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Tun thnyopecueHTHOro Kpacutens,
[LeTEKUWN curHana nonumMepasHoin
B peXuMe peanbHoro BpeMmeHu

UCMONb3YEMOTO Npu
LernHon peakuun

Tun hnyopecueHTHOro KpacuTtens,
LeTeKunn curHana nonumMepasHoin
B peXuMe peanbHOro BpeMeHu

NCMNONb3YEMOTO Npu
LernHon peakuun

(aHrn. «hot spot») — yyactok AHK, xapaktepusywuwuniics
MoOBbIWEHHON MyTabuNbHOCTbIO, B pe3ynbTaTe KOTOPON
BreHOMe YenoBeKa MPOUCXOAAT MyTauum, CPean KoTopbIiX
MOTYT 6bITb KNMHUYECKN 3HAYNMblE
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KoHTponbHbIN 06pasel, npeanpuaTns
KoHTponbHbIn 06pasey 6e3 AHK (NTC)
3HaveHune nons «Target Name»
MoNOKNTENbHbIA KOHTPONbLHBIV 06pa3sel
MporpammHoe obecnevexne

MonnmepasHas LenHaa peakumna ¢ GnyopecueHTHON AeTekK-
umen HakonneHna npoaykTa amnangukaunn JHK B pexume
peanbHOro BpeMeHu

TexHnyecKkune ycnosuna
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Habop peareHToB ana amnandukaunm ysyactkos AHK, cogepxkawmx mytaunu B
«FOpAYNX TOUKax» 3K30Ha 15 (c.600) reHa yenoseka BRAF, metonom [LP B pe-
HUMe peanbHOro BpeMeH) AN NPUMEHEHUS B HAYUYHO-UCCNeA0BaTENbCKUX LEeNax
(«MHcanpep BRAF»).

Habop peareHtos «lHcangep BRAF» Bbinyckaetcs B 04HOM BapuaHte
NCNONHEHNA.

BHuMaTeNnbHO M3yynTe UHCTPYKUWMIO Nepes npuMeHeHnem Habopa peareHToB.
Bce cBeaeHnsn, Heobxoaumble Ans npumeHeHna (3kcnayaTtauun) Habopa peareH-
ToB «Hcalaep BRAF», npuBeseHbl B HACTOAWEN UHCTPYKUWUW. Jpyrue LOKYMEHTbI
no aKcnayaTauumn, KPoMe UHCTPYKUWW, HEe NPeayCMOTPEHbI.

Tonbko ansa NPUMEHEHNA B HAYYHO-NCCNeA0BaTEIbCKUX LeNAX.
He ana npumeHeHns B MEANLNHE UMW BETEPUHAPUN.

Habop peareHToB npeaHasHavyeH Ana HapaboTku ML P-npoaykTa ¢ myTaumuamm B
«FOPAYNX TOYKaX» 3K30HA 15 (€.600) reHa yenoseka BRAF no KonnyecTtsa, gocTa-
TOYHOrO AN1A CEKBEHUPOBaHWA No MeToay CaHrepa ¢ uenbto ngeHtTndukaunm myta-
unn. HK, He coaepxawias myTaunm B yKasaHHOM y4yacTKe reHoma, He amnandu-
unpyeTcsa n, Takum obpasom, He BNUAET HA AeHTUQUKaL N0 My TalUni.

Tabnuua 1 — nepevyeHb Hanbonee 3HAYMMbIX MYTAUWUA B «FOPAYMX TOUKAX»
3K30Ha 15 reHa yenoBeka BRAF, Ha KOTOPbIX BaMANPOBaH Habop peareHToB
(BO3MOKHA AeTEKLMA APYTUX PEAKO BCTPEYAKWMXCA MyTaLnia)

BRAF ex15¢.600 c.1799T>A p.V600E
chr7:140753329-140753343 .1798_1799GT>AA p.V600K
€.1798 1799GT>AG p.V600OR

€.1799_1800TG>AA p.V60OE



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

Tabnuua 2 — cocTta 1 popma Bbinycka

6ecuBeTHasa yme-
PEHHOI BA3KOCTU.
[OonycKkaetcs
BCMeHUBaHue npu
BCTPAXUBAHUN.

