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1. Ha3BaHune, BapnaHTbl NCNOJIHEHNA

Habop peareHToB ana amnnudurauymy yvyactkos AHK, cogepxalinx myrtauun
B «rOpAYMX TOYKAX» 3IK30HA 19 B reHe yenoseka EGFR, metogom MLUP B pexn-
Me peanbHOro BPeMeHW ANA NPUMEHEHWS B HAYYHO-WCCNeA0BaTeNbCKUX Lensx
(«NHcanpep EGFR ex19»).

Habop peareHtoB «WHcanaep EGFR ex19» BbinycKaetcs B 0HOM BapuaHTe
NCNONHEHNS.

2. CBepeHnA, HeobxoanMbIe ANA IKCNAYyaTaunm

BHuMaTeNnbHO M3y4ynTe UHCTPYKUWIO Nepes npuMeHeHreM Habopa peareHToB.
Bce cBeneHus, Heobxoaumele Ans npumeHeHna (3kennyatauum) Habopa peareHToB
«NHcanpep EGFR ex19», npuBeeHbl B HACTOAWEN NHCTPYKUUW. [pyrie A0KYMEH-
Tbl MO 3KCNAyaTaLUN, KPOME UHCTPYKUWW, HE MPeayCMOTPEHbI.

3. Ha3zHa4yeHne, o6nacTb NpUMeHeHNA

Tonbko ansa NPUMeHeHNA B HAy4HO-Uccnea0BaTe/IbCKMX Lenax.
He ana npumeHeHna B MeANLUHE NN BETEPUHAPUN.

Habop peareHToB npeAHa3HayeH Ana HapaboTky MLULP-npoayKTa ¢ MyTauuamm B
«FOPAYNX TOYKAX» 3K30HaA 19 reHa yenoseka EGFR A0 KonuyecTBa, 40CTATOYHOIO
0Nf cekBeHnpoBaHusa no metoay CaHrepa c uenbio naeHTudukaymn mytauun. JHK,
He cofepallas MmyTauny B yKazaHHOM y4yacTKe reHOMa, He amnanduumnpyetca u,
Takum 06pasom, He BAMAET HA nAeHTUQUKaLNI0 MyTaLWi.

Tabnuua 1 — nepevyeHb Haubonee 3HAYMMbIX MyTaUWi B «FOPAYUX TOUKAX»
3K30Ha 19 reHa yenoBeka EGFR, Ha KOTOPbIX BanuanpoBaH Habop peareHToB
(BO3MOKHA AeTeKLNA APYTUX PeAKO BCTpeYawWwmuxca MmyTau i)

leH, 3K30H, KOOPANHATLI PEernoHa

(no c6opke GRCh38/hg38) HykneotnaHas 3ameHa AMUHOKNCNOTHAA 3aMeHa
EGFRex 19 €.2235 2249dell5 p.E746 A750delELREA
chr7:55174769-55174781 c.2236 2250dell5 p.E746 A750delELREA
€.2240 2254dell5 p.L747 T751delLREAT
c.2239 2256dell8 p.L747 S752delLREATS
€.2238 2252dell5 p.L747 T751delLREAT
€.2239 2247delTTAAGAGAA p.L747 E749delLRE
c.2237 2251dell5 p.E746 T751>A
C.2237 2254dell18 p.E746 S752>A
c.2237 2255>T p.E746 S752>V
€.2238 2255dell18 p.E746 S752>D
c.2238 2248>GC p.L747 A750>P
c.2239 2258>CA p.L747 P753>Q
€.2240 2251dell12 p.L747 T751>S
€.2240 2257dell8 p.L747 P753>S
c.2239 2251>C p.L747 T751>P
€.2239 2248TTAAGAGAAG>C |p.L747 A750>P
c.2236 2253dell8 p.E746 T751delELREAT




4. Coctas, thopma BbinycKa

VICKN104eH HENOCPEACTBEHHbI AN ONOCPESL0BAHHbIA KOHTAKT C NONb30BaTENEM
(Tenom yenosexa) npu cobogeHnn TPe60BAHNIA UHCTPYKLUN MO MPUMEHEHNIO.

Tabnuua 2 — cocTtas 1 hopma Bbinycka

KomnoHeHT 06bem  Pacoska BHewHwii Bug DyHKUMOHANbHOE HAa3HaYeHe

MUP-cmecs 3.3 mn |3 npobupku | Muarkoctb Coaepxut Tag-nonumepasy,

Insider nol.lmn npospayHas cMmecb HyKneotuatTpudocha-
GecuBeTHaa yme- | T0B, Mg?" 1 peakunoHHbI
peHHol BA3KoCTU. | Bydep.

[Oonyckaetcs
BCMeHWBaHMe Npu
BCTPAXUBAHUU.

Boaa aenoHnsun- | 9 mn 6 npobupok | MuakocTtb KoHTponbHbI 06pasey

poBaHHas nol.5mn npospayHas 6e3 IHK ana noaTBepxaeHUs
GecupeTHas. OTCYTCTBUA KOHTAMUHALNN.

LnanpuroToBAEHUA peakLu-
OHHbIX CMecCeii.

Onuro-cmecs M 0.55mn | 1 npobupka | uakoctb CofepXKuUT 0NNroHYKEo-

EGFR ex19 delX npospayHas TUAbI AN cneunduyecKoi
6nenHo-po3oBas. |amnandukaunn yyactka AHK

chr7:55174769-55174781,
IBK.

Onuro-cmeck O 0.55mn | 1 npobupka | uakoctb CoepKNT ONNTOHYKNEOTUAbI
npospayHas ANA creunduyeckon amnnm-
6nefaHo-po30Baf. | huKauuy yyactka reHOMHON

OHK He3aBucumo oT myTtaumu-
OHHOrO cTaTyca uccnesyembix
yyactkoB JHK, IBK.

Onuro-cmech K 1.3mn | 1npobupka | MuakocTb COoepKNT ONNTOHYKNEOTUAbI
npo3payHas ANA OUEHKMN KayecTBa aHann-
6nenHo-po3oBas. | 3upyemoi AHK, 3BK.

Mpaimep ana 0.55mn | 1 npobupka | Munakoctb ColepKnT 0ONUrOHYKNeoTns,

CEeKBEHMpPOBAHNA npospayHas Heob6X0ANMbIV ANA CEKBEHN-
GecuBeTHas. poBaHua no metoay CaHrepa.

MKO EGFR 1.1mn | 1npobupka | M¥nakocTb Conepxut LHK c myTaHT-
npospayHas HbIMU KOMUAMU NCCAeAYeMbIX

6ecuBeTHaA yme-
PEHHOI BA3KOCTU.
HOonyckaetcs
BCMeHWBaHWe npu
BCTPAXUBAHUN.

yyacTtkoB AHK. KoHTponb
npoxoxaeHnsa MLUP nBepHoro
onpeAeneHns MyTaunoH-
HOro cTaTyca uccnesyemoro
pervoHa.




Habop peareHToB paccyntaH Ha 100 peaKuuin 1 No3BoNAeT NpoaHann3npoBaThb
ot 20 no 88 obpa3uos (6e3 noBTOpOB). MaKkcumanbHOe KOAM4YecTBO aHann3npy-
eMblXx 06pa3uoB AocTuraetca npu oAHOBPEMEHHOW nocTaHoBKe 30 o6pa3uoB Ha
nepsBoMm 3Tane aHanusa n 44 — Ha BTopomM. Habop peareHToB paccynTaH Ha O4HO-
KpaTHoe, B TOM Yucie 4pobHOe, NpuMeHeHMe.

OnyxoneBble TKAHV TEHETUYECKIN TETEPOTEHHbI 11 COAEPKAHMNE B HUX KNUHUYECKN
3HAYMMbIX MyTaLWil MOXKET BapbNPOBATh B LUMPOKUX Npeaenax. B cnydae manoro
KonunyecTBa Konuin mytaHTHo AHK B 06pasue, AocToBepHas AeTeKuna myTauni
CTaHAAPTHLIMU METOAAaMU CTAHOBUTCA HEBO3MOKHOI U3-32 OTPAHUYEHUI T METOANK
(annenb-cneynduyeckan MLP, cekBeHupoBaHue no CaHrepy ncxogHon AHK nt.4.).

B npouecce HapaboTku MU P-npoaykta Habopom peareHToB «Hcanaep EGFR
ex19» yBenmynBaeTca KONNYeCcTBO MyTaHTHbIX Konuin AHK, 4To no3sonset npose-
cTu aHanm3 obpasla cekBeHnpoBaHuem no metoay CaHrepa.

