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MoporoBbIN LUKN

FAM Tun thnyopecueHTHOro Kpacutena, WCNoNb3yemMoro npu
JeTeKuun curHana nonumepasHoll LEMHOW  peakuuu
B peXuMe peanbHOro BpeMmeHu

VIC Tun dnyopecueHTHOro Kpacutena, WCNONb3YEMOro npu

NeTeKUuWn curHana noaumMepasHoi
B peXUME peanbHOro BpeMeHU

LernHon peakuun

«ropsAYas ToYKa»

(aHrn. «hot spot») — yvyactok AHK, xapaktepusywuwuiics
MOBbILIEHHON MyTabunbHOCTbIO, B pe3ynbTaTe KOTOpOoW
BreHOMe 4YenoBeKa MPoucXoAaT MyTauun, Cpean KoTopbix
MOTYT 6bITb KIVHUYECKN 3HAYUMbIE

OHK He3okcnpnboHyKnenHoBas Kucnora
KOon KoHTponbHbI 06pasew npeanpuaTna
KO 6e3 AHK KoHTponbHbin 06paszey 6e3 AHK (NTC)
MuweHb 3HavyeHuns nonsa «Target Name»

Onuro-cmecb M

O6o6LlieHHOE Ha3BaHVe KOMMOHEHTOB Habopa:
Onuro-cmecb M EGFR ex18 G719X,
Onuro-cmecb M EGFR ex19 delX,
Onuro-cmecb M EGFR ex20 T790M,
Onuro-cmecs M EGFR ex20 S768I,
Onuro-cmecs M EGFR ex20 C797X,
Onnro-cmece M EGFR ex20 D770 _ N771insG,
Onwnro-cmecb M EGFR ex21 L858R,
Onuro-cmecb M EGFR ex21 L861Q

MKO MoNOKNTENbHbIA KOHTPOLHBIV 06paseL

no MporpammMHoe obecneyeHune

MuP-PB MonumepasHas LenHas peakuus ¢ GNyopecUeHTHON AeTeK-
unen HakonneHna npoaykTa amnangukaunn AHK B pexume
peanbHOro BpemMeHu

TY TexHnyecKkune ycnosua
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Habop peareHToB ana amnnudurauymy yvyactkos AHK, cogepxalinx myrtauun
B «FOPAYNX TOYKAX» 3K30HOB 18, 19, 20, 21 B reHe yenoseka EGFR, metogom MLUP
B peXume peanbHOro BpeMeHU AN NPYMEHEHNA B HAYYHO-CCNeA0BaTeNbCKUX Le-
nax («Nucanpep EGFR»).

Habop peareHtoB «WHcanaep EGFR» Bbinyckaetcs B 0AHOM BapuaHTe
NCMONHEHNA.

BHUMaATENbHO M3y4nTe UHCTPYKUWUIO Nepes npuMeHeHneM Habopa peareHToB.
Bce cBeaeHnsa, Heobxoanmble Ans npumeHeHna (akcnayatauumn) Habopa peareH-
ToB «IHcanaep EGFR», npuBeaeHbl B HacTOAWEN NHCTPYKLUIN. pyrue LOKYMEHTbI
no aKcnayaraunu, KpoMe NHCTPYKLUW, He NPeSyCMOTPEHbI.

Tonbko ana NPUMEHEHNA B HAy4HO-UCCneaoBaTeIbCKNX Lenax.
He ana NPMMEHEHNA B MEANLUNHE NN BETEPUHAPUN.

Habop peareHToB npeaHasHavyeH ansg HapaboTku MUP-npoayKkTa ¢ myTauuamm
B «FOPAYNX TOYKaX» 3K30HOB 18, 19, 20, 21 reHa yenoseka EGFR a0 KonnyecTBa,
[0CTATOYHOrO ANA CEKBEHMpPOBaHMA No MeToay CaHrepa c uenblo naeHTUnKauum
mytaunn. OHK, He cosepxawas MyTauuu B NepeyncieHHbIX yyacTKax reHoma,
He amnaunduuupyeTca u, Takum o6pa3om, He BANAET HA NAEHTUGUKALNIO My TaLUA.



Tabnuua 1 — nepeyeHb 28 Haubosee 3HAYUMbIX MYTaLUIA B «TOPAYNX TOUKAX»
3k30HoB 18, 19, 20, 21 reHa EGFR, Ha KOTOpbIX BaAuanpoBaH Habop peareH-
TOB (BO3MOXKHA AeTeKLma Apyrux peAKko BCTpeyawmxca MyTaumni)

l'eH, 3K30H, KOOPANHATLI PernoHa

(no c6opke GRCh38/hg38)

EGFRex 18
chr7:55174010-55174018

HykneotugHas sameHa AMUHOKNCOTHAsA 3amMeHa
c.2156G>C p.G719A
c.2155G>A p.G719S
c.2155G>T p.G719C

EGFRex 19
chr7:55174769-55174781

€.2235 2249dell5

p.E746 A750delELREA

€.2236 2250dell5

p.E746 A750delELREA

€.2240 2254dell5

p.L747 T751delLREAT

€.2239 2256dell8

p.L747 S752delLREATS

€.2238 2252dell5

p.L747 T751delLREAT

€.2239 2247delTTAAGAGAA

p.L747 E749delLRE

€.2237 2251dell5

p.E746 T751>A

€.2237 _2254dell8

p.E746 S752>A

€.2237 2255>T

p.E746 S752>V

€.2238 2255dell8

p.E746 S752>D

€.2238 2248>GC

p.L747 A750>P

c.2239 2258>CA

p.L747 P753>Q

€.2240 2251dell2

p.L747 T751>$

€.2240 2257dell8

p.L747 P753>S

c.2239 2251>C

p.L747 T751>P

€.2239 2248TTAAGAGAAG>C

p.L747 A750>P

€.2236 2253dell8

p.E746 T751delELREAT

chr7:55191828-55191838

EGFRex 20 €.2303G>T p.S7681

chr7:55181306-55181316

EGFRex 20 €.2310 2311insGGT p.D770 N771insG

chr7:55181315-55181324

EGFRex 20 €.2369C>T p.T790M

chr7:55181372-55181381

EGFRex 20 €.2390G>A p.C797Y

chr7:55181394-55181405 | 2390G>C p.C797S
C.2389T>A p.C797S

EGFRex 21 c.2573T>G p.L858R

chr7:55191817-55191825

EGFRex 21 c.2582T>A p.L861Q




4. Coctas, thopma BbinycKa

WicKntoYeH HemocpeACTBEHHbIN UK 0NOCPeA0BaHHbIN KOHTAKT C MONb30BaTENEM
(Tenom yenoBeKa) npu cobogeHnn Tpe6oBaHNIA UHCTPYKLUM MO MPUMEHEHNIO.