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

Insider nol.lmn npospavyHasn cMmecb HyKneotuatpudocha-
GecuBeTHaa yme- | T0B, Mg?" 1 peakunoHHbIN
pPEeHHOI BA3KoCTU. | Bydep.

[onyckaeTca
BCMNEHMBaHWe npun
BCTPAXUBAHUN.

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

poBaHHas no 1.5 mn npo3payHas 6e3 IHK aona noaTBepKaeHUA
6ecuseTHas. OTCYTCTBUA KOHTAMUHALNN.

LN npuroToBAEHUA peakLu-
OHHBbIX CMeCeii.

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

BRAF ¢c.600 npos3pavyHas TUAbI ANA cneunduyecKoi
6nenHo-po3oBas. | amnanduraunn yyactka AHK

chr7:140753329-140753343,
IBK.

Onuro-cmeck O 0.55mn | 1 npobupka | uakoctb CoepKnT ONNTOHYKNEOTUAbI
npospayHas Ans cneyndunyeckon amnnm-
6nefaHo-po3oBan. | huKauuym yyactka reHOMHON

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

Onuro-cmeck K 1.3mn | 1npobupka | MuakocTs CoAepKNUT ONNTOHYKNEOTUAbI
npospayHas ANA OLUEHKM KayecTBa aHann-
6nenHo-po3oBan. | 3upyemoi AHK, 3BK.

Mpaiimep ana 0.55mn | 1 npobupka | uakoctb CofepKnT ONNroHYKNeoTna,

CEKBEHNpPOBaHNA npospayHas Heob6X0ANMBIV ANA CEKBEHN-
GecupeTHas. poBaHus no metoay CaHrepa.

NKO FullRAS 1.3 mn | 1npobupka |Kuagkocts Copepwut AHK c myTaHT-
npospayHas HBIMU KOMUAMU NCCNeayemMblX

yyacTkoB JHK. KoHTponb
npoxoxaeHna MLUP nBepHoro
onpeaeneHns MyTaumnoH-
Horo ctaTtyca 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 HapaboTkn MU P-npoaykTa Habopom peareHToB «Hcanaep BRAF»
yBenu4nBaeTca KONMYecTBo MyTaHTHbIX Konuid JHK, 4To no3BonseT nposecTn aHa-
nun3 obpasua cekBeHupoBaHvem no metony CaHrepa.

AHanuns obpasua npoxoAunT B ABa 3Tana: oleHKa kayecTsa obpasua n HapaboTka
[MLULP-npoayKTa C MyTaumaMm B «ropAaYMX TOHKAX».

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

Ona HapaboTtku MLUP-npoaykTa ¢ mytaHTHON AHK ncnonb3yetca MyTaunoHHO-
cneynduyeckan nonuMepasHasa LenHasa peakuna ¢ AeTeKUuneln curHana B pexunme
peanbHoro spemeHn (peakuna «M»). B peakuun «M» amnautnynpyerca uccneay-
eMblii pervoH, cogepxawmnin mytaunn. Cneunduyeckas amnandukauns permoHa ¢
MyTaunein NponcxXoauT 3a cuet cogepanusa B «0nuro-cmecu M» moandnunpoBaH-
HOrO OINTOHYKNIEOTNAA, UMEIOLLErO BbICOKOE CPOACTBO K pedepeHCHON nocneno-
BaTeNbHOCTW. T.e. MPU HANNYNN B perrioHe XoTsA 6bl 0HON MyTauuy He obpasyeTcs
AynaeKkec Matpuua — MoaAnUnGUPOBaHHbIA 0NMroHyKNeoTua. B pesynbtaTte ocBo60-
MAaeTca MecTo ANA nocagku npanmepa, 4yto obecneynBaet npoxoxaeHue MU P-pe-
akuun. MpurogHocTb MU P-npoaykTa Ana cekBeHupoBaHua no metony CaHrepa
onpeaenseTcA NyTem cpaBHeHWA 3HaYeHuin Cq uccneayemoro obpasua B peakuusax
conuro-cmecbio «0O» n «M» co 3HayeHuamu Cq MKO.

