npoOGUPOK BCerAa ocamAaTb Kanau CO CTEHOK Ha
MUHU-LeHTpudyre. N3berate KacaHna BHYTPeHHEN NOBEPXHOCTN NPOBUPOK 1
KpbllleK HAKOHEYHUKOM.

[Mepen v nocne paboThl NPOBEPUTL UCNpPaBHOCTL 06opyaoBaHusa, ybpartb pabo-
yee mecTo. Anaybopku MLLP-60Kca B T.4. ucnonb3oBaTh ynbTpatuoner.

Mocne paboTbl yTUAN3MPOBATL UCMONb30BAHHbIE MaTepuanbl — HAKOHEYHUKNY,
npobupKy 1 T.4. cornacHo pernameHTy naboparopun

Mpobupku ¢ MUP-npoayKTOM He OTKpbIBATb B 30He N°4. [na yTunusauuu
npobupok ¢ MLUP-npoaykTom B 30He N°4 nomecTuTb NPOBUPKKN B NaKeT, NakeT
3aKpbITh, yTUAN3NPOBATb.
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30HuUpoBaHue.

NMuUP-nabopatopus ana MUP-PB gonxHa BKAoYaTh MUHUMANbHLIN Habop pabo-
41X 30H:

— 3oHa N1 — ana pabotbl ¢ reHomHoiu AHK (Bbigenenne OHK, noarotoBka
obpasyos)

— 3oHa N?2 — ans npuroToBAEHNA peakLNOHHbIX CMecel (M30nnpoBaHa OT NCTOY-
Huka JHK)

— 3oHa N23 — ansa BHeceHna JHK B peakunoHHy0 cmech

— 3oHa N24 — ananposeaeHua MLUP (MecTo HaxoxaeHna amnanduKkaTopos)

Mpun Heob6X0AMMOCTN BO3MOKHO pa3melleHine 30H N22 1 N°3 B 04HOM NoMeLLeHUN
npu cobniogeHnn pasgeneHns NPoLeccoB NPUroTOBAEHNA PEAKUNOHHbBIX CMECEN 1
BHeceHus AHK B pa3Hbix ML P-6okcax.

Ons paboTbl ¢ 6onbLWINM MOTOKOM BMONOrMYECKOro MaTepuana cneayert co3aaTb
AONoNHNTENbHYI0 30HY N® 1a Ans ero npuemku, perncrtpauuu, pabopa, nepBUYHONN
obpaboTKu.

Onsa pa6otel ¢ MUP-npoaykToM HeobxoAnMO co34aTb LOMONHUTENbHYIO 30HY
Ne5 — anga maHunynauui ¢ MUP-npoaykTom (3nekTpodopes, noaArotoBKa o6pasLos
nepen CeEKBeHNpPOBaHNEM).

Mepen Kam Aol 30HON A0NKeH ObiTh 060PYyA0BAH CAHMPOMNYCKHWUK — A1 CMEHbI
OAEXAbl HA TEXHONOTNYECKYO, XpaHEHNA yOOPOYHOro MHBEHTaPA.

HanpasneHue nomoka Mmamepuasios U nepcoHand.

B MU P-nabopaTtopun gonxHa cobniogatbca 04HOHANPABAEHHOCTL MOTOKA MaTe-
punanos. B 30Hy N22 He AoNXHbI NoNagartb MaTepuansl U3 Apyrux 3oH. Ana apyrux
30H AeNCTBYET NPUHUNM: MaTtepuansl, nobbiBaBlmne B 30Hax ¢ 60NbWUM HOMEPOM,
He [O0MXHbI NepemMellaTbca B 06patHoM HanpasneHun. Moa matepranamu cneayet
MOHUMATb: NPOBVPKM, WTATUBLI, MAKETbI, LOKYMEHTbI 1 T.M.