AHanu3 obpasua npoxoAunT B ABa 3Tana: olleHKa KavecTBa obpasla u HapaboTka
[MUP-npoayKTa C MyTaLMAMN B «FOPAYNX TOYKAX» IK30HA 19 reHa yenoBeka EGFR.

B ocHoBe mMeToza oUEeHKMN KayecTBa obpasua — noanMepasHas LenHas peakuns
C JleTeKumne curHana B pexunme peanbHoro spemeHn. Mo 3HaveHnam Cq no KaHany
FAM no3BonstoT oueHnts KonuyvecTtso AHK; no kaHany VIC — kavectso AHK.

Ona HapaboTtku MU P-npoaykTa ¢ myTaHTHon AHK ncnonb3yetca MyTaunoHHo-
cneunduyeckas noauMepasHas LenHasa peakuns ¢ JeTeKlUmnen curHana B pexnme
peanbHoro BpemeHn (peakuna «M»). B peakuun «M» amnnutnynpyerca uccneay-
eMblll PErNoH, codepawmii mytauun. Cneunduyeckas amnanprKkaLmus peruoHa c
MyTauuein nponcxoaunT 3a cuet cogepanus B «0nuro-cmecu M» moandnunpoBaH-
HOrO ONIMTOHYKNIeoTNAA, UMEILLEr0 BbICOKOE CPOACTBO K pedepeHCHO nocneno-
BateNbHOCTU. T.e. NPW HANNYULN B pervioHe XoTs 6bl 0AHON MyTauuy He obpasyeTcs
Aynnekc matpuua — MoaAnunGupPoBaHHbIi onuroHykneotund. B pesynstate ocso6o-
KAaetcaMecTo ANnA nocaaku npaimepa, 4yto obecneynsaet npoxoxaeHue MLUP-pe-
akuun. MpurogHocTb MLUP-npoaykTa aAns cekBeHupoBaHua no metoay CaHrepa
onpeaenseTca NnyTeMm cpaBHeHWA 3HaYeHnin Cq uccneayemoro obpasua B peakumnax
c onuro-cmecbio «O» n «M» co 3HayeHuamu Cq MKO.

Ona KoHTpona KavyecTBa npoxoxaeHua MUP-peakynini B coctaB 0aUro-cMeceii
«K», «0» 11 «M» BXOAUT 3K30TeHHbIN BHYTPEHHUA KOHTPOob (IBK).



[eH yenoBeka EGFR KoaupyeT TpaHcMeMOpaHHbIll peLenTop anuAepManbHoOro
thakTopa pocta. MyTauum B «ropadnx TouKax» ak3oHos 18, 19, 20, 21 reHa EGFR
NPUBOAAT K rnepakTuBaLum Koampyemoro 6enka, ns-3a yero 6nokupyetca anon-
TO3 U CTUMYNUPYIOTCA Nponudepauna KNeTok, NX MaaurHusaumnsa n meractasupo-
BaHue.'? MyTauuu B «ropayux Toukax» EGFR onpeaenaioT oTBET ONyXO0Nu Ha Th-
PO3UHKNHA3HO-NHIMOUTOPHYI Tepanui 1 pas3BuTWe pe3nucTeHTHocTu. YacToTta
BCTpeYaemocTu geneuunin B 19 ak3oHe reHa EGFR 48%*. 3T myTauun obycnasnm-
BAOT MOBbILWEHHY YYBCTBUTENBHOCTb K UHTMOUTOPAM TUPO3UHKNHA3bI.

Mpeaen obHapyKeHns 150 Konuit myTanTHo JHK
(MUHUManbHoe KonnyecTtso Konuin AHK ¢
MyTauueil, socTaToyHoe ANA NOATOTOBKI
MUP-npoAyKTa, NPUroAHOro ANA CEKBEHN-
poBaHuna no metoany Canrepa)

AHanutnyeckas cneynuyHoCTb B peakumax c nonoKnTeNbHbIM KOHTPONbHbIM
(noa aHanUTMYeCcKol cneunuyHo- 06pasyom —nNpoxoANT amnanduKkauns y4acTkos
CTbio NOHUMaeTcs cnocobHocTb Habopa OHK, copep)awux myTaunm B «ropaymnx Toukax»
peareHToB «Hcaligep EGFR ex19» 3K30Ha 19 reHa yenoseka EGFR.

cneynduyeckn amnanbnunpoBaTth
yyactkn AHK, coaepxalme mytauum, 41o
obecneynBaeTca C NOMOLbI0 cneundun-
4ecKU Noao06paHHbIX ONUTOHYKNEOoTN 0B,
NPOBEPEHHbIX HA KOHTPONbHbLIX 06pasuax)

B peakuuax c KOHTpoNbHbIM 06pasyom 6e3 AHK —
OHK He amnaunduumnpyetcs.

9.1 Nudopmauus 06 nutepthepupyoLnX BeWECTBAX

[na oueHKN BAMAHUA NOTEHLMANBHO NHTepdepupyloLwnx BelecTs Ha paboTy Ha-
6opa peareHToB «NHcanaep EGFR ex19» 6bina npoBeAeHa oLeHKa BANAHWA MNOTEH-
umanbHo nHTepdepupyowmx BewecTs (napaduHa), coaepxawmxcsa B buomatepu-
ane, nocne Bblgenenna ns Hero HK c nomowbio Habopa peareHToB «IKCTpaKTAHK
FFPE Habop peareHtos ans soigeneHus AHK yenoseka n3 cpesos ¢ FFPE-650-
KOB ANA AnarHOCTUKMW in vitro» no TY 9398-001-11248074-2017, npou3BoACTBaA
000 «HOMOTEK», Homep peructpauunoHHoro ynoctosepernna P3H 2019/9172 ot
14.04.2020.



OnsanpoBeaeHNa NCNbITAHUA ObINV NOATOTOBAEHbI 06pa3Libl C Pa3HbIM COOTHOLE-
HueM GUKCUPOBAHHOW TKAHW B cpe3e 1 napaduHa:

Obpasel, oTBeyalo WM TpeboBaAHUAM UHCTPYKLUN NO Mnowaab napaguHa — 6 cm?.
npumeHeHuio Habopa peareHToB «IKCTpakTAHK FFPE» | Mnowaab TKaHm — 2 cm?.
Obpasel c 3aHUKEHHBIM COAEPKAHNEM TKaHN Mnowaab napahuHa — 7 cm?.

Mnowanb TKaHW — 1 cm?.

Obpasel c 3aHUKEHHbIM coaepKaHuem napaduHa Mnowaab napapuHa —5 cm?.
Mnowanb TKaHN — 2 cMm2.

O6pa3zel C NOBbIWEHHbIM COAepHKaHeM napahuHa Mnowaab napahuHa — 7 cm?.
Mnowasb TKAHN — 2 CM2.

O6pasel c NOBbLIWEHHbLIM COAepKaHnem napaduHa Mnowasb napahuHa — 8 cm?.
Mnowanb TKaHW — 2 cMm2.

O6pasel c NOBbIWEHHBIM COAEPKAHEM NapahuHa Mnowaab napagpuHa — 9 cm?.
Mnowanb TKAHN — 2 cM?.

MpoBeAeHHbIE UCMbITAHUA NOATBEPKAAIT TpeboBaHUA, 3aABNEHHbIE B UHCTPYK-
unn no npumMeHeHunto K Habopy peareHtoB «IkcTpakTAHK FFPE», kK cocTaBy cpe-
3a ¢ FFPE-6noKkoB (COOTHOLWEHME TKaHb-NapapuH), Npu 3TOM CyLLEeCTBEHHbIM ANA
coxpaHeHna ahdekTUBHOCTN Habopa peareHToB ABNAETCA YCNOBUE, NPU KOTOPOM
cyMmapHas nnowanb GparMeHToB HUKCUPOBAHHOW TKAHU 1 KOMMNNEKCOB KNETOK
yenoBeKa A0MKHa O6blTb HE MeHee 2 CM?; B CBOIO 04epe/b, yBeNUYeHe COAEPKAHMNSA
napatuHa B ucXoaHoOM obpasLe ¢ 6 40 9 CM? He BAUAET Ha 3 PEKTUBHOCTbL Bblje-
neHuns AHK n3 obpasua.

9.2 luanasoH onpeaenenuns MyTaHTHbix Konuit JHK

Mpeanen obHapyxeHnsa (150 konuin myTaHTHol AHK) paccuutan ana o6pasuos ¢
KOHUeHTpauuen 2 Hr/Mkn (10 Hr B peakLumn), B KOTOPbIX COAEPKUTCA 5% MYyTaHTHOW
OHK; nnanasoH ctaHaapTHol ownbku — ot 125 ao 172 konuit. Ha PucyHke 1 n3o-
OpaxeHa 3aBUCUMOCTb MUHUMANbHO BO3MOKHOMO AETEKTUPYEMOTO % MYTAHTHOW
OHK ot o6wero konnyectea JHK B ycnoBuax coxpaHeHunsa npeaena obHapyxeHua.