[ ns KOHTpons KavyecTBa npoxomaeHus MU P-peakuunii B coctaB onuro-cmecei
«K», «0» 1 «M» BXOANT 3K30T€HHbIN BHYTPEHHUIA KOHTPOoAb (IBK).



leHbl YenoBeka KRAS, NRAS n BRAF KoanpyoT )epMeHTbl-KOMMNOHEHTbI CUT-
HanbHoro kackaga RTK-RAS-RAF-MEK, perynupytouiero nponutepaunto n and-
thepeHUMPOBKY KNneTok. MyTaunm B «ropa4ymx Toykax» 3ak3oHoB 2 (c.12, c.13), 3
(c.59, c.61), 4 (c.117, c.146) reHoB NRAS n KRAS n myTaumns B 3k3oHe 15 (c.600;
myTauna V600) reHa BRAF npuBoAAT K runepaktusaunm 6enkos, n3-3a 4yero npo-
necxXoauT hopMuUpoBaHNE U ManurHu3auma onyxonen.t*

Haunbonee 4acTo BbilenepeyvynciieHHble MyTaUuy BCTpevalTcs Npu Koopek-
TanbHOM paKe, MenaHome, ageHoKapuuHoMe Nerkux, rnmobnactome n ageHokap-
LUHOME MOAMENYA0YHON Kenesdbl C MPOrHOCTUYECKOW 3HAYMMOCTbI0.>>7 TToMumo
PONN B KaHLeporeHese onucaHHble MyTauuy accoummpoBaHbl ¢ YYBCTBUTENbHO-
CTbl0 OMYyXONeil K TepaneBTUYeCKUM npenapartam — aHTu-EGFR aHTuTenam, uHru-
outopam MEK1, nuxrubntopam BRAF.

Mpepen o6HapyKeHus 150 konuit MyTanTHoW JHK
(MUHUManbHoe KonuyecTBo kKonuin JHK ¢

MyTauuein, focTaToyHOe ANA NOATOTOBKN

MUP-npoayKTa, NPUroAHOro ANA CEKBEHN-

poBaHusa no metoay CaHrepa)

AHanuTnyeckas cneunuyHoCTb B peakuuax c nonoXunTe bHbIM KOHTPONbHbLIM
(noj aHaNMTUYECKOU cneunthnyHoCTbIo 06pasyom —nNpoxoAnT amnanguKkauns y4acTkos
noHnmaetca cnocobHocTb Habopa pea- OHK, cogep)awmux myTaunm B «ropadynx To4kax»

reHToB «/IHcannep BRAF» cneundunyeckn | ak3oHa 15 (c.600) reHa yenoseka BRAF.
amnangununposatb yyactkn AHK, conep-
Kawme mytauum, 4To obecneymsaeTcs ¢
nomoLibio cneunduyeckn nofobpaHHbix
ONINTOHYKNEOTNAOB, MPOBEPEHHbIX HA
KOHTPONbHbIX 06pasuax)

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

9.1 NHdopmauua o6 nHTepthepmpyoWmx BelwecTBax

[nf oueHKN BANAHNA NOTEHLMANbHO MHTepthepupyoWmnx BelwecTs Ha paboTy Ha-
6opa peareHtoB «Hcangep BRAF» 6bina npoBefeHa OLEHKA BNWAHUA NMOTEHL M-
anbHO MHTepdepupyLwnx BelwecTs (napatuHa), cogepxawmxca B bnomartepna-
ne, nocne Bbigenenna n3 Hero AHK c nomowbio Habopa peareHToB «IKcTpakTAHK
FFPE Habop peareHtoB ans sbigeneHus AHK yenoseka n3 cpesos ¢ FFPE-6n0-
KOB ANA AWarHocTukuy in vitro» no TY 9398-001-11248074-2017, npou3BoACTBaA
000 «HOMOTEK», Homep peructpaunoHHoro ygoctoseperns P3H 2019/9172 ot
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 NOBLIWEHHLIM COAepKaHnem napaduHa Mnowass napapuHa — 8 cm?.
Mnowanb TKAHW — 2 cMm2.