B MLUP-nabopatopun ponkHa cobnogarbcs OAHOHANPABNEHHOCTb MOTOKA
nepcoHana, B T.4. obcnyxuBatwuero nepcoHana. Slioaun, nobbiBaBlme B 30HaX C
60nbWNM HOMEPOM, MOTYT Nepemeliatbca B 06paTHOM HanpaBaeHUN TONLKO Npu
cobnoaeHnn nopagaka NOATrOTOBKN nepcoHana K pabote (MbiTbe PyK, CMeHa KOM-
nnexkTa ofexAabl n 1.4.). Mpn pabote B 30He N°5 cneayeT nnaHupoBatb paboyuin
npouecc TakK, 4Tobbl B 3TOT leHb He BO3BpaLLaThCA B Apyrue 30Hbl. Bce HaxoaAwm-
ecs B nabopatopuyt A0MKHbI B KaX 0/ 30He MEHATb OJEKAY Ha TEXHONOTMYECKYI0:
00yBb, xanaT, Wano4yka, Macka, nepyaTku, HapyKaBHUKU. TexHonornyeckasa oae-
¥JAa CTPOro He JO/IKHA NepeMellaTbCa MeXay 30HaMu.



PaszmeuweHue 06opydoBaHus u yb6opoyH020 UHBEHMAPA.

Kaxnaas 3oHa gonxHa O6biTh cHabxeHa HeobxoanMbIM 060pyA0BAHUEM 11 PACXOA-
HbIMK MaTepuanamu. O6opyaoBaHue He AONKHO NMepPeEMELLATbLCSA U3 OJHON 30HbI B
APYTYI0 U BHYTPW 30HbI MeX Ay paboynmu mectamut. MuHUManbHbIA CINCOK cTaLn-
oHapHoro o6opynosaHus B 3oHax ML P-nabopatopun:

3oHa N2la — ueHTpudyra, WTaTUBLI, BOPTEKC, KOMMNEKT 403aTOPOB, KOMMAEKT
NHCTPYMEHTOB ANA paboThl ¢ Matepuanom, MecTo AN XpaHeHUs matepuana;
3oHa N1 — MU P-6okc ans soigenenns HK, komnneKkT Ao3atopos, BOpTEKC,
MUHULEHTpUGYra, ueHTpudyra, TepMocTat, WTaTUBbl, MOPO3UbHAA KaMepa,
X0N0AUNbHAS KaMepa;

3oHa N°2 — MMLLP-60Kc AN NOATOTOBKY PeaKLUMOHHOM CMeCh, KOMMEKT f03aTo-
POB, BOPTEKC, MUHMLEHTPU(Yra, MOPO3UIbHAA KaMepa, X0NoANnbLHaA Kamepa,
WTaTUBbI;

3oHa N3 — MLULP-6okc ana BHeceHus OHK B npobupku ana MLP, KomnnekTt
[103aTOPOB, BOPTEKC, MUHULEHTPUGYra, TepmMocTaTt, MOpo3unbHas Kamepa,
X0NoAUNbHASA KaMepa, WTaTuBbI;

3oHa N24 — amnanduKkatop, LeHTpUtyra c poTopPoOM ANA CTPUMNOB U NNALLEK;
3oHa N°5 — ML P-6okc ana pabotsl ¢ ML P-npoayKkTom, KOMNAEKT 403aTOPOB,
BOPTEKC, MUHULEHTPU Yra, ueHTpudyra, wratuesl, npubop Ana nposeaeHNa
anekTpoopesa, nabopatopHble BeCbl, MUKPOBONHOBASA Meyb, MOPO3ubHAA
Kamepa, XoNoAnNbHAA Kamepa.

Kaxnaas 30Ha AonxHa 6biTb cHabxeHa WMHAUBUAYaANbHLIM YOOPOYHbIM UHBEH-

Tapem — BeApO ANA MbiTbA Nona, weabpa, TpANKa ANA MbITbA NONa, EMKOCTb 1
TPANKN AN MblTbA paboynx NOBEPXHOCTER, Ae3NHMBULUPYIOLLNE XN0p- UK Nepe-
Kncb- codepauime cpeactsa. YO0OPoUHbI NHBEHTAPb HE AONIKEH NepeMellaTbCs
13 0IHOV 30HbI B APYTYIO.
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