Tabnuua 2 — cocTtas 1 hopma Bblnycka

KomnoHeHT 06bem ®acoska BHewHwuii Bug DyHKuMOHaNbHOE Ha3HaueHne
MUP-cmecs 6.6 Mn | 6npobupok | MnakocTtb Copepxut Tag-nonnmepasy,
Insider nol.lmn npospavyHasn cMmecb HyKneotuatpudocha-
6ecuBeTHas yme- | T10B, Mg?" 1 peakumoHHbI
peHHoN BA3KoCTU. | Bydep.
Lonyckaetca
BCMeHMBaHue npu
BCTPAXUBAHUN.
Boaa genoHnsu- |21 mn 14 npobupok | nakoctb KoHTponbHbI 06pasey
poBaHHas no 1.5 mn npo3pavyHas 6e3 AHK ana nogTBepKAeHUA
6ecuBeTHas. OTCYTCTBUA KOHTAMUHALNN.
[nanpuroToBAEHUA peakLuu-
OHHBbIX CMecCeii.
Onuro-cmech 0.55mn | 1 npobupka | Munakoctb CozepuUT 0ONUrOHYKNEO-
M EGFR ex18 npo3spavyHas TUAbI ANA CNeunhuyecKoi
G719X 6neaHo-po3oBas. | amnandukauun yyactka AHK
chr7:55174010-55174018,
IBK.
Onwuro-cmecs M 0.55mn | 1 npobupka | uakocTtb ColepKuT 0NUTroHyKneo-
EGFR ex19 delX npospavHasn TNAb ANA cneunduyecKoi
6nenHo-po3oBas. |amnaundurkauum yvyactka AHK
chr7:55174769-55174781,
IBK.
Onuro-cmechb 0.55mn | 1 npobupka | uakocTtb CoaepHuT 0NUTOHYKNEO-
M EGFR ex20 npo3pavHasn TUAbI ANS cneynguyecKkon
T790M 6neaHo-po3oBas. |amnaudurkauyum yvyactka AHK
chr7:55181372-55181381,
IBK.
Onuro-cmecb M 0.55mn | 1 npobupka | MunakocTtb CoAepKuT 0NnNroHyKneo-
EGFR ex20 npo3pavyHas TNAb ANA cneunduyecKon
S7681 6nefaHo-po3oBas. |amnaudurauyum yvyactka AHK
chr7:55181306-55181316,
IBK.
Onwuro-cmecs M 0.55mn | 1 npobupka | uakocTtb ColepKUT 0NUTOHYKNEO-
EGFR ex20 npo3pavHasn TUAbI ANA cneynguyecKkon
C797X 6neaHo-po3oBas. |amnaudurkauum yyactka AHK
chr7:55181394-55181405,
IBK.
Onuro-cmech 0.55mn | 1 npobupka | uakocTtb CoaepHunT 0NUTOHYKNEo-
M EGFR ex20 npo3pavHasn TUAbI ANA cneynguyecKkon

D770 N771insG

6neaHO-po30Bas.

amnangunkaumn ysactka AHK
chr7:55181315-55181324,
IBK.




KomnoHeHT 06bem  Pacoska BHewHwii Bug ®yHKuMOHANbHOE Ha3HaYeHne

Onuro-cmechb 0.55mn | 1 npobupka | uakocTtb CoepKNT ONNTOHYKIE0-

M EGFR ex21 npo3pavHasn TUAbI ANA cneynduyecKkon

L858R 6neaHO-po30Bas. amnnandunkaumm ysactka JHK

chr7:55191817-55191825,
IBK.

Onuro-cmechb 0.55mn | 1 npobupka | uakocTtb CoAepKNT ONNTOHYKE0-

M EGFR ex21 npo3pavHasn TUAbl ANA cneynduyecKkon

L861Q 6nefHO-po30Bas. amnaundukaynm yyactka AHK

chr7:55191828-55191838,
IBK.

Onuro-cmecs O 0.55mn | 1 npobupka | uakocTtb CoepKNT ONNTOHYKE0-
npo3pavyHas TUAbI ANA cneunduryecKon
6neaHo-po3oBas. amnanduKayum yyactka

reHomHoin JHK He3aBucnmo
0T MyTaLMOHHOrO cTatyca
nccnepyembix ysactkos AHK,
IBK.

Onuro-cmecsh K 1.3 mn | 1npobupka | KuakocTb COoepKNT ONNTOHYKNEOTUAbI
npo3pavyHas ANA OLUEHKMN KayecTBa aHann-
6nefHO-po30Bas. 3npyemoii AHK, 3BK.

Mpaimep ana 0.55 mn | 1 npobupka | uakoctb ColepKnT ONUroOHYKNeoTns,

CEKBEHMPOBAHNA npospavyHas Heob6X0ANMbIV ANA CEKBEHN-
GecuBeTHas. poBaHua no metoay CaHrepa.

MKO EGFR 1.1mn | 1npobupka | XunakocTb Conepxut LHK c myTaHT-
npospavHas HbIMU KOMUAMU NCCAeAYeMbIX

6ecuBeTHasa yme-
PEHHON BA3KOCTHU.
[donyckaetcs
BCMeHUBaHue npu
BCTPAXUBAHWN.

yuyacTtkoB AHK. KoHTponb
npoxoxaeHna MLUP nBepHoro
onpeaeneHns MyTaunoH-
HOro cTaTyca uccnesyemoro
pervioHa.

5. KonnyectBo aHann3snpyembix o6pa3uos,
KPaTHOCTb NPUMeHeHNA

Habop peareHToB paccumtaH Ha 100 peakuuii n No3BONAET NPOAHANN3NPOBATh
0T 12 10 60 06pas3woB (B ABYX NoBTOpPaX WK 6€3 NOBTOPOB COOTBETCTBEHHO). Mak-
CUManbHOE KOMMYecTBO aHanu3npyembix 06pasLos 40CTUraeTcsa npu 04HOBPEMEH-
HOUl NOCTAHOBKE 6 06pA3L0B HA NEPBOM N BTOPOM 3Tanax aHanusa (npu ycnosum
aHanmsa Ha BTOPOM 3Tane no BCEM MyTauuamM 0JHOBPEMEHHO). Habop peareHToB
PacCUYNTaH Ha OJlHOKPATHOE, B TOM YMcie APp06HOE, MpuMEHEHME.