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 luanasoH onpeaeneHns MytaHTHbix Konuit JHK

Mpeaen obHapyxeHnsa (150 konuit myTaHTHol AHK) paccuntan gna o6pasuos ¢
KOHLeHTpauunen 2 Hr/Mkn (10 Hr B peakLnmn), B KOTOPbIX COAEPKUTCA 5% MYTaHTHOW
OHK; ananasoH ctaHaapTHol ownbku — ot 125 a0 172 konuit. Ha PucyHke 1 n3o-
GpaxeHa 3aBUCUMOCTb MUHNMANbHO BO3MOMHOM0 AETEKTUPYEMOTO % MYTAHTHOW
OHK ot o6uwero konnyectsa HK B ycnoBuax coxpaHeHuns npeaena obHapyKeHus.



% 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
pa3nunyHbIX 06pa3L0B KIMHUYECKOTO MaTeprana.

MoBepxHocTn paboynx cTONOB, a TakkKe pabounx nomeweHunii cneayet 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 04HOPA30Bble MPUHAANEKHOCTH (MPOOGUPKN, HAKOHEYHUKM)
[IOMKHbI cOpacbiBaTbCA B CNeUnanbHblil KOHTEHEP, COAepKAWMNA Ae3nHbuLn-
pyloLWwun pactTeop.

Hencnonb3oBaHHbIE peareHTbl, peareHTbl C WCTEKWWM CPOKOM TOAHOCTH,
NCNONb30BaHHbIE peareHTbl, YNaKoBKY, O6MoNornyeckuini martepuan, BKoYas
maTepuansl, MHCTPYMEHTbI 1 NpeaMeTbl, 3arpa3HeHHble 610N0rMYecKM 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 nonyckaetca oTKpbiBaTh NPo6UpPKN nocie amnantukauny

K paboTe c Habopom peareHTOB A0MYyCKAeTCA TONbKO 06YUYEHHbI NepcoHan.

He ucnonb3osath Habop peareHToB, eCivi HApylleHa BHYTPEHHAA yNaKoBKa Uin
BHEWHW BUA peareHTa He COOTBETCTBYET ONucaHuio.

He ucnonb3oBatb Habop peareHToB, ecnv He coboaannch yCnoBUs TpaHcnop-
TUPOBAHWA N XPAHEHUA COTNACHO UHCTPYKLUWN.

He ncnonb3oBats Habop peareHToB N0 NCTEYEHUN CPOKA TOAHOCTH.

36eratb KOHTAKTA C KOXeEW, rnasamu n cam3ncTon o6onoydkoi. Mpu KoHTaKTe
HeMeZANeHHO NPOMbITb MOPAKeHHOe MeCTO BOAON N 06paTtnTbcs 3a MeANLUHCKO
MoMOLLblO.

Mpu ncnonb3oBaHWM NO Ha3HAYEHMIO U COONIOAEHNN BbllENepeYncleHHbIX Mep
npegocTopoxHocTn Habop 6esonaceH. Mpn Ucnonb3oBaHUM Mo Ha3HAYEHWIO ©
cobnoAeHNIN BbIWENEPEUNCTIEHHBIX MepP NMPEAOCTOPOKHOCTI KOHTAKT C OpraHns-
MOM YeNoBeKa NCKITIOYEH.
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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 kayectea AHK

Ha atane oueHku kavyectBa AHK npoBoautcs aHanus obpasua ¢ uenblo Boibopa
passenernns JHK (4x, 8x unu 16x) Ana ncnonb3oBaHUs ero Ha atane HapaboTKy
MUP-npoaykTa ¢ mytaumnamu.

MakcumanbHoe yncno 06pasLoB, KOTOpoe BO3MOXKHO NpoaHanu3npoBaTs Habo-
pom peareHToB «Hcangep BRAF», focturaerca npu 0o4HOBPeMEHHON NOCTAHOBKe
He meHee 30 o6pa3uoB (6e3 MoBTOPOB).