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

5
|
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Konnuecteo [JHK (Hr) B peakumn

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

9.3 CoBmecTuMOCTb € Npubopamu

Habop peareHToB cOBMECTUM C npubopamu:

— Tepmouuknep Ana amnanduKkaLum HyKnenHosbiX kKncnot 1000, ¢ npuHagnex-
HocTAMU, ucnonHeHue: C1000 Touch ¢ peaKUMOHHBIM ONTUYECKUM MOAYNEM
CFX96 (Optical Reaction Module CFX96), nponssoautens: «brno-Pag Jlabopa-
Topues, NHr», CLUA;

— [Mpubop Ana KoNnyecTBeHHOTro 06HaPYKEHNA NPOAYKTOB MOAUMEPA3HON Len-
Holl peakuun (MLP) B pexnme peanbHOro BpeMeHW, BapuaHT WCMONHEHUA
7500, npousBoanTtens: «Jland TekHonoaxuc Xonauure Mre. Nita.», Cunranyp.
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10.1 06wwme

Habop peareHToB roTOB K MPUMEHEHWI COTNAcHO AaHHONW WHCTPYKUWN.
MpumMeHATb HAbOp peareHTOB CTPOro MO Ha3HAYEHUI0, TONbKO B HAy4HO-UCCe-
[l0BaTENbCKUX LENsX.

Habop peareHToB He COAEPHKWUT (aKTOpbl WUHMEKLUOHHOW U MUKPOOHON
onacHocTu.

Habop comepKnTt pakTopbl TOKCUKONOrMYeCcKo onacHocTu, Tpebytouine obecne-
yeHue crneynanbHbix mep 6esonacHocT. KOMMNOHEHTHI C TaKUMU BeWeCTBAMU
UMET NpeaynpeanTeNbHY 0 MapPKNPOBKY:

10.2 Ans onepatopa
* [lpn npoBeAeHUN NccnesoBaHnsa Heob6XoaNMo CTPOTO NPUAEPKNBATLCA 06LNX

CTaHAapTOB MO (hopPMUPOBAHUIO N MOoAAepKaHNO Be3onacHoCcTy paboyeln cpeabl
B naboparopuax npu MaHUNynauuax ¢ 6UoNormyeckum MmaTepranom YenoBeka,
XUMUYECKUMU peakTUBamMu v ApyrumMy obbekTamm noTeHunanbHol onacHocTy
LNA 30pOBbA N0AEN.

Mpw paboTe c uccneayembiMn obpasuamu 1 oTxoaamm cieayet cobniogats Meph
NPefoCTOPOKHOCTU, NPUHATbIe Npu paboTe C MNOTEHUMANBHO WHHEKLUOHHbBIM
martepuanom.

Bce coTpyAHVKN JOMKHbI BEINOAHATL MHCTPYKUMW U NpaBuia TeXHUKM 6esonac-
HOCTU, N3NOKEHHbIE B TEXHUYECKUX NACNOPTAX K NCMONb3yeMbIM 3N1EKTPUYECKUM
npubopam; nepcoHan, paboTatolwnii ¢ peakTuBamu, AomxKeH 6biTb 06yyeH obpa-
WeHN C HUMUK, UCNONb30BaTh CPeACTBA NepCcoHaNbHOW 3awuTsel, cobnwoaath
npasuna ANYHON TUrneHsI.

NlabopaTopHbIN NpoLecc AoMKEH ObITb 0AHOHANPABNEHHBIM. AHANN3 NPOBOANTCA
B OTAENbHbIX NOMELEHUAX (30HaX). AnA npeA0TBPALLEHNA KOHTAMUHALUY 3TaMb
noAroToBkM K amnandukauun (MLP) n nposegeHusa NMUP cneayet nposoanTs B
paszenbHbiX NOMEWEHNAX UK U30NNPOBAHHBIX 30HAX, CHABKEHHbIX KOMMIEK-
Tamu nosfyaBToMaTWYeCKUX MUMETOK, Xanatamu U npoYyumu HeobXoAuMbIMU
npuHaanexHoctTamu. He Bo3spawate obpasubl, 06opysoBaHe U peareHThbl B
30HY, B KOTOpOUi 6bina NnpoBeaeHa Npeabliayllas ctaana npouecca.

Mpumeyanue: OcHoBHble npuHuunbl pabotel B [LLP-nabopatopuu onucatsbl
B MpunoxeHun N21 AaHHON NHCTPYKLMN NO NPUMEHEHUIO.



Mpun pabote c Habopom peareHToB cobntoaaTh creaywume npasuia:
icnonb3oBaTth 0HOPA30Bble HUTPUNOBLIE MepyaTKy, nabopaTtopHble Xanarthl,
3awuwate rnasa Bo Bpems paboTsl ¢ obpasuamu u peaktupamu. TuiatenbHo
BbIMbITb PYKU N0 OKOHYaHUW paboThl.

He ponyckaeTcsa ncnonb3oBaHue OJHNX 1 TEX e HAKOHEYHUKOB npu obpaboTke
pa3nnyHbIX 06pPa3L0B KIMHUYECKOTO MaTeprana.

MMoBepxHocTn paboynx cTONOB, a TakKe pabounx nomeweHunii cneayet obpa-
6atbiBaTh GaKkTepuumaHbiMU obnyyatenamu 40 W nocne nposeAeHna pabot B
TeyeHune 1 yaca.

Xnmuyeckasa nocysaa u obopyAoBaHue, KoTopble Mcnonb3yoTcs npu paborte,
[OKHbI 6bITb COOTBETCTBY IO UM 06pa30M MapKUPOBaHbI U XPAHUTLCA OTAENbLHO.
icnonb3oBaHHble 04HOPA30Bble NpUHAANeXHoCTH (MPobUpPKNM, HAKOHEYHMKM)
[ONXKHbI cOpacbiBaTbCA B cneunanbHblii KOHTEHEP, codepKalunin ge3nHpuymn-
pylLwun pacteop.

Hencnonb3oBaHHble peareHTbl, pPeareHTbl C WCTEKWWM CPOKOM TOAHOCTH,
CMONb30BaHHbIE pPeareHTbl, ynaKkoBKYy, 6Guonornvyeckuii matepuan, BKAYas
mMartepuanbl, UHCTPYMEHTbI U MPeAMETbI, 3arpA3HEHHbIE GONOTMYECKM MATEPU-
anom, cneayeT yTUAN3nMpPoBaTh COMNACHO NpaBuaam, MPUHATHIM B OpraHu3auuu.
Habop peareHTOB roToB K MPUMEHEHMNIO COTNIACHO WHCTPYKUWIN NO NPUMEHEHUIO.
MpumeHATb HAbOP peareHToB CTPOTO MO Ha3HAYEHNUIO.

Yonanatb otxoabl ¢ npoayKktamu MLUP Heobxoaumo TONbKO B 3aKPLITOM BUAE.
He nonyckaetca oTKpbIBaTh NPo6UPKM nocne amnandukauny

K paboTe c Habopom peareHTOB AONYCKAETCA TONbKO 06YUYEHHbI nepcoHarn.

He ncnonb3oBate Habop peareHToB, eCnu HapylleHa BHYTPEHHAS YNaKoBKa Un
BHELWHWUI BI/ peareHTa He COOTBETCTBYET ONUCaHNIo0.

He ucnonb3oBatb Habop peareHToB, ecnv He cobnt0aaNUCh YCNOBUS TPAHCNOP-
TUPOBAHNA N XPAHEHUA COMNACHO UHCTPYKLUWN.

He ncnonb3oBats Habop peareHTOB N0 NCTEYEHUN CPOKA TOAHOCTH.

36eratb KOHTAKTA C KOXeW, rnasamu n cam3ucton o6onoykoi. Mpu KoHTaKTe
HeMeZANeHHO NPOMbITb MOPAKEHHOe MeCTO BOAON 1 06paTnTbcs 3a MeANLNHCKO
nomMoLLblo.

Mpun ncnonb3oBaHWY MO HA3HAYEHUIO 11 COBNIOAEHUN BhILIENEPEYNCIEHHBIX Mep
npeagocTopoxHocTn Habop 6esonaceH. Mpu ncnonb3oBaHun No Ha3HAYEHWO ©
cobnoaeHNN BblleNepevncieHHblX Mep NPeA0CTOPOKHOCTY KOHTAKT C OpraHus-
MOM YenoBeKa NCKIIOYEH.
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Kawaas 3oHa MU P-nabopatopum gonxkHa 6biTh cHabxeHa HeobXxoauMbIM 060pY-
[OBaHMeM 1N pacxogHbiMu maTepunanamu. 06opyaoBaHue He JONKHO NepemMelaTbCa
3 OZLHOW 30HbI B APYrYI0 N BHYTPY 30HbI MeX Ay paboynmu mectamu (cm. Mpunoxe-
Hune N21).