OnyxoneBble TKAHV FreHETUYECKIN FeTEPOreHHbl 1 COAEPKAHMNE B HUX KNUHNYECKN
3HAYMMbIX MyTaLuin MOXeT BapbupoBaTh B WNPOKUX npeaenax. B cnyyae manoro
KonuyecTtBa Konuin mytaHTHoii JHK B 06pasue, AocToBepHan AeTeKuna mytayuii
CTaHAAPTHLIMI MeTOAaMU CTAHOBUTCA HEBO3MOKHON 113-3a OFrPaHUYeHUN METOAUK
(annenb-cneyndguyeckan MLLP, cekBeHupoarue no CaHrepy ncxogHon AHK nt.4.).

B npouecce HapaboTku MLLP-npoaykTa Habopom peareHtoB «Hcaiaep EGFR»
yBeNn4nBaeTca KONMYecTBo MyTaHTHbIX Konuid JHK, 4To no3BonseT npoBecTu aHa-
nun3 obpasya cekBeHupoBaHvem no metoay CaHrepa.

AHanu3 obpasua NnpoxoAnT B ABa 3Tana: oueHKa Kayectsa obpasua n HapaboT-
Ka MLULP-npoayKTa ¢ MyTaunamm B «ropaymx Toykax» ak3oHos 18, 19, 20, 21 reHa
Jyenoseka EGFR.

B ocHoBe meToaa oLeHKN KayecTBa obpasua — noaumMepasHas uenHas peakuus
C IeTeKUMe curHana B pexume peanbHoro BpemeHn. Mo 3HadeHnam Cq no KaHany
FAM nossonawT oueHuTb Konuvectso AHK; no kanany VIC — kavyecTtBo HK.

Ona HapaboTtku MLUP-npoaykTa ¢ mytaHTHO AHK ncnonb3yetcsa MmyTaunoHHo-
cneynduyeckan nonumepasHasn LenHas peakuna ¢ AeTeKunen curHana B pexunme
peanbHoro BpemeHu (peakumnsa «M»). B peakynn « M» amnandununpyerca nccneany-
eMblll pernoH, coaepxawmii mytauun. Cneunduyeckans amnannkaumns permoHa ¢
MyTaunein NponcxoaunT 3a cuet cogepanua B «0nuro-cmecu M» moandunynpoBaH-
HOFO ONIMFOHYKNEeOoTNAA, UMEILLEero BbICOKOe CPOACTBO K peepeHCHON nocneno-
BateNbHOCTU. T.e. Npn HANNYUM B pervioHe xoTaA 6bl 04HON MyTauuy He obpasyeTcs
AynaeKkec Matpuua — MoAnUNGUPOBAHHbIA ONTOHYKNeoTua. B pe3ynbtaTe ocBo60-
MAaeTcaMecTo ANA nocaaKku npanmepa, 4yto obecneynBaet npoxoxaeHue MU P-pe-
akuun. MpurogHocTb MU P-npoaykTa ans cekBeHupoBaHua no metoay CaHrepa
onpeaenseTcA NyTeMm cpaBHeHWA 3HaveHnin Cq uccneayemoro obpasua B peakuusax
conuro-cmecbto «O» n «M» co 3HavyeHnamn Cq MKO.

Ana KoHTpona KavyecTBa npoxoxaeHus MUP-peakynin B coctas oauro-cMmeceii
«K», «0» 1 «M» BXOANT 3K30reHHbIN BHYTPEHHUA KOHTPOoAb (IBK).

FeH yenoBeka EGFR kKoaupyeT TpaHcMeMOpaHHbIN peLenTop 3nuaepManbHoro
thakTopa pocta. MyTauum B «ropAa4mx To4Kax» 3k3oHoB 18, 19, 20, 21 reHa EGFR
NPMBOAAT K rnnepakTuBauny Kogupyemoro 6enka, n3-3a yero 6noknpyerca anon-
TO3 1 CTUMYNUPYIOTCA NpoandepaLns KNeTok, X ManurHn3auna n metactasnposa-
Hue.'? MyTaunm B «ropaymx Toukax» EGFR onpeaensoT 0TBET ONyX0AU HA TUPO-
3UHKUHA3HO-UHTMONTOPHYO Tepanuio 1 Pa3BuTNe PE3UCTEHTHOCTH.



Tabnuua 3 — 4acToThl BCTPEYAEMOCTU MYyTALMNA B «TOPAYMX TOYKAX» IK3OHOB
18, 19, 20, 21 reHa yenoBeka EGFR npn HeMeNKOKNETOYHOM pakKe Ierkoro u
X CBA3b C TAPreTHbIMU Npenaparamu

MN3meHeHNe YyBCTBUTENLHOCTI
K TapreTHoli Tepanuu npu

MyTauvm BO3HUKHOBEHUN MyTaLlnn Yactota BCTpeyaemoCcTn mytaunn

JK30H 18 G719A/S/C | MoBbiWeHHAA YyBCTBUTENLHOCTbL | ~1%
K UHIMGUTOPAM TUPO3UHKNHA3bI

Leneunn B 3k30He 19 [ToBbiWweHHaA YyBCTBUTENBHOCTL | 48% [4]
K MHTMONTOpPaM TUPO3NHKMNHA3bI
JK30H 20 T790M BTopnyHas nekapctBeHHas <5% po Tepanun

YCTOMYMBOCTb K UHTMOGUTOPAM >50% nocne Tepanun [5,6]
TUpo3nHKMHa3bl I 1 II noko-
NeHNii, 4yBCTBUTENBHOCTb K
nHrubutopam 111 nokoneHns
MHcepunsa B 3k30He 20 | CHuKeHHbIN ahheKT oT Tepanuun | 4-10% [4,7]
NHTMBUTOPAMU TUPO3UHKHA3bI

3K30H 20 S7681 MoBbiWeHHAA YyBCTBUTENBHOCTL | 2-3% [8]
K MHTMOUTOPAM TUPO3NHKNHA3bI
9K30H 20 C797S/Y BTopunyHas nekapcteeHHas 40% 0T OnNyX0nen ¢ ycToii-
YCTOMYNBOCTb K UHTUBUTOPAM YMBOCTbIO K MHrMbrTOpam
TUPO3nHKNHA3bI 111 nokoneHmna TUpo3nHKMHa3bl 111 nokoneHus [9]
9K30H 21 L858R [ToBbIWEeHHaA YyBCTBUTENBHOCTL | 43% [41]
K MHTMONTOPaM TUPO3NHKMNHA3bI
JK30H 21 L861Q [MoBbIlWEeHHAA YYBCTBUTENbHOCTb | 2% [4]