13.1.1 MpuroToBneHNe peakLNOHHOR cMmecK

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

2. Conmepxumoe npobupoK TwWATeNbHO MepeMelaTb YeTbipexXKpaTHbIM MepeBo-
paynBaHneM, 3aTeM BCTPAXNBAHUEM HA BOpPTEKce B TevyeHue 10 ¢, He AOMycCKas
obpasoBaHus neHbl; COPOCUTL KANan LeHTPUGYTrpoBaHNEM B TeveHue 5 C.

3. Paccuntatb He0BX0ANMbI 06 BEM KOMMOHEHTOB /1A PEAKLNOHHON CMECH, UCXOA S
n3yncna uccnegyemoix o6pasuos (N) B 3aBUCMMOCTI OT hopMaTa NOCTAHOBKN:

— obpasubl aHanu3upytoTca 6e3 NoBTOPOB;

— obpasubl aHaNM3UPYTCA B 2-X NOBTOPAX.

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

Bopa aenoHusnposaHHas 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 KOMnoHeHmMamu!

5. TwartenbHo nepemelwatb PeaKkLUWOHHYK CMeCb BCTPAXMBAHMWEM Ha BOPTEKCe
B TeyeHue 10 ¢; cOpoCUTb Kannm co CTEHOK NPO6UPOK LeHTPU YT MpPOBaHNEM B TeYe-
Hue 5 c.

6. MoarotoBuTh NPobupku ana MLUP (ctpunel; 1 ctpun — 8 npobupok) B KonnyecTse
NX34+4unnmN X 6+ 4 (B3aBucumocTu oT BbIGpAHHOro hopmata nocTaHoBKN):
YyCTaHOBUTb B WTATUB, NPOMapPKNPOBaTh.

He ucnone3oBamsb maprep, Komopsil ayopecyupyem npu Bo3bymoeHuU
ceemom. MapKUPOBKY HAHOCUMb HA y4ACMKU NIACMUKA, He 300e(iCmBOBAHHbIE
B demeKyuu ¢ayopecyeHuuU.

7. BHecTn no 20 MKA peakunoHHoi cMecu 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 0b6pa3LoB

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. lo6aButh no 5 mkn «MKO FullRAS» B octaBwwuecsa 2 npobupku ana MLP.
MNOTHO 3aKPbITb KPbILWKW NPOBUPOK.

MeHamb HAKOHeYHUKU nocae Kaxd0020 BHeceHUs obpaszua B npobupky ons ML P!



16. MpoBepUTL MAOTHOCTb 3AKPbITUA KPbLILWEK MPOBUPOK.

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

18. Cbpocutb Kannu LeHTpudyrunposaHnem B TeyeHune 10 c.

13.1.3 Nposenenune MUP

19. YcTaHoBuTL npobupku ana MUP B 610k amnautnkaropa.

20. 3anycTuTb nporpaMmHoe obecneveHune amnaudurkatopa. OTKPbLITb CO3AAHHbIN
paHee WabnOH UK BBECTU NapaMeTpbl:

— nporpamma amnandukaunn:

CuntbiBaHme

3Tan Temnepatypa, °C | MpofoNKUTENLHOCTb hnyopecueHunn
NHRybauns 95 3 MUH -
95 10c -
Amnangukauns 60 30¢ FAM, VIC
50 ynknos
72 30¢c -

— co03jaTb pa3MeTKy Nnalku B COOTBETCTBUMN C YCTAHOBNIEHHbIMY NPobupKamm B
6nok amnangunrkartopa:

— Ana Bcex o6pasyos, BKAOYAA KOHTPONbHbIE, BbI6paTh KaHanbl AeTeKLUN
FAM n VIC;

— Bnone«Sample Name» BBeCTU HA3BaHNA U CTeNeHb pa3BeAeHna uccneaye-
MblX 06pa3L0B, a TaKKe Ha3BaHMA KOHTPObHbLIX 06pa3uos (PKO n NTC);

— 3anyCcTtutb nporpamMmmy amnnmcbvn(au,mm.