3ameHa amnaundurkatopa n npobupok Ana amnandunkauuy Ha obopyaoBaHue 1
mMaTepuanbl C aHaA0rMYHbIMI XapaKTePUCTUKAMM He fonycKaeTcsa!

MepeyeHb maTepranoB u obopyaoBaHusa, HeobXoAUMbIX AN MpPOBeAeHNA
nccnenoBaHma:

— MNUP-60oKc Ana NpuroToBAEHNA peaKLNOHHON CMecK;

— MNUP-60kc ansa BHeceHna JHK B npobupku ansa MUP;

— KomnneKkT po3atopoB nepemMeHHOro obbema U HAKOHEYHUKOB C (UALTPOM,
no3sonAwLWMx oT6upate 06bembl KuaKocTen 0T 2 40 1000 MKn;

— AmMnaudguraTop AeTeKTUPYOLWNA:

— Tepmouunknep Ana amnanduKkaunm HyKnenHoBbix Kucnot 1000, ¢ npuHaa-
nexHoctaMu, ucnonHeHue: C1000 Touch ¢ peaKkUUOHHBIM ONTUYECKUM
moaynem CFX96 (Optical Reaction Module CFX96) (MpoussoanTtens:
Buo-Pap Nabopatopues, Nuk, CLLUA);

— MNpubop Ans KONMYeCTBEHHOTO O6GHApyXeHUs NPOAYKTOB MOAMMEpPa3HON
uenHoi peakuyun (MLUP) B pexume peanbHOro BpemMeHu, BapuaHT ncnon-
HeHusa 7500 (Mpowussoauntens: Jlaid TekHonoaxuc Xonaudrc Mte. J114,
Cunranyp).

— MNpobupku ana amnaudukauun 0.2 mn (Kat. Ne SSI-3247-00, MponssoanTens:

SSI, CWA);

—  MukpoueHTpudy Hble npobupkm o6bemom 1.5 maun 2.0 mn;
—  MuwHu-ueHTputyra/sopTeKc;
— TepmocTart.

OHK, BoigeneHHas n3 FFPE-6noka Habopom peareHToB:

—  «JKcTpakTAHK FFPE Habop peareHToB ansa BeigeneHuns JHK yenoseka n3 cpe-
30Bc FFPE-6nokoB AnAaanarHocTuky invitro»noTY 9398-001-11248074-2017,
kat.Ne M1001 npowussoactea 000 «HOMOTEK», Homep perncTpaunoHHOro
ynocTtoBepeHua P3H 2019/9172 o7 14.04.2020;

—  «3KcTpakTAHK FFPE Habop peareHToB ans BeigeneHuns JHK yenoseka us cpe-
308 ¢ FFPE-610KOB ANf NPUMEHEHNA B HAYYHO-UCCNeA0BATENbCKIX LensX» Mo
TY 9398-001-11248074-2017,kat.Ne R1001 npon3soactea 000 «HOMOTEK».

XpaHuTb 1 TpaHcnopTuposats npenapat AHK npu temnepatype o1-28 a0 -10 °C

B TeuyeHue 1 mecsaua, ¢ cobnoaeHvem mep, NpefoTBpaLLAWUX KOHTAMUHALMNIO

obpasuos yyxepoaHon AHK.



13.1 OueHka kayectea AHK

Ha aTtane oueHku kavyectBa AHK npoBoautcs aHanus obpasua ¢ Lenblo Boibopa
passenernna JHK (4x, 8x unum 16x) Ana ncnonb3oBaHus ero Ha atane HapaboTKy
MUP-npoaykTa ¢ myTaumnamu.

MakcumanbHoe 4ucno o06pasuoB, KOTOPOE BO3MOMNHO MpoaHannM3nupoBaTtb
Habopom peareHToB «Hcanaep EGFR ex19», gocturaerca npu og4HOBPEMEHHON
noctaHoBKe He MeHee 30 06pa3uoB (63 NOBTOPOB).

13.1.1 MpuroToBneHNe peakLWOHHOR cMecK

1. Pasmopo3nTb npu Temnepatype oT +15 o +30 °C KomnoHeHThl: «MLP-cmech
Insider», «<Bona aenoHusunposaHHaa», «0nuro-cmecs K».

2. Coaepxumoe npobUpoK TulaTenbHO MepemMellaTb YeTblpexKpaTHbIM MNepeBo-
pavnBaHMeM, 3atem BCTPAXMBAHMEM HA BOPTEKCe B TeyeHue 10 ¢, He gonyckas
obpaszoBaHus neHbl; COPOCUTL KAnan LeHTPUGYTrpoBaHUEM B TevyeHue 5 C.

3. Paccuntatb He0OX0ANMbBIN 06 bEM KOMMNOHEHTOB A1 PEaKUNOHHON CMEeCH, UCXOA S
n3yncna uccneayembix o6pasuos (N) B 3aBucMMocCTu OT hopMaTa NOCTaHOBKN:

— o6pasubl aHanusnpytotca 6e3 NoBTOPOB;
— o6pasubl aHaNM3NpPyTCA B 2-X NOBTOPAX.

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

Bopa aenoHusmposaHHas 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. MpUroToBUTH PEAKLNOHHYI0 CMECh.

MeHamb HAKOHEYHUKU MeKAY KoOMnoHeHmMamu!

5. TwartenbHo nepemewartb PeaKkLUNOHHYK CMeCb BCTPAXMBAHWEM Ha BOPTEKCe
B TeyeHue 10 ¢; cOpoCUTb Kanin co CTEHOK NPO6GUPOK LEHTPU(YTMPOBaHNEM B TeYe-
Hue 5 c.

6. MoarotoBuTb NPobupku ana MLP (ctpunel; 1 ctpun — 8 npobupok) B KonnyecTse
N X3+ 4unnN X 6+ 4 (B3aBUCUMOCTY OT BbIGPAHHOTO thopMaTa NOCTAHOBKMN):
YyCTaHOBUTb B WITATUB, NPOMapPKNPOBaTh.

He ucnone3zoBams maprep, Komopsil hayopecyupyem npu Bo3bywoeHuU
ceemom. MapKUPOBKY HAHOCUMb HA y4ACMKU NIACMUKA, He 300e(iCMBOBAHHbIE
B demeKuuu ayopecueHyuul.

7. BHectn no 20 MKA peakunoHHoi cMmecun B npobupku ana MLUP.
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8. lo6aBuTb N0 5 MKN «Boaa fAenoHM3npoBaHHas», KoTopas Ucnonb3oBanach Ans
NPUroTOBNEHNSA PeaKUMOHHON cMmech, B 2 npobupku ana MUP. MnoTHO 3aKpbiTh
KpbIWKN npobupoKk. Mpu nporpammupoBaHun amnanunkaropa 0603HaAYNTL 3TH
obpasuysbl, kak «KoHTponbHo obpasel 6e3 AHK» (NTC).

MeHamb HAKOHEYHUKU NOC/ie Kax0020 BHeCceHUS obpa3zua B npobupky o5 1L P!

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

13.1.2 MoarotoBKa 06pasuoB
10. B MLLP-60okce ana BHeceHus AHK pa3mopo3nTts MKO npu temnepatype ot +15
no +30 °C.
11. Pa3mopo3utb npu Temnepatype +50 °C uccnenyemoie obpasusl HK.
12. Mocne pasmopo3ky Bce obpasubl nepemelwatb BCTPAXNBAHNEM HA BOPTEKCE,
cbpocnTb Kannum LeHTpudyrupoBaHrem B Te4yeHue 5 c.
13. MoAroToBUTL pasBeseHna uccnesyemoix o6pasuos:
— AN Kaxnzoro obpasua noAroToBUTb N0 3 YnucTble NpobupKu;
— npomMapKupoBaTtb NPobBUPKU, COXpPaHAA Ha3BaHMe o6pasua 1 cTeneHb pa3seje-
Hua: 4x, 8x, 16x;
— BHecTn «Boay AenoHn3npoBaHHy» B NpobupKn: 9 MK B NpobupKy 4x, 6 MK —
B 8X, 6 MKNn —B 16X;
— BNpobupKy Ana paspeneHns 4x BHecTr 3 MK ob6pasua;
3akpsimb NPobUPKY, nepemewyams Co0ePKUMOE HA BOPMEKCE B mevyeHue 5 ¢,
cbpocums Kanau ueHmpugyaupoBaHuem. [loBmopams nocse npu2omMoBaeHus
Bcex pasBedeHud.