K MHTMOUTOPaM TUPO3NHKNHA3bI

8. AHanNTNYeCcKNe XapaKTepucTuKN

HaumeHoBaHue nokasarens XapaKTepVICTI/IKa nHopMa

Mpepen o6HapyKeHUs 150 kKonuit myTaHTHOW AHK
(MUHUManbHoe KonnyecTso Konuin AHK
¢ MyTauyweil, focTaToyHoe ANA NOATO-
ToBKM MU P-npoayKTa, npuroaHoro aAna
ceKkBeHUpoBaHusa no metoay Canrepa)

AHannTnyeckas cneuntmyHoCTb B peakumax c nooMuTeNbHbIM KOHTPONbHbLIM
(noa aHanuTUYeCKoi cneundmny- 06pasyom — NpoxoAnT amnanduKkaLmns y4acTkos
HOCTbIO MOHMMAETCA CNOCOBHOCTL LOHK, coaepxalmx mytaynm B «ropadmnx To4Kax»

Habopa peareHToB «Hcangep EGFR» | 3k3oHO0B 18, 19, 20, 21 reHa yenoseka EGFR.
cneynduyeckn amnanbnunposaTth
yyactkn AHK, cogepxawme myta-
Ly, 410 obecneymnBaeTca C NOMOLLbIO
cneynduyeckn nogobpaHHbIX
ONUTOHYKNEOTUAOB, NPOBEPEHHBIX HA
KOHTPONbHbIX 06pasuax)

B peakumsx c KOHTPobHbIM 06pasuom 6e3 JHK —
OHK He amnautunumnpyetcs.
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9.1 Nndhopmaumsa o6 nHTepthepupyoLnx BellecTsax

[nsa oueHKN BANAHNA NOTEHLMANbHO NHTepthepupyowmnx BewecTs Ha paboTy Ha-
6opa peareHToB «l/IlHcangep EGFR» Gbina npoBeseHa olLeHKA BAUSHUA NOTEHLM-
anbHO UHTepepupyWwnx BewecTs (napaduHa), cogepxawmnxca s buomarepuma-
ne, nocne BoigeneHna us Hero AHK ¢ nomolybio Habopa peareHToB «IKcTpakTAHK
FFPE Habop peareHToB ans BbigeneHuns AHK yenoseka u3 cpesos ¢ FFPE-6no0-
KOB ANA AMarHocTuky in vitro» no TY 9398-001-11248074-2017, npou3BoACTBa
000 «HOMOTEK», Homep peructpaumnoHHoro ygoctosepeHna P3H 2019/9172 ot
14.04.2020. lna npoBeeHNA NcnbiTaHuii 6biny NOArOTOBAEHbI 06pasLbl C pasHbiM
COOTHOLWEHNEM QUKCUPOBAHHON TKAHW B Cpe3e 1 napaduHa:

O6pasel, oTBeyaoWmMM TpeboBaAHUAM UHCTPYKLUN NO Mnowaab napahuHa — 6 cm?.
npumMmeHeHunio Habopa peareHToB «IKCTPaKTAHK FFPE» | Mnowaab TKaHn — 2 cm?.
Obpasel c 3aHUKEHHBIM COAEPKAHNEM TKaHN Mnowaab napahuHa —7 cm?.

Mnowanb TKaHW — 1 cm?.

Obpasel c 3aHUKEHHBIM CcoOAep)KaHuem napaduHa Mnowaab napagpuHa —5 cm?.
Mnowasb TKAHN — 2 CM2.

Obpasel c NOBbIWEHHbIM COAEpKaHNEM napathHa Mnowaab napapuHa — 7 cm?.
Mnowanb TKAHN — 2 CM2.

O6pa3zel C NOBbIWEHHbIM COAEPKaAHNEM NapahnHa Mnowaab napahuHa — 8 cm?.
Mnowasb TKAHN — 2 CM2.

Obpasel c NOBbIWEHHbLIM COAEPKAHEM NapaduHa Mnowaab napahuHa — 9 cm?.
Mnowanb TKaHN — 2 cM?.

MpoBeAeHHbIE NCMbITAHNA MOATBEPKAAIOT TPebOBaHNA, 3aABNEHHbIE B UHCTPYK-
UMy no npumeHeHunio K Habopy peareHToB «IKkcTpakTAHK FFPE», kK cocTaBy cpe-
3a ¢ FFPE-6noKkoB (COOTHOLWEHMWE TKaHb-NapapuH), Npu 3TOM CyLLeCTBEHHbIM ANA
coxpaHeHuns ahdekTUBHOCTN Habopa peareHToB ABNAETCA YCNOBUE, NPU KOTOPOM
cyMmapHas nnowanb gparMeHToB HUKCUPOBAHHOW TKAHU 1 KOMMNNEKCOB KNETOK
yenoBeKa A0/KHa ObITb He MeHEe 2 CM?; B CBOIO 0Yepe/ib, YBENNYEHUNE COAEPKAHNA
napaduHa B ncxonHom obpasie ¢ 6 10 9 cm? He BAUAET Ha 3D (HEKTUBHOCTb Bblje-
nexuns AHK n3 obpasua.

9.2 Anana3oH onpeaeneHns myTaHTHbix konuin AHK

Mpeanen obHapyxeHnsa (150 konui myTaHTHol AHK) paccuutan ana o6pasuos ¢
KOHUEeHTpauwneii 2 Hr/MKN (10 Hr B peakunu), B KOTOPbLIX COAEPKNUTCA 5% MYTaHTHOM
OHK; ananasoH ctaHaapTHoOW ownbKM — 0T 125 A0 172 Konuit. Ha pucyHke 1 n3o-
OpaxeHa 3aBUCMMOCTb MUHUMANbHO BO3MOKHOI0 AETEKTUPYEMOTO % MYTaHTHOW
OHK ot o6uwero KonunyectBa JHK B ycnoBusax coxpaHeHuns npegena o6HapyKeHus.



% myTaHTHon [IHK B 06paaue
10 15 20 25 30 35 40 45 50 55 60 85 70 75 80 85 90 95
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Konnyecteo [IHK (Hr) B peakuun

NCyH —3aBUCKMOCTb KONUYECTB B LU N % MYyTaHTHON .
PucyHoK 1 —3aBUCUMOCTb KO ectBa AHK B peak VZ aHTHom AHK

9.3 CoBmecTUMOCTb C npubopamu

Habop peareHToB coBMeCTUM ¢ npubopamu:

TepmouunKknep ana amnanukaunm HyKnenHoBblX Kucnot 1000, ¢ npuHagnex-
HocTAMU, ncnonHeHne: C1000 Touch ¢ peakUWOHHBIM ONTUYECKUM MOAYNEM
CFX96 (Optical Reaction Module CFX96), nponssoautens: «brno-Papg labopa-
Topues, NHk», CLUA;

Mpubop AnA KOAMYECTBEHHOrO 06HapyKeHUA NPOAYKTOB NONMMepasHon Len-
Hoi peakuun (MLLP) B pexume peanbHOro BPEMeHW, BapWaHT WCMOMHEHNA
7500, npoussoauTtens: «Jland TekHonoaxuc Xonauure Mre. Jita.», Cunranyp.
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10.1 06wwme

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

Habop peareHToB He COAEPHWUT (aKTOpbl WUHMEKLUOHHOW U MUKPOOHON
onacHocTu.