13.1.4 Boibop o6pasu,a Haaexallero kayecTea

21. B nporpammHom obecnevyeHun amnandurnkaTopa oTKpbiTh MLLP-hainn c pesynb-
TatamMu 1 nM3MeHUTb 3HadveHua «Baseline Cycles» Tak, 4Tobbl 4YacTb rpaduka
thnyopecueHUMM A0 Hayana 3KCMOHEHLMANbLHOro pocTa cUrHana crana napan-
nenbHa ocu abcumcc n 6AN3Ka K HYNO N0 OCK OpANHAT.

22. Mo kaHanam FAM un VIC yctaHoBuTb «Threshold» Ha ypoBHe Hayana 3KCMOHEeH-
unanbHoro pocta curHana (HakonneHua MU P-npoaykTa).

23. BuibpaTbh passegeHue obpasua ana Hapabotku MUP-npoayKkTa ¢ myTtauunei,
ncnonb3ya Cxemy 1.

Ang06pas3yos, NOCMABIEHHBIX B NOBMOPAX, 3HAYEHUA Cq cHumame, KaK cpedHee.
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Cxema 1 — aHanus passefeHuii uccnegyemoro obpasua

13.2 Hapa6otka MLP-npoaykta ¢ mytauuamu

MakcumanbHoe yncno o6pa3LoB, KOTOPOe BO3MOKHO NpoaHanu3nposaTs Habo-
pom peareHToB «NHcanaep BRAF», nocTuraetcsa npu o4HOBPEMEHHON NOCTAHOBKE
He meHee 44 o6pa3uoB (6e3 NOBTOPOB).

13.2.1 MpuroToBneHne peakLMOHHbIX CMeceii
1.B MNUP-60oKkce Ana NpUroToBNEHUA PEAKUNOHHbLIX CMECeRn pPa3mMopo3nTb Mpu
Temnepatype oT +15 g0 +30 °C KomnoHeHThl: «[TL,P-cmeck Insider», «Boaa aevo-
HU3npoBaHHasa», «0nuro-cmecb O» n «Onuro-cmecs M».
2. Conepxumoe npobupoK TwaTenbHO NepemMewaTtb 4YeTbipexKpaTHbIM MNepeBo-
paymBaHueM, 3atem BCTPAXMWBAHMEM Ha BOpTeKCce B TeuyeHue 10 ¢, He gonycKas
obpaszoBaHus neHbl; COPOCUTH Kanan LeHTPUQYrnpoBaHMem B TeyeHune 5 C.
3. Paccuntatb Heob6xoanMbll 06bEM KOMMOHEHTOB ANA PeaKUWOHHOW CMecw,
ncxoas M3 yucna mccneayembix obpasuoB (N) B 3aBucumocT oT topmara
MoCcTaHOBKMU:
— obpasubl aHanusupyoTca 6e3 NoBTOPOB;
— obpasubl aHanU3npPyoTCA B 2-X NOBTOPAX.

Lnsa kaxaon noctaHoBKy MLLP roToBUTL 04HY peaKkLMoHHY CMeCb C 0Uro-cMe-
Cbto «O».

Onga kaxpon «0nuro-cmecn» peakLMoHHasA CMeCb FOTOBUTCA 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 NMKO FullRAS

Pacnonox)eHune peakuNoHHbIX CMecell Ha CXeMe:

Al1-D12 Onuro-cmecb M BRAF ¢.600
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 TMoparotoBKa 06pa3LoB

10. B MLLP-60kce ansa BHeceHna JHK pasmopo3uts NMKO npn temnepatype o1 +15

no +30 °C.

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

12. Mocne pa3mopo3ky Bce o6pasubl NepemewaTs BCTPAXNBAHNEM HA BOPTEKCE,

cOpocnTb Kannu LeHTpudyrupoBaHem B Te4eHne 5 C.