— B NPOBUPKY ANA pasBefeHns 8X BHECTU 6 MKN pa3BeeHus 4x;
— B NPOoBUPKY AnA pasBefeHns 16X BHECTI 6 MK pa3BefeHns 8Xx.
MeHamb HAKOHEYHUKU NOCE Ka¥ 0020 BHECEHUA 06pa3ua B npobupKy!

lpobupky ¢ «Bodol 0euoHU3UpOBAHHOU» npu O0abHEUWEM UCNOIb30BAHUU
He BHocumsb B [1L[P-60KC 018 npu20moBieHUS PeAKUUOHHbIX cMecel. Vicnosb-
30Bame 0719 npueomosaeHus dpyaux pazsedeHul [AHK.

14. lo6aBnTb Mo 5 MK noArotoBaeHHbIX passeaeHnin AHK nccneayembix o6pas-
uoB B cooTBeTcTBYOWME Npobupkn ana MLLP. MN0THO 3aKPbITh KPbILWKN NPo6UPOK
cpasynocneBHeceHUs o6pasua, BbINOAHUTL NOCeA0BaTENbHO AN BCeX 06pa3LoB.

MeHamb HAKOHEYHUKU nocae Kaxd020 BHeceHus 0bpazya B npobupky 0nsa ML P!

15. No6aButh no 5 Mmkn «[MMKO EGFR» B ocTaBwuecs 2 npobupku ana MLP. MnoTtHo
3aKPbITh KPbIWKN NPO6GUPOK.

MeHamb HAKOHeYHUKU noce Kaxdo20 BHeceHus obpaszua B npobupky ons MLP!

16. MMpoBepUTH NIOTHOCTb 3aKPbLITUA KPbIWeK NPOBUPOK.



17. Nepemewatb BCTPAXMBAHUEM cofepKumoe npobupok ans MLUP, He gonyckan
obpa3zoBaHus NeHbl.

18. CopocuTb Kannu ueHTpudyrrnpoaHmem B TedeHne 10 c.

13.1.3 Nposenenue MUP
19. YcTaHoBuTh npobupku ansa MLUP B 6nok amnnndukatopa.

20. 3anycTutb Nnporpammtoe obecrneveHune amnanpukatopa. OTKPbITb CO3AaHHbIN
paHee WabNOH NN BBECTY NapameTpbl:

— nporpamma aMI'IJ'IVI(bI/IHaLI,I/II/IZ

CyutbiBaHme

Jtan Temnepatypa, °C  MpofoNKUTENLHOCTb thnyopecueHuun
NHKybauns 95 3 MUH -
95 10c -
Amnanurayns 60 30¢ FAM, VIC
50 ynknos
72 30c -

— co034aTb pa3MeTKy NAallKy B COOTBETCTBUMN C YCTAHOBEHHbIMY NpobupKamu B
6nok amnnnduratopa:

— 4ana Bcex 06pasuoB, BKAOYAA KOHTPOMbHbLIE, BbIGPAThL KaHabl AeTEKUuN
FAM n VIC;
— Bnone «Sample Name» BBECTU HA3BAHUA U CTENEHb PA3BEAEHUA UCCneye-
MblX 06pa3L0B, @ TaKKe Ha3BaHNA KOHTPObHbIX 06pa3uos (PKO n NTC);
—  3anycTWUTb NporpamMmmy amnandukauny.

13.1.4 Beibop o6pa3ua Hagnexallero Kayectsa

21. B nporpammHom obecnedeHuy amnandkatopa oTkpbiTh MLUP-thaiin ¢ pesynb-
TatamMu 1 KW3MeHUTb 3HadveHua «Baseline Cycles» Tak, 4Tobbl 4YacTb rpaguka
thnyopecueHuMn A0 Havyana 3KCMOHEHUMANbHOrO pocTa CurHana crana napan-
nenbHa ocu abcumce 1 6anM3Ka K HyNto No 0CK OpAMHAT.

22. Mo kaHanam FAM n VIC yctaHoBuTb «Threshold» Ha ypoBHe Hayana 3KCNOHeH-
umnanbHoro pocta curHana (HakonneHua MU P-npoaykTa).

23. BuibpaTb passeneHue obpasua ana HapaboTtku MMLUP-npoaykTa ¢ myTauuen,
ncnonbsysa Cxemy 1.

Lna O6PCI3L{OB, nocmaBJ/IEHHbBIX BNOBMOPAX, 3HAYEHUA CC] cq4umams, KAK cped/-lee.
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Cxema 1 — aHanus passefeHuii uccnegyemoro obpasua

1. Anamusz KonrponsHoro N Cqmo xamary FAM =45 ||+ =Y Pesybrarsl sKCIEpUMEHTa
obpasua 6e3 JITHK (NTC) WITH HE OTPENIEIAeTCs TIPU3HAIOTCA HeleCTBUTETHEIMI
! ) |
2. Agamus ITIKO (PKO) »| Cq mo xanamy FAM < 30 | —HET— Pesyinbrarsl sKcTIepuMeHTa
" Cq mo xanmamy VIC < 40 TIPU3HAKOTCA HeleHCTBUTEIEHEIMU

A 4

3. AHanu3 pazBeICHUI Cq o xanany VICS 41 |—HeT-] OGpazer HEPUToeH AU HapaGOTKH
aHaIH3HPyeMoro obpasma TIIP-mpomyKTa ¢ MyTAUAMA

T
JA
v

A 4

OGpasert HENPUTOAEH I HAPabOTKH
< -
Cq mo xamamy FAM < 33 HET-» TIP-npoyKkTa ¢ MyTammmm

i

v
Jna mapaborku ITIP-mpogykTa ¢ MyTaIlMsaMé BbIOPATH
pasBefienne, Hambonee Gmm3koe mo 3HadeHmsM Cq 1O
kaHany FAM k [TKO

13.2 Hapabotka MLP-npoaykta ¢ mytayuamu

MakcumansHoe 4ucno o06pasuoB, KOTOPOe BO3MOMNKHO MpoaHannu3nupoBatb
Habopom peareHToB «Hcannep EGFR ex19», nocturaercs npu og4HOBPEMEHHON
nocTaHoBKe He MeHee 44 o0b6pa3uoB (63 NOBTOPOB).

13.2.1 MpuroToBneHne peakLNOHHbIX CMeceii
1.B MNUP-6oKkce Ana NpuroToBNEHUA PEaKUUOHHbLIX CMeCein pa3mMopo3nTb MNpu
Temnepatype oT +15 g0 +30 °C kKomnoHeHThl: «[TLP-cmeck Insider», «<Boaa aevo-
HU3npoBaHHasa», «0nuro-cmecb O» n «Onuro-cmecs M».
2. Copepxumoe nNpobUPOK TUWATENLHO MepemMeliaTb YeTbiPeXKPATHbIM MepeBo-
paymBaHueM, 3atem BCTPAXMWBAHWEM Ha BOpTeKce B TeuyeHue 10 ¢, He AonycKas
06pa3oBaHMsa NeHbl; COPOCUTL Kanau LEHTPUGYTPpOBaHNEM B TeYeHMe 5 C.
3. Paccuntatb Heobxoanmbll 06bEM KOMMOHEHTOB ANA PeaKkUWOHHOW CMecw,
ncxoaa u3 yucna uccneayembix obpasuos (N) B 3aBucumocTum oT topmata
nocTaHOBKMU:
— obpasubl aHanusupyiotca 6€3 NoBTOPOB;
— obpasubl aHanM3nPy0TCA B 2-X NOBTOPAX.

Onsa kaxaon noctaHoBKky MLLP roToBuTL 04HY peaKkLMoHHY CMeCb C 0NUro-CMe-
Cbto «O».

Onsa kawaon «0nuro-cMecn» peakunoHHas CMeCb roOTOBUTCA OTAENbHO.



Tabnuua 4 — pacyet KonmyecTBa KOMNOHEHTOB (MKO 1 KOHTpONbHLIA 06pasel

6e3 HK yuTteHbl B hopmyne)

06pasibl aHanu3npyioTcs

06pasLbl aHanu3npyoTCA
B 2-X NOBTOpaX

PeakunonHas cmecb 6e3 noBTOPOB

Bopaa nevoHnsnpoBaHHas 10.5 X (N + 4)
MUP-cmecs Insider 5.25 X (N + 4)
Onuro-cmech 5.25 X (N + 4)

10.5 X (N X 2 + 4)
5.25 X (N X 2 + 4)
5.25 X (N X 2 + 4)

4. NMpuroToBrTbL PeAKUNOHHYI0 CMEChH.

MeHamb HAKOHEYHUKU MeKAY KoMnoHeHmamu!