Habop comepKnt 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 (hOPMIUPOBAHUIO N MOoAAepKaHNO Be3onacHoCcTy paboyell cpeabl
B naboparopuax nNpu MaHUNynauuax ¢ 6UoNormyeckum MmaTepranom YenoBeka,
XUMUYECKUMU peakTUBamMu v ApyrumMy obbekTamm noTeHunanbHol onacHocTy
LNA 30pOBbA N0AEN.

Mpwn paboTe c uccneayembiMu obpasuamu  oTxoaamm cieayet cobniogats Mephl
NPefoCTOPOKHOCTU, NPUHATbIE Npu paboTe C MNOTEHUMANBHO WHHEKLUOHHbBIM
martepuanom.

Bce coTpyAHVKN JOMKHbI BEINOAHATL MHCTPYKUMW U NpaBuia TeXHUKM 6esonac-
HOCTU, N3NOKEHHbIE B TEXHUYECKUX NACNOPTAX K NCMONb3yEeMbIM 3NEKTPUYECKUM
npubopam; nepcoHan, paboTatouwnii c peakTuBamu, AomxKeH 6biTb 06yyeH obpa-
WeHN C HUMUK, NCNONb30BaTh CPeACTBA NepCcoHaNbHOW 3awuTsel, cobnwoaaTth
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 U30ANPOBAHHBIX 30HAX, CHABMKEHHbIX KOMMIEK-
Tamu nosfyaBToMaTWYeCKUX MUMETOK, Xanatamu U npoYyumu Heob6XoAnMbIMU
npuHaanexHoctTamu. He Bo3spawate obpasubl, 06opysoBaHe U peareHThbl B
30HY, B KOTOpOUi 6bina NnpoBeaeHa Npeabliayllas ctaana npouecca.

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

Mpu paboTe ¢c Habopom peareHToB cobnoaath cieayioline npasua:

* licnonb3oBatb oAHOpPa30BbIE HUTPWUIOBbLIE MeEpYaTKy, na6opaToprle Xanartbl,

3awuwaTe rnasa Bo speMs paboTsl ¢ obpasuamu u peaktusamu. TuiaTensbHo
BbIMbITb PYKI MO OKOHYaHUU paboThl.

* He gonyckaeTca MCnNonb3oBaHme 04HUX U TEX e HAKOHEYHUNKOB npn O6pa6OTKE

Pa3nNYHbIX 06pa3LI,OB KNNHWNYECKOro martepunana.



* [loBepxHoCcT paboyux CTONOB, a TakiKe paboyumx nomeuieHUn cneayet obpa-
6atbiBaTh GaKkTepuumaHbiMu obnyyatenamu 40 u nocne nposedeHna pabot B
TeyeHume 1 yaca.

e Xumuyeckas nocyaa u obopyaoBaHue, KOTopbie UCNONb3ylTCA npu paboTe,
[0S HbI 6bITb COOTBETCTBYOLWMUM 06pa30M MAapPKUPOBAHbI U XPAHUTLCS OTAENbHO.

* llcnonb3oBaHHble 0HOPA30Bble MPUHAANEKHOCTU (NPOBUPKU, HAKOHEUYHUKI)
[ONKHbI cOpacbiBaTbCA B CneUnanbHblii KOHTEHEP, CoAepKalWuin ge3nHhuum-
pylLWun pactTeop.

* Heucnonb3oBaHHble peareHTbl, peareHTbl C WUCTEKWUM CPOKOM TOAHOCTHU,
NCNONb30BaHHbIE peareHTbl, YNakoBKY, O6uonornyeckuini matepuan, BKoYas
mMartepuansl, UHCTPYMEHTbI U MPeAMETbI, 3arPA3HEHHbIE GONOTMYECKM MATEPU-
anom, cneayeT yTUAN3nMpoBaTh COMMACHO NpaBuaam, MPUHATHIM B OpraHu3auunu.

* Habop peareHToOB roToB K MPUMEHEHWIO COrACHO UHCTPYKLUUY NO MPUMEHEHNIO.
MprMmeHATb HABOP PeareHToB CTPOro Mo Ha3HaYEHNHO.

* Ypanate otxoAbl ¢ npoaykTamu [P Heobxoanmo TONbKO B 3aKPbITOM BuAe.
He ponyckaeTca oTKpbiBaTb NPOBUPKK Nocne amnandukaynn

* KpaboTte c Habopom peareHToB A0MNyCKaeTCsA TONbKO 00yYeHHbIN nepcoHan.

* He uncnonb3zoBatb Habop peareHToB, eCi HAPYLIEHA BHYTPEHHAS yNaKoBKa UK
BHELIHWIA BI/ peareHTa He COOTBETCTBYET oNucaHuto.

* He ucnonb3oatb Habop peareHToB, ecnu He cobnofanuck ycnoBus TpaHcnop-
TUPOBAHWA U XPAHEHWSA COTNACHO UHCTPYKLUN.

* He ncnonb3oBatb Habop peareHTOB MO NCTEYEHUUN CPOKA TOAHOCTHU.

* 136eraTb KOHTAKTA C KOXeii, rmaszamu u cnu3ncton 060n04Koi. Mpu KoOHTaKTe
HeMeZANeHHO NPOMbITL MOPaKEeHHOe MeCTO BOAON U 06paTnTbcs 3a MeANLUHCKO
nomMoLLblo.

e [lpy UCNONb30BAHUY MO HA3HAYEHUIO 1 COBMIOAEHUN BbILIENEPEYNCTEHHBIX Mep
npeaocTopoxHocTn Habop 6esonaceH. Mpu Ucnonb3oBaHNM MO HA3HAYEHWIO ©
cobnoAeHNN BblleNepevnceHHbIX Mep NPeA0CTOPOKHOCTY KOHTAKT C OpraHus-
MOM YenoBeKa NCKITIYEH.