13. MoAroToBUTL pasBeeHns uccneayembix 06pasuos, BbibpaHHblie B N.13.1.4:

— ansakaxkpaoro obpasua noArotToBUTh 1 NpobupKy Ans passeaeHus;

— npomapKupoBaTb NPobUpPKY, CoXpaHsas Ha3BaHue obpasua u cTeneHb BbibpaH-
HOTo pa3BeAeHus;

— BHecTn B npobupkn cHavyana «Boay aenoHn3npoBaHHyio», 3atem obpasey JHK
B KONMYECTBE:

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 3HAYEHUS, COXPAHAA MPOMOPLUNI0 MEKAY KONNYECTBOM
Boabl 1 AHK

3aKpbiTh NPOBUPKY, NepeMelLaTh COAEPKNMOE HA BOPTEKCE B TedeHne 5 ¢, c6po-
CUTb Kanin LeHTPNAOYrupoBaHnem.

MeHamb HAKOHEYHUKU nocae Kaxdo20 BHeceHUs 06pa3ya B npobupky!

Mpobupkry ¢ «Bodoli 0euoHU3UPOBAHHOU» npu ddanbHelweM UCNoNb30BAHUU He
BHocums B [1L{P-60Kc 018 npu2omoBAeHUA pearyUoHHbIX cMecel. Vicnonb3oBame
018 npueomoBsneHus opyeux paszsedeHul [JHK.

14. lo6aButb no 5 mKA pasBegeHHon OHK wuccneayembix o6pasloB B COOT-
BeTcTByloume npobupku ana MLUP. PekomeHayemoe pacnofoxeHne o6pasilos
npeacTaBieHo Ha PucyHke 2. TNOTHO 3aKpPbITh KPbIWKY NpoBupKyu cpasy nocne
BHeceHUs o6pasua, BbINOAHUTL MOCNEA0BATENLHO A8 BCeX 06pa3LioB.

MeHAMb HAKOHEYHUKU NOC/IE KaX 0020 BHECEHUS 006pa3ya B npobupKy dns ML P!

15. o6aButb no 5 mkn «MKO FullRAS» B cooTBeTCTBYOWME Npobupkn ana MLP
(0603HayveHbl Ha PucyHke 2 kak PKO). MnoTHO 3aKpbITh KPbIWKK NPobUupKn cpasy
noc/e BHECEHUA KOHTPONbHOTO obpasua.

MeHamb HAKOHEYHUKU nocae Kaxd020 BHeceHUs 0bpazuya B npobupKy 0na ML P!
16. MpoBepuTb NNOTHOCTb 3AKPbLITAA KPbILWEK NPOBNPOK.
17. Nepemewatb BCTpAXMBaHMEM cofepxumoe npobupok ana MLUP, He gonyckan
06pa3oBaHMs NeHbl.
18. Cbpocutb Kanau 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
BRAF c.600
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 FullRAS 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 FullRAS», kat. N0 W3002, nponssoactea 000 «HOMOTEK».
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15.1 HaboppeareHToB«l/Hcalaep BRAF» paspewaeTcaTpaHCnopTnpoBaTh BCEMM
BUAAMUN KPbITOrO TPAHCNOPTa B COOTBETCTBUN C NpPaBuiamMu, yCTaHOBNEHHbIMUN HA
LaHHOM BUAE TpaHcnopTa.

15.2 TpaHcnopTupoBaHue Habopa peareHToB «Hcanaep BRAF» ocywecTBnserca
B MNEHONNACTOBLIX TEPMOKOHTEHepax C XNafo3n1eMeHTaMun B TeyeHue 5 CyToK npu
Temnepartype ot -28 fo +8°C.

15.3 XpaHeHune Habopa peareHToB «IHcanaep BRAF» a0 nnocne nepBoro BCKPbI-
TUA OCyllecTBASETCA Npy TemnepaType oT -28 10 -10°C.

15.4 Habop peareHToB, TPAHCMOPTUPOBABLWNUACA WAV XPAHWBLUMIACA C Hapylle-
HUeM TemnepaTypHOro pexnma, NCNoab30BaHNI0 He MOANEXKNT.