5. TwartenbHo nepemMewatb PEAKLMOHHYI0 CMECh BCTPAXWBAHUEM HA BOPTEKCE B
TeyeHne 10 ¢; cOPOCKTL Kanu co CTEHOK NPOBUPOK LEHTPU(YTUPOBAHUEM B Teye-

Hue 5 c.

6. MoarotoBuTh NPobupkmu ana MLP (ctpunel; 1 ctpun — 8 npobupok) B KonnyecTse
N+ 4unnN X 2+ 4 (B3aBucumocTun oT BbiGpaHHoro opmarta nocTaHoBKN): ycTa-

HOBWUTb B WUTATNB, NPpOMapKnpoBaThb.

He ucnonb3oBams MapKep, Komopsil ayopecyupyem npu Bo3bywdeHUU CBe-
mom. MapKUpoBKY HAHOCUMb HA y4YACMKU NAACMUKA, He 300elicmBOBAHHbIE B

demeKuyuu ayopecueHyuu.

7. BHecTu no 20 MKA peakunoHHol cmMecu B npobupku ansa ML P.

| MeHamb HAKOHEYHUKU MEKAY PA3HBIMU PEAKUUOHHbBIMU CMeCAMU!
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Ha PucyHKe 2 npefcTtaBneHa pekomeHayemas cxema pacnonoxernus MLUP-npo-
OvpoK Npu oHOBPEMEHHOM aHanuse 44 obpa3uo 6e3 NOBTOPOB.

1 2 3 4 5 6 7 8 9 10 11 12
noir |moz2 |1no3 |no4 |NO5 |MNO6 | MO7 MO8 | M09 |1MO10 | MNO11 | K012
1013 | 1014 | 1015 | NO1le | NO17 | 1018 | NO19 | N020 | NO21 | 022 | 1023 | N024
1025 | N026 | 1027 | 11028 | 1029 | N030 | N031 | N032 | N033 | N034 | 1035 | 1036
N037 | N038 | N039 | N040 | N041 | 1042 11043 | 1044 |[PKO |PKO |NTC |NTC
noir | noz2 1Moz | 1Mo4 MNO5 | NOe 107 [ MNO8 M09 |MO10 | MOI11 |MO12
1n013 | 1014 (1015 NOl6 | MNO017 | 11018 | 1019 | 1N020 1NO021 |MN022 1023 | 1024
1025 | N026 | 1027 | 1028 | 1029 | N030 | 031 |1N032 | N033 |N034 | 1035 | 1036
1037 | 1038 | 1039 | 1040 | N041 | N042 | N043 11044 PKO |PKO |NTC |NTC

I o Mmoo m >

PucyHok 2 — cxema, umntupytowas pacnonoxeHuve MLLP-npobupok B 6noKke amnnuguratopa.

0603HaveHne 06pa3LOB Ha CXeMe:

n01-1n044 Niccnepyemble 06pasubl
NTC KoHTponbHbIli 06pasey 6e3 AHK
PKO NKO EGFR

PacnonoxeHne peakLunoHHbIX CMeceli Ha cxeme:

Pacnonoxenue PeakumnonHas cmecb

Al-D12 Onuro-cmecb M EGFR ex19 delX
E1-H12 Onuro-cmeckb O

8. lo6aBuUTb N0 5 MKN «Boaa AenoHn3npoBaHHas», KoTopas UCnonb3oBanach Ans
NPWroTOBNEHNsA pPeakLWOHHOW cMecu, B COOTBETCTBYtoWwMe npobupku ans MUP
(0603Ha4veHbl Ha PucyHke 2 kak NTC). MNoTHO 3aKPbITh KPbIWKK NPOOUPOK.

| MeHamb HAKOHEYHUKU nocae Kaxdo20 BHeceHUs 0bpazuya B npobupKy dna ML P!

9. 3aKpbITb KpbIWKN Apyrux npobupok ana MLP. MepeHecTn Bce npobupKkn ans
MUP B MUP-60Kkc ana BHeceHuna AHK.



13.2.2 TMoparoTtoBKa 06pa3LoB

10. B MLLP-60kce ansa BHeceHna AHK pasmopo3uts NMKO npn remnepatype o1 +15

no +30 °C.

11. Pasmopo3ntb npu Temnepatype +50 °C uccneayembie obpasus AHK.

12. Mocne pa3mopo3Kky Bce o6pasubl NepemewaTs BCTPAXNBAHNEM HA BOPTEKCE,

cbpocnTb Kannu LeHTpudyrupoBaHem B Te4eHune 5 C.

13. MoAroToBUTL passeeHns uccnegyembix 06pasuos, BbibpaHHble B N.13.1.4:

— anakaknaoro obpasuya noAroToBUTh 1 NpobupKy Ans pa3seaeHus;

— npomapkupoBaTb NPobUpPKY, coXxpaHsas Ha3BaHue obpasua u cTeneHb BbibpaH-
HOro pa3BeAeHus;

— BHecTu B npobupKy cHavyana «Boay AevioHn3npoBaHHylo», 3atemM obpasen JHK
B KONMYeCTBeE:

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

Z — KONM4YecTBO TONbKO onuro-cmecein M

Y — KonuyecTBO NoBTOPOB 06pasua

LlonyCcTUMO OKPYTAATb MONYYEHHbIE 3HAYEHNS, COXPaHAA MPOMNOPLNI0 MEKAY KONMNYECTBOM
Boabl 1 AHK

3aKpbiTh NPOBUPKY, NepeMeLLaTh COAEPKIMOe HA BOPTEKCE B TedeHne 5 ¢, c6po-
CUTb Kanin LeHTPNAhYrupoBaHuem.

MeHamb HAKOHEYHUKU nocae Kaxd020 BHeceHUs 06pazya B npobupky!

MMpobupkry ¢ «Bodoli 0euoHU3UPOBAHHOU» npu ddanbHelweM UCNONb30BAHUU He
BHocume B [1L{P-60Kc 019 npu2omoBAeHUA peakuUoOHHbIX cMecel. Vicnonb3oBame
018 npueomoBsieHus opyeux paszsedeHul [JHK.

14. llo6aBuTb no 5 MKA pasBeaeHHon OHK wuccneayembix o6pasuoB B COOT-
BeTcTBYytoWwMe npobupku ana MUP. PekomeHayemoe pacnonoxeHne obpasuos
npeactaBneHo Ha PucyHke 2. M0THO 3aKpbiTh KPbIWKY NpobupKy cpasy nocne
BHeceHua o6pasla, BbIMOHUTL NOCNeA0BaTeNbHO ANs BCeX 06pa3LoB.

MeHAMb HAKOHEYHUKU NOC/IE KaX0020 BHECEHUS 06pa3ya B npobupKy dns ML P!

15. lo6asuth no 5 mkn «MKO EGFR» B cooTBeTcTBYlOWME npobupku ansa MLP
(0603HayeHbl Ha PucyHKke 2 kak PKO). MnoTHO 3aKpbITh KPbIWKK NPobUupKn cpasy
nocne BHECEHUA KOHTPObHOTO obpasua.

MeHamb HAKOHEYHUKU noce Kaxd020 BHeceHUs 0bpazuya B npobupKy 0na ML P!
16. MpoBepuTb NNOTHOCTb 3AKPbLITUA KPbILWEK NPOBNPOK.
17. Nepemewatb BCTpAXMBAHUEM cofepxumoe npobupok ana MLUP, He gonyckan
06pa3oBaHusa NeHbl.
18. Cbpocutb Kanau LeHTpudyruposaHnem B TeyeHune 10 c.
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13.2.3 MposepneHue MLP

19. YcTaHoBuTb npobupku ana MUP B 610K amnaudukaTopa.

20. 3anycTtutb nporpammHoe obecneyeHue amnanpuraropa. OTKPbLITb CO3AAHHbBIN
paHee wWabioH UM BBECTU NapamMeTpbl:

— nporpamma amnangpuKkaunm:

CyntbiBaHme

JTan Temnepatypa, °C  MpofomKNTENLHOCTb thnyopecueHunm
NHKkyb6aumns 95 3 MUH -
AmMnandukauus 95 10¢c B
50 unknos 60 30c FAM, VIC

— co03JaTb pa3MeTKy Nnallkyu B COOTBETCTBUMN C YCTAHOBNEHHbIMU NpobupKammn B
6nok amnaundurartopa:
— [AnA Bcex obpasuoBs, BKAOYAA KOHTPONbHblE, BbIOpaTh KaHadbl AeTeKunn
FAM n VIC;

— B none «Target Name» BBECTU HA3BaHNSA MULLIEHENR:

Nwmsa muwenn no kanany FAM

(cornacHo ncnosib3yemoii 0nro-cmecu) Nmsa muweHn no kavany VIC
EGFR ex19 delX
0 IPC

B none «Sample Name» BBeCTU Ha3BaHUS KOHTPO/bHbIX 06pa3L0B:

HaseaHmne KOHTPONLHOrO 06pasua B

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

— Bnone «Sample Name» BBeCTn Ha3BaHua uccneayemoix o6pasuos. He BBo-
ANTb OAMHAKOBbLIE HA3BAHNA A8 Pa3HbiX 06pa3L0B;
— 3anycTuTb NporpamMmy amnandukaunn.