Kaxpaas 3oHa MU P-nabopatopum gonxHa 6biTb cHabxeHa HeobxoauMbIM 060pYy-
JlOBaHVEM 1 pacxoaHbiMu maTepranami. 06opyaoBaHUE He JONKHO NepemMellaTbes
13 0ZIHON 30HbI B IPYTYI0 1 BHYTPW 30HbI Mex Ay pabounmu mectamu (cm. Mpunoxe-
Hue N2l1).

3ameHa amnaugukatopa u npobupok Ana amnandurauum Ha obopyaoBaHne u
martepuianbl C aHaNorMYHbIMI XapaKTePUCTUKAMM He fonycKkaeTcs!
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MepeyeHb MaTepuanoB u ob6opygoBaHusa, HeobXoAUMBIX ANA MNPOBEAEHUSA

mccnepoBaHuna:

MLUP-60KCc Ans NPUroTOBNEHUA PeAKLNOHHOW CMecK;

MU P-60kc ansa BHecenna AHK B npobupkn ana MLUP;

KomnnekT 403aTopoB nepemMeHHOro obbema U HAKOHEYHUKOB C (UIbTPOM,

no3BonAlLX 0TOUPaTh 06beMbI MUAKOCTER 0T 2 40 1000 MKN;

AmMnanthrKkaTop AeTeKTUPYOLWNIA:

— Tepmounknep Ana amnanuKkaLmm HyknenHosslx kucnot 1000, ¢ npuHaa-
nexHoctamu, ncnonHernme: C1000 Touch ¢ peakUMOHHBIM ONTUYECKUM
moaynem CFX96 (Optical Reaction Module CFX96) (lMpoussoauntens:
Buo-Pag Nlabopatopues, Nuk, CLIA);

— Mpubop AnA KONMYECTBEHHOTO OoOHapyKeHUa NPOAYKTOB MOAMMEPA3HON
uenHoi peakuun (MLUP) B pexume peanbHOro BpeMeHu, BapuaHT Ucnon-
HeHus 7500 (Mpoussoantens: Jlaiid TekHonoamuc Xonauurc Mte. Ji1a,
CuHranyp).

Mpobupku ana amnandurkauum 0.2 ma (Kat. N¢ SSI-3247-00, Mpoussoautens:

SSI, CWA);

MuKkpoueHTpuyxHble Npobupkn obbemom 1.5 man 2.0 mn;

MuHu-ueHTpUyra/BopTeKc;

TepmocTar.

OHK, BoigenenHas n3 FFPE-6noka Habopom peareHToB:
«JKcTpakTAHK FFPE Habop peareHToB ans Boigenedna JHK yenoseka us cpe-
30Bc FFPE-6nokoB AnaanarHoctTuku invitro» noTY 9398-001-11248074-2017,
kat.Ne M1001 npowussoactea 000 «HOMOTEK», Homep perncTpauvioHHOro
ynoctoBepeHna P3H 2019/9172 o1 14.04.2020;
«JKeTpaktAHK FFPE Habop peareHtoB ans suigeneHuns JHK yenoseka us cpe-
308 ¢ FFPE-610KOB AN NPUMEHEHNA B HAYYHO-UCCNEeA0BATENbCKUX LLeniX» no
TY9398-001-11248074-2017,kat.N2 R1001 npoussoactea 000 «<HOMOTEK».
XpaHuTb 1 TpaHcnopTupoBaTh npenapat AHK npu temnepatype o1-28 80 -10 °C

B TeuyeHue 1 mecqaua, ¢ cobniogeHnem mep, NpefoTBpaLLAOLWNX KOHTAMUHALMNIO
obpa3suos vyyxepoaHon 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 yncno o6pasLoB, KOTOPoe BO3MOKHO NpoaHanu3npoBaTs Habo-
pom peareHToB «Hcangep EGFR», gocTuraetca npu o4HOBPEMEHHON NOCTAHOBKe
He meHee 6 o6pa3uoB (6e3 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 4 — pacyet KonmyecTBa KOMMNOHeHTOB (MKO 1 KoHTpoNbHLIN 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.
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7. BHecTu no 20 MKn peakumnoHHon cmecu B npobupku ana MLP.

8. lo6aBuTb N0 5 MKN «Boaa AenoHM3npoBaHHas», KoTopas Ucnonb3oBanach Ans
NPUroTOBNEHUSA PeakUMoHHON cMmecn, B 2 npobupku ana MUP. MnoTHO 3aKpbiTh
KpbIWKN npobupoKk. Mpu nporpammupoBaHun amnangukatopa 0603Ha4YNTL 3TH
o6pasusbl, Kak «KoHTponbHoii 06paszel 6e3 JHK» (NTC).

MeHamb HAKOHEYHUKU nocie Kax0020 BHeceHus obpazua B npobupky ons L P!

9. 3aKpbITh KpbiWKY Apyrux npobupok ans MUP. MepeHecTtn Bce npobupku ans
MUP B NUP-60Kkc ans BHeceHuna AHK.

13.1.2 MoaroToBKa 06pa3uos
10. B MLLP-6okce ana BHeceHua AHK pa3mopo3nTts MKO npu temnepatype ot +15
no +30 °C.
11. Pa3mopo3utb npu Temnepatype +50 °C uccnenyemoie obpasusl JHK.
12. Mocne pa3mopo3ku Bce obpasubl nepemMellatb BCTPAXMBAHWEM Ha BOPTEKCE,
cbpocuTb Kannu LeHTpudyruposaHnem B TeyeHue 5 c.
13. MoAroToBUTbL pa3BeaeHNa uccnesyemolx obpasyos:
— AnfaKaxnzoro obpasua noAroToBUTb N0 3 YncTble NPobUpKN;
— TnpoMapKupoBaTb NPObBUPKU, COXpaHAa Ha3BaHue obpasua 1 cTeneHb pas3seje-
HuA: 4%, 8x, 16X;
— BHecCTu «Boay AenoHN3UPOBaHHYI0» B MPO6UPKN: 9 MK B NPpobupKy 4X, 6 MK —
B 8X, 6 MKNn —B 16X;
— BNpobupKy Ana pasBeneHns 4x BHecTn 3 MKN ob6pasua;
3akpbimb NpobUPKY, nepemMewiams co0epKUMoe HA BOPMeEKCe B mevyeHue 5 ¢,
cbpocumsb kKanau yeHmpugyaupoBaHuem. [loBmopsame nocae npU2omMoBaeHUA
Bcex pasedeHud.

— B NpobupKy ANA pa3BeeHunsa 8X BHECTN 6 MKN pa3BedeHna 4x;
— B NpobupKy AnA pa3BefeHunsa 16X BHECTN 6 MKN pa3BeaeHna 8X.

MeHAMb HAKOHEYHUKU NOC/1E KAXO020 BHECEHUSA obpasya B npobupky!