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 ncnonb3osatb «Hcangep BRAF», ecnu npumeHuM xoTta 6bl 0AUH KpUTEPUI

HEeNnpPUroaHoCTU:

— npu nNepBOM BCKPbITUM O6HapyXKeHO noBpexAeHne (acoBOYHON Tapshl
KOMMOHEHTOB;

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

— HenosnHas KOMMNNEKTHOCTb, B TOM YNC/E B Pe3y/bTaTe NPUMEHEHNS;
— BHELWHWIA BA KOMNOHEHTOB HE COOTBETCTBYET OMMCAHNIO;

— HapylWeHbl YCI0BUA XPaHEHNS;

—  WCTEK CPOK rogHOCTH;

—  KOMMOHEHTHI KOHTaMuHuposaHsl [HK yenoseka;

— un3roToBuUTENb co0bWMA 06 OT3biBE MPOW3BOACTBEHHOW CEPUK, K KOTOPON
OTHOCWUTCA AaHHbIA Habop peareHToB (nocpeAcTBOM 06bABNEHUA Ha canTe
www.nomotech.ru unu nHeim cnocobom).
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Mpeanpuatue-uzrotoeutens 000 «HOMOTEK» npu cobnioaeHun ycnosui
TPAHCMOPTUPOBAHMUA, XPaHEHUA N UCnonb3oBaHna Habop peareHToB «lHcangep
BRAF» rapaHTnpyer:

— cooTBeTcTBUE Habopa peareHToB TpeboBaHNAM

TY 20.59.52.199-042-11248074-2018;

— 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 20.59.52.199-042-11248074-2018.

MpeanpnATNe-N3roToBUTENL MPOBOAUT MNPUEMO-CAATOYHbIE WCMbITAHWUA ANA
KamAaoii Npon3BOACTBEHHOW CEPUN, OCYLIECTBNAR BEPUMUKALNOHHBIAN KOHTPONb
OCHOBHbIX aHANUTUYECKNX XapPaKTePUCTIK, BHELIHET0 BAA, KOMMIEKTHOCTY, yna-
KOBKW, MaPKUPOBKM, a TAKKe NPOBOAUT KOHTPOJIb KAYECTBA ChiPbs N KOMMNOHEHTOB.
19.2 MeTtponoruyeckaa npocnexusaemoctb KO FullRAS ob6ecneyeHa [0 KOH-
TPONbHbIX 06pa3L0B NPeANPUATASA, BEPUHULNPYEMbIX CEKBEHUPOBAHEM MO METOAY
CaHrepa.

Mo Bonpocam, kKacawuwumca kKadectea Habopa, cneayet obpauiarben:
— 000 «<HOMOTEK» 117997 r. MockBa, yn. Muknyxo-Maknas, 4. 16/10, K.16;
— md-support@nomotech.ru — TexHn4yeckas nogaepxKa.

Mpw nojaye peknamaunm HeobXoANMO UCKNIOUYNTL HU3KOE KavyecTBo GromaTe-
puana, owmnbry n3mepeHns, owWnNbKy BHIMONHEHNA MPOTOKONA, HAPYLLIEHWE YCNOBUI
TPAHCMOPTUPOBAHUS 1 XpaHeHUs. Ecnu Bce yKasaHHble (hakTopbl UCKIIOYEHDI,
HeobxoaMmMo 06paTnuTbCs B CAYyHKOY TEXHUYECKON NOAAEPHKKNA.

21.1 Habopbl peareHToB «Hcainaep BRAF», npueuwie B HENPUroAHOCTb, B TOM
yucne B CBA3MN C UCTEYEHMEM CPOKA FOHOCTU, NOANEXaT yTuan3aunn.

21.2 YHuuToeHne HabopoB peareHToB «WHcaligep BRAF» ocywectBnaeTcs
opraHm3zaunamm, WMelWwrMy COOTBETCTBYIOWYIO NUUEH3WIO, Ha ChneynanbHo
060pyfOBaHHbIX MAoWAaAKax, NOAMIOHaxX W B MOMELLEHWAX B COOTBETCTBUW C
TpeboBaHUAMY, MPesyCMOTPEHHbIMY cylecTBYoWMMU DepepanbHbiMy 3aKOHAMY,
nccobnioseHnem 06a3aTeNbHbIX TPeO0BAHUI MO 0XPaHE OKPYKAKLWER Cpeabl.



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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