14. AHann3 AaHHbIX

AHanun3 paHHbix TLUP npoBectn ¢ nomolblo nNporpammMmHoro obecneyeHus
«[10 NHcanpep EGFR», kat. N2 W3001, nponssoactea 000 «HOMOTEK».



15.1 Habop peareHToB «/IHcalgep EGFR ex19» pa3peliaetca TpaHCNoOPTNPOBaATh
BCEMU BUAAMUN KPLITOrO TpAHCNOPTa B COOTBETCTBUUN C NpaBunamm, ycTaHoBNEeH-
HbIMW Ha AAaHHOM BUAE TpaHcnopTa.

15.2 TpaHcnopTupoBaHue Habopa peareHtoB «/Hcangep EGFR ex19» ocyuiecT-
BNAETCA B NMEHOMNNACTOBLIX TEPMOKOHTEHEpPaX C XnNajo3fneMeHTaMy B TeyeHune 5
CYTOK Npu Temnepatype oT -28 no +8°C.

15.3 XpaHeHue Habopa peareHToB «WHcangep EGFR ex19» fo n nocne nepeoro
BCKPbLITVA OCYLLECTBAAETCA NpU TemnepaTtype o1 -28 go -10°C.

15.4 Habop peareHToB, TPAHCMOPTVPOBABLWINUACA WAV XPAHWUBLIMIACA C Hapylle-
HUeM TeEMNEPATYPHOT0 PEXMMA, UCNOAb30BAHMNIO HE MOANEKNT.

CpoK rogHocT 12 mecsAueB C AaThl NPOU3BOACTBA NPU COOMIOAEHWNN YCNOBUI
TPAHCMOPTUPOBAHNSA U XpaHeHnA. Habop peareHToB nam nonyyYeHHbie B X04e UCMOb-
30BaHNA CMECH PACTBOPOB C NCTEKLINM CPOKOM FrOAHOCTUA NPUMEHEHWIO HE NOANEKaT.

He ncnons3zosatb «Hcangep EGFR ex19», ecnu npumeHnm xoTa 6bl 0AUH KpU-

TePUii HENPUroaHOCTI:

— npu NepBOM BCKPbITUM O0OHapYKeHO noBpexAeHUe (HacoBOYHOW Taphl
KOMMOHEHTOB;

— HEeT BO3MOMXKHOCTV NNOTHO 3aKPbITh ()aCOBOYHYIO Tapy KOMMOHEHTOB UK 06Ha-
PYKEeHbl NPOTEYKN;

— HenosHaA KOMMNNEKTHOCTb, B TOM YMC/e B pe3ynbTaTe NpuMeHeHNs;

— BHEWHUIA BUA KOMMOHEHTOB HE COOTBETCTBYET OMUCAHNIO;

— HapylWeHbl YCN0BUA XPAHEHNS;

—  UCTEK CPOK rogHOCTY;

—  KOMMOHEHThl KOHTaMuHUpoBaHbl JHK yenoseka;

— un3rotoBuUTENb coobuwmn o6 OT3biBe MPOW3BOACTBEHHOW CEpUK, K KOTOpON
OTHOCWUTCA AaHHbIA Habop peareHToB (nocpeAcTBOM 006bABNEHUA Ha canTte
www.nomotech.ru unu nHeim cnoco6om).

21



22

Mpeanpuatune-uzrotosutens 000 «HOMOTEK» npu cobnioaeHun ycnosuii
TPAHCMOPTUPOBAHMUA, XPAHEHUA N UCNOoNb30BaHNA Habop peareHToB «lHcanaep
EGFR ex19» rapaHTupyert:

— cooTBeTcTBME Habopa peareHToB TpeboBaHNAM

TY 20.59.52.199-036-11248074-2018;

— TapaHTUiiHbIN CPOK XPaHEHUS B yNaKOBKe — 12 MeCcALEeB CO AAHA U3rOTOB/EHUA.

Mo ncTeyeHUo cpoka rogHoCT Habop peareHTOB 1 BCE €ro KOMMOHEHTbLI NpUMe-
HEHUIO HE MOANeKaT.

19.1 KoHTponb KavyecTBa Habopa peareHToB ocyuecTenserca OTK npeanpuatna-
n3rotosutena cornacHo TY 20.59.52.199-036-11248074-2018.
MpeanpuATNe-N3roToBUTENL NPOBOAUT MNPUEMO-CAATOYHbIE WUCMAbITAHUA ANA
Kam /Aol MPou3BOACTBEHHOW CEpuKn, OCYLLeCTBNAA BEPUDUKAUNOHHBI KOHTPOb
OCHOBHbIX aHANNTUYECKNX XAPAKTEPUCTNK, BHEWHErO BUAA, KOMMNEKTHOCTK, yna-
KOBKW, MapPKNPOBKI, & TAKKE NPOBOAMUT KOHTPO/Ib KA4eCTBA CbipbA N KOMMNOHEHTOB.
19.2 MeTtponoruyeckaanpocnexunsaemoctb [TKO EGFR obecneveHa L0 KOHTPONbHBIX
06pa3uLoB NpeAnpuATUA, BEpUGhULNPYEMbIX CEKBEHMPOBaHNEM No meToay CaHrepa.

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

Mpw nojaye peknamaunnm HeobXoANUMO UCKIOUYNTL HU3KOE KavyecTBo GromaTe-
puana, owmnbry n3mepeHns, ownbKy BbIMONHEHNA MPOTOKONA, HAPYLLIEHWE YCNOBUIA
TPAHCMOPTUPOBAHUS 1 XpaHeHus. Ecnu Bce yKaszaHHble (hakTopbl UCKIOYEHDI,
HeobxoAMMo 06paTUTLCA B CNYKOY TEXHNYECKOI NOAAEPKKN.

21.1 Habopbl peareHToB «Hcanaep EGFR ex19», npuweawne B HENPUroAHOCTb,
B TOM YMC/e B CBA3W C UCTEYEHNEM CPOKA FOAHOCTU, MOANEKAT yTUAn3auuu.

21.2 YHunuToKeHne Habopos peareHToB «lHcaingep EGFR ex19» ocyuwecTBna-
eTcA opraHu3aunaMy, NMeLWwnuMn coOOTBETCTBYIOLLYIO NNLEH3MNIO, HA CNelnanbHo
o6opyAoBaHHbIX NaowWazKkax, mnofiuroHax 1 B NOMeLEHNAX B COOTBETCTBUN C Tpe-
6oBaHUAMU, NPefYCMOTPEHHbIMU cyllecTBYOWUMN PeaepanbHbIMU 3aKOHAMU, U C
cobnoseHnem 06a3aTeNbHbIX TPeO0BaHUI N0 0XPaHEe OKPYKaKLWER cpeabl.



OcHoBHble npuHLMNbI padoThl B ML P-nabopatopun n npasuna ee opraHusaunm:

3oHUpoBaHME
HanpaBneHne noToka matepuanos 1 nepcoHana
Pa3melyeHne 060pyaoBaHua n ybopoyHoro MHBeHTaps

OcHoBHbie npuHyunsl pabomsi B [1LP-nabopamopuu

OfHOHanpaBNeHHOCTb NOTOKA NepcoHana u maTepunanos
TexHonornyeckas oAexaa LoNxHa ObITb CTPOr0o MHANBUAYANbHA.

Bcerna ucnonb3osath nepyaTtku. He npukacatbca K noBepxHocTam, obopyao-
BaHUI0, pyyKam Bepeii, XoNoANNbHNKOB 1 T.4. 6e3 nepyaTtok

He nepemewatsb npu pabote, ybopKe nomelweHnin obopynoBaHue gaxe B npeje-
nax o4HON 30HblI.

He BbIXOAUTb 3@ NpeAenbl 30Hbl B TEXHONOTNYECKO 0lex e.

MapKnpoBaTb MCNONb3yeMble PeaKTUBbI.

XpaHnTb UCNONb3yeMble peakTuBbl (BCKPbIThIE HABOPLI peareHToB) 0TAENbHO OT
He NCnoab30BaBLWINXCA.