MMpobupkry ¢ «Bodol deuoHU3upoBaHHOU» npu danbHelweMm UCNOAb30BAHUU
He BHocums B [1L{P-60Kc 019 npu2omoBieHUS PEAKUUOHHbIX cMecel. Vicnonb-
30Bamsb 0719 npuzomoBsieHusa 0pyaux passedeHuli HK.

14. lo6aBnTb Mo 5 MKN noAroToBAeHHbIX passedeHnii AHK uccneayembix ob6pas-
LOB B cooTBeTCTBYIOWME NPobupku ans MLP. MN0oTHO 3aKpbITh KPbIWKK NPOBUPOK
cpasynocneBHeceHUs obpasua, BbINOAHUTbL NOCNeA0BaTeNbHO ANsA BCeX 06pa3LoB.

MeHamb HaKOHEeYHUKU nocae Kaxdo20 BHeceHus 06pazya B npobupky dns ML P!
15. o6aButh no 5 MkN «[MKO EGFR» B ocTaBwuecs 2 npobupku ana MLUP. MnoTtHo
3aKPbITh KPbIWKN NPOOGUPOK.

MeHamb HAKOHeYHUKU nocae Kaxdo20 BHeceHua obpaszua B npobupky ons MLP!



16. NpoBEPUTL MAOTHOCTb 3AKPbITUA KPbILWEK MPOBUPOK.

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

18. Cbpocutb Kannu LeHTpudyruposaHnem B TeyeHne 10 c.

13.1.3 Nposepenune MUP
19. YcTaHoBUTL npobupku ana MUP B 610k amnautnkaropa.

20. 3anycTuTb nporpaMmHoe obecneveHune amnnudurkatopa. OTKPbITb CO3AAHHbIN
paHee WabnoH UK BBECTU NapameTpbl:

— nporpamma aMI'IJ'IVIdJVIKaLI,VIVIZ

CuyutbiBaHme

Jtan Temnepatypa, °C  MpofoNKUTENLHOCTb thnyopecueHLnn
NHRybauns 95 3 MUH -
95 10c -
Amnangukauns 60 30¢ FAM, VIC
50 unknos
72 30¢c -

— co3jaTb pa3MeTKy Nialkuy B COOTBETCTBUMN C YCTAHOBNIEHHbIMI NPobupKamm B
6nok amnangunkartopa:

— [Ana Bcex o6pasyoBs, BKAOYAA KOHTPONMbHbIE, BbIGpATh KaHanbl AeTeKLuN
FAM n VIC;

— Bnone«Sample Name» BBeCTU Ha3BaHWNA U CTeNeHb pa3BeAeHna uccnemye-
MblX 06pa3L0B, @ TaKKe Ha3BaHUA KOHTPObHbIX 06pa3uos (PKO n NTC);

— 3anyCcTtutb nporpammy amnﬂmcbvn(au,mm.

13.1.4 Buibop o6pasu,a Haaexallero kayecTea

21. B nporpammHom obecnevyeHun amnandurukaTopa oTKpbiTh MLUP-hann c pesynb-
TatamMu 1 nW3MeHUTb 3HadveHua «Baseline Cycles» Tak, 4Tobbl 4YacTb rpaguka
thnyopecueHUMM A0 Havyana 3KCMOHEHUMANbLHOrO pocTa cUrHana crana napan-
nenbHa ocy abcumcc n 6anM3Ka K HyNto N0 0OCK OpANHAT.

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

23. BuibpaTb passegeHue obpasua ana Hapabotku MUP-npoaykTa ¢ myTauunei,
ncnonb3ya Cxemy 1.

Ang06paszyos, NOCMABIEHHBIX B NOBMOPAX, 3HAYEHUA Cq cHumame, KaK cpedHee.
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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
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13.2 Hapabotka MLP-npoaykta ¢ mytauuamu

MakcumanbHoe yncno 06pasLoB, KOTOPOE BO3MOKHO NpoaHann3npoBath Habo-
pom peareHToB «IHcangep EGFR», gocTuraetca npu o4HOBPeMEHHON NOCTAHOBKE
He meHee 6 06pa3uoB (6e3 NOBTOPOB).

13.2.1 MpuroToBneHne peakLNOHHbIX CMeceii
1.B MNUP-6oKkce Ana npuroToBNeHUA PeaKUUOHHbIX CMeceil pa3Mopo3nTb MNpu
Temnepatype oT +15 go +30 °C KomnoHeHThl: «[LP-cmech Insider», «Boaa
fenoHnsnpoBaHHasa», «0nuro-cmecb O» n «Onuro-cmecs M» (Bce BoceMb uau
HEKOTOpPbIe N3 HIX, B 3aBUCUMOCTI OT aHanusupyemoro yyactka AHK).
2. Copepxumoe npobUPOK TUWATENLHO MepemMellaTh YeTbIPeXKPATHbIM MepeBo-
padnBaHueM, 3aTem BCTPAXWBAHUEM Ha BOpPTEKce B TevyeHue 10 ¢, He gonycKas
obpasoBaHus neHbl; cOPOCUTL KANIW LEHTPUGYTPOBAHNEM B TeveHue 5 C.
3. Paccuntatb HeobxoAnmMbll 06beM KOMMOHEHTOB ANA pPeaKUWOHHONW CcMecw,
ncxoas U3 yucna mccneayemblx obpasuos (N) B 3aBucumocT 0T thopmarta
NnoCTaHOBKMU:
— obpasubl aHanusupyiotca 63 NoBTOPOB;
— obpasubl aHanM3npPyoTCA B 2-X NOBTOPAX.

Onsa kaxaon noctaHoBKy MLLP roToBUTL 04HY peaKkUoHHY CMeCh C 0IUro-CcMe-
cbto «O».

Ons kawaon «0nuro-cmecn» peakLuMoHHas CMeCb roTOBUTCA OTAENbHO.



Tabnuua 5 — pacyet KonmyecTBa KOMNOHEHTOB (MKO 1 KOHTPONbHLIN 06pasel
6e3 IHK yuTteHbl B hopmyne)

06pasibl aHann3npyioTcs 06pasLbl aHanu3npyoTcs
PeakuunoHHas cmechb 6e3 noBTOPOB B 2-X NOBTOPaX
Bosa aenoHusnpoBaHHas 10.5 X (N + 4) 10.5 X (N X2+ 4)
MUP-cmecsk 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 KoMnoHeHmamu!

5. TwaTenbHO nepemellaTb PeaKkLMOHHYIO CMeCb BCTPAXNBAHUEM HA BOPTEKCE B
TeyeHue 10 ¢; cbpocuTb Kanay co CTEHOK NPOBUPOK LEHTPU(YTpOBAHNEM B Teye-
Hue 5 c.