XpaHuntb matepuansl, cogepxawme JHK otaensHo oT peakTnBOB, UCNOAb3Yi0-
WMXCA ANA NPUTOTOBNEHUA PEAKLUNOHHON CMecHu.

Boigenenne OHK, npurotoBneHne peakuUUOHHON cMmecu crnedyeT NPOBOAUTH
B MUP-60kcax unm namumHapHbiX wWKahax C BbIKAIOYEHHBIM NaMUHAPHbIM
MOTOKOM.

Mpun paboTe ¢ po3atopamu UCMNONb30BaTb HAKOHEYHWKW C tuabTpom. [na
Kam Ao onepauny MeHATb HAKOHEYHUK.

[na xpaHeHnsa 203aTOPOB NCMOb30BATb CNELaNbHYI0 CTOMKY.

MMocne nepemeweHna npo6UPOK BCerda ocaxAaTb Kanau CO CTEHOK Ha
MUHU-UeHTpudyre. N36erate KacaHua BHYTPEHHER NOBEPXHOCTY NPOOUPOK 1
KpblleK HAKOHEYHNKOM.

Mepen n nocne paboTbl NPOBEPUTHL UCNPABHOCTb 060pyaoBaHus, y6pats pabo-
yee mecTo. [1na ybopku MLLP-60kca B T.4. ucnonb3oBath ynbTpathuoner.

MMocne paboTbl yTUAN3MPOBATL UCMONb30BAHHbIE MaTepuanbl — HAKOHEYHUKN,
npobupKN 1 T.4. COrNacHo pernameHTy naboparopun

Mpobupkn ¢ MLUP-npoaykTOM He oTKpbiBaTb B 30He N24. [na yTunausauum
npobupok ¢ MUP-npoaykTom B 30He N24 nomecTuTb NpobUpKKN B NaKeT, NnakeT
3aKpbITh, yTUAN3NPOBATh.
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30HuUpoBaHue.

MuP-nabopatopusa ana MUP-PB gonkHa BKAoYaTh MUHUMANbHLIN Habop pabo-
41X 30H:

— 3oHa N°1 — ana pabotbl ¢ reHomHou AHK (Bbigenenune LHK, noarotoBka
obpasuos)

— 3oHa N2 — ana npuroToBAEHNA peakLNOHHbIX CMecelt (M30nnpoBaHa oT NCTOY-
Huka JHK)

— 3oHa N23 — anqa BHeceHns JHK B peakunoHHy cmech

— 3oHa N24 — ananposeaeHuna MLUP (MmecTo HaxoxaeHna amnanduKkaTopos)

Mpun HeoBX0AMMOCTN BO3MOKHO pa3mMelteHne 30H N22 11 N°3 B o4HOM NoMeLLeHUN
npu cobniogeHnn pasgeneHns NpoLeccoB NPUroTOBAEHNA PEAKUNOHHbBIX CMECen 1
BHeceHua AHK B pasHbix ML P-6okcax.

Lnsa paboTbl ¢ 60NbWKMM MOTOKOM BUONOrMYECKOro MaTepuana cneayert co3aaTb
LONONHNUTENbHYI0 30HY N° 1a Ana ero npuemku, pernctpauny, pabopa, nepBuYHONR
obpaboTKu.

Ona pa6otbl ¢ MUP-npoayKTOM HeobX0AMMO CO3A4aTb AOMNOAHUTENbHYIO 30HY
Ne5 — ana maHunynauui ¢ MU P-npoaykTom (3nekTpodopes, NoArotoBKka 06pasLos
nepeja CEKBEHUPOBAHUEM).

Mepen Kam Aol 30HON AoNKeH ObITb 060pPYyA0BAH CAHMPOMYCKHWUK — AN CMEHbI
OZleX bl HA TEXHONOTMYECKYI0, XpaHeHus y6opoUuHOro MHBeHTaps.

HanpasieHue nomoka MmamepuasioB U nepcoHand.

B NMUP-nabopatopum gonxHa cobnogarbca o4HOHANPABIEHHOCTL MOTOKA MaTe-
punanos. B 30Hy N22 He AoNXKHbI NoNaaartb MaTepuansl U3 Apyrux 3oH. 4na apyrux
30H AeNCTBYET NPUHLNM: MaTtepuansl, nobbiBaBlne B 30Hax ¢ 60NbWUM HOMEPOM,
He JONKHbI NepeMewatbca B obpaTHoM HanpasneHuu. Moa matepranamu cnepyet
MOHUMAaTb: NPOBUPKK, WUTATUBLI, NAKETHI, LOKYMEHTbI 1 T.1.

B MNUP-nabopatopun ponkHa cobnoaarbca oAHOHANPABMEHHOCTb MNOTOKA
nepcoHana, B T.4. obcnyxusaluero nepcoHana. JSlioaun, nobbiBaslme B 30HaX C
60nbWNM HOMEPOM, MOFYT Nepemeliatbca B 06paTHOM HanpaBAeHUN TONbKO Npu
cobnoaeHnn nopaaka NOAroTOBKM nepcoHana K pabote (MbiTbe pyK, CMeHa KOM-
nnexkTa ofAexAabl n 1.4.). Mpn pabote B 30He N5 cneayeT nnaHupoBatb paboyun
npouecc Tak, 4Tobbl B 3TOT leHb He BO3BPALLATLCA B Apyrue 30Hbl. Bece Haxoaawm-
eca B nabopatopuy A0MKHbI B KaX /0 30HEe MEHATb OJEKAY HA TEXHONOTMYECKYO:
06yBb, Xanart, Wano4yka, Macka, nepyaTku, HapyKaBHUKN. TexXHONornyeckas oae-
KA CTPOro He I0/1KHa NepeMellaTtbCca Mex Ay 30HaMu.



PaszmeuweHue 060py0oBaHus u yb6opo4yH020 UHBEHMAPA.

Kaxpaas 3oHa gonxHa 6biTb cHabxeHa HeobxoanMbIM 060pyA0BAHNEM 11 PACXOA-
HbIMU MaTepuanamu. O6opyaoBaHie He AOMKHO NMepeMellaTbCs U3 0JHON 30HbI B
APYTYI0 U BHYTPW 30HbI MeX Ay paboynmu mectamu. MuHUManbHbIA CINCOK cTaLN-
oHapHoro o6opynosaHus B 3oHax ML P-nabopatopun:

3oHa N°la — ueHTpudyra, WTaTBbl, BOPTEKC, KOMMNEKT 403aTOPOB, KOMMIEKT
NHCTPYMEHTOB ANA paboTkl ¢ Matepranom, MecTo 415 XpaHeHUs matepuana;
3oHa N1 — MUP-6okc ana soigenennsa JHK, komnneKkT Ao3atopos, BOpTEKC,
MUHULEHTpUtYra, ueHTpudyra, TepMocTat, WTATUBLl, MOPO3UbHAA KaMepa,
X0N0AUNbHAA KaMepa;

3oHa N°2 — MMLP-60Kc AnA MOATOTOBKY PeaKLUVOHHOR CMeC, KOMNEKT 103aT0-
POB, BOPTEKC, MUHMLEHTPUdYra, MOpo3unbHaA KaMepa, XoNoannbLHas Kamepa,
WTaTUBbI;

3oHa N3 — MUP-6okc ana BHeceHua AHK B npobupku ana MUP, KomnnekT
[103aTOPOB, BOPTEKC, MUHULEHTpUtyra, TepmocTat, Mopo3unbHas Kamepa,
X0N0AUNbHAA KaMepa, WTaTuBbI;

3oHa N24 — amnandukatop, LeHTputyra c poTOPOM ANA CTPUMNOB U NNaLLEK;
3oHa N°5 — MMLUP-6okc ana pabotsl ¢ ML P-npogyKkTomM, KOMNAEKT 403aTOPOB,
BOPTEKC, MUHMLEHTPU(Yra, ueHTpudyra, wratnssbl, npubop Ana npoBeAeHNA
anekTpodopesa, nabopatopHble BeCbl, MUKPOBONHOBASA MeYb, MOPO3WbHAA
Kamepa, XonoAnbHasa Kamepa.

Kamaas 30Ha gonxHa ObiTb cHabxeHa UHAWBUAYANbHBIM Y6OPOUHBIM UHBEH-

Tapem — BeApPO AnA MbITbA nona, weabpa, TpAnNKa ANA MbITbA N0Na, EMKOCTb U
TPAMKW AN MbITbA paboynx NoBEPXHOCTEN, Ae3NHBULMPYIOLWME XN0p- UAN Nepe-
KNUCb- cofiepalime cpeactBa. YOOPOUHbI NHBEHTAPb HE [JOMKEH NepeMellaTbCs
3 0JJHOV 30HbI B APYTYIO0.
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