6. MoarotoBuTh NPobupku ana MLP (ctpunel; 1 ctpun — 8 npobupok) B KonnyecTse
N+ 4unnN X 2+ 4 (B3aBucumocTu oT BbiGpaHHoro opmarta nocTaHoBKN): ycTa-
HOBWTb B WITATUB, NPOMaPKNPOBaTH.

He ucnonb3oBams MapKep, Komopsil hayopecyupyem npu Bo3bywdeHUU CBe-
mom. MapKUpoBKY HAHOCUMb HA YYACMKU NAACMUKA, HE 300elicmMBOBAHHbIE B
demeKuyuu hayopecueHyuu.

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

| MeHAMb HOKOHEYHUKU MEXOY PA3HbIMU PEAKUUOHHBIMU CMecAaMU!

Ha prcyHKe 2 npeactaBneHa pekomeHayemas cxema pacnonoxenus MLUP-npo-
OVpPOK NPV 0AHOBPEMEHHOM aHaM3e Mo BCeM MyTaunam 6 06pa3uos 6€3 NoBTOPOB.
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1 2 3 4 5 6 7 8 9 10 11 12

101 | no2 | no3 | no4 | N05 | NO06 | PKO | PKO | NTC | NTC N01 | NTC
01 | W02 | W03 | N04 | NO5 | NO6 | PKO | PKO | NTC | NTC n02 | NTC
101 | n02 | W03 | N04 | NO5 | NO6 | PKO | PKO | NTC | NTC 103
n01 | n02 | W03 | NO4 | NO5 | NO6 | PKO | PKO | NTC | NTC no4
no1 | noz2 | no3 | no4 | N05 | N06 | PKO | PKO | NTC | NTC 05
101 | noz | no3 | no4 | N05 | NO06 | PKO | PKO | NTC | NTC noe
101 | W02 | N03 | N04 | NO5 | NO6 | PKO | PKO | NTC | NTC | PKO
101 | n02 | W03 | NO4 | NO5 | NO6 | PKO | PKO | NTC | NTC | PKO

I ® Mmoo m >

PucyHok 2 — cxema, umutnpyrowas pacnonoxeHue MLLP-npobupok B 6noke amnangukaTopa.

0603HaveHne 06pa3L,0OB Ha CXeMe:

n01, n02, N03, 104, N0O5, N06 Niccnepyemble 06pasubl
NTC KoHTponbHbIli 06pasey 6e3 AHK
PKO NKO EGFR

PacnonoxeHne peakunoHHbIX cMeceil Ha cxeMme:

Pacnonoxenune PeakumnoHHas cmecb

Al1l-Al0 Onuro-cmecb M EGFR ex18 G719X

B1-B10 Onuro-cmecb M EGFR ex19 delX

C1-C10 Onuro-cmecb M EGFR ex20 T790M

D1-D10 Onuro-cmecb M EGFR ex20 S768I

E1-E10 Onuro-cmecb M EGFR ex20 C797X

F1-F10 Onuro-cmecs M EGFR ex20 D770 _ N771insG
G1-G10 Onuro-cmecb M EGFR ex21 L858R

H1-H10 Onuro-cmecb M EGFR ex21 L861Q

11-12 cTonbupbl Onuro-cmech O

8. [lo6aBuTh N0 5 MKkn «Boja aenoHm3npoBaHHana», KoTopaa NCcnoab3oBanach Anf
NPUroToBNEHNA PeaKUWOHHOW cMmecu, B COOTBEeTCTBYLWMe npobupku ans MUP
(0603HauveHbl Ha pucyHKe 2 Kak NTC). MnoTHO 3aKPbITb KPbILWKY MPOBUPOK.

| MeHamb HAKOHEYHUKU nocae Kax0020 BHeCeHUA 0bpa3ya B npobupky 0ns ML P!

9. 3aKpbITh KpbiWKY Apyrux npobupok ans MUP. MepeHecTn Bce npobupku ans
MUP B NMNUP-60Kkc ana BHeceHuns 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 obpasusl AHK.

12. Mocne pa3mopo3Kky Bce o6pasubl NepemewaTs BCTPAXNBAHNEM HA BOPTEKCE,

cbpocnTb Kannu LeHTpudyrupoBaHem B Te4eHune 5 C.

13. MoAaroToBUTL passeeHns uccnegyembix 06pasuos, BbibpaHHblie 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 aevioHn3npoBaHHyio», 3aTeM 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 — KONMYeCcTBO TONbKO onuro-cmecein M

Y — KonuyecTBO NoBTOPOB 06pasua

LlonyCcTUMO OKPYTAATb MONYYEHHbIE 3HAYEHUNS, COXPAHAA MPOMOPLNI0 MEKAY KONMNYECTBOM
Boabl 1 AHK

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

MeHamb HAKOHEYHUKU nocae Kaxd020 BHeceHUs 06pazya B npobupky!

MMpobupkry ¢ «Bodoli 0euoHU3UPOBAHHOU» npu ddanbHelweM UCNONb30BAHUU He
BHocume B [1L{P-60Kc 019 npu2omoBAeHUA peakUUOHHbIX cMecel. Vicnonb3oBams
019 npueomoBsieHus dpyeux paszsedequl [JHK.

14. llo6aBuTb no 5 MKA pasBeaeHHon OHK wuccneayembix o6pasuoB B COOT-
BeTcTBYytowme npobupku ana MUP. PekomeHayemoe pacnonoxeHne obpasuos
npeacTaBneHo Ha prcyHKe 2. [T10THO 3aKPbITh KPbILKY NP0b6UpPKKU cpasy nocne BHe-
ceHua obpasua, BbIMOMHUTL NOCeA0BaTeNbHO 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 pucyHKe 2 Kak PKO). MN0THO 3aKpbiTh KPbIWKN NpobupKn cpasy
nocse BHECEHUA KOHTPObHOTO obpasua.

MeHamb HAKOHEYHUKU noce Kaxd020 BHeceHUs 0bpazuya B npobupKy 0na ML P!
16. MpoBepuTb NNOTHOCTb 3AKPbLITUA KPbILWEK NPOBUPOK.
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 Mposeaenue MLP
19. YcTaHoBuTb npobupku ana MUP B 610K amnaudukaTopa.

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

— nporpamma amnangukaumnm:

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:

— Ans Bcex 06pasuoB, BKOYASA KOHTPOJbHbLIE, BbIBpPATH KaHaibl AETeKLUN
FAM u VIC;

— B none «Target Name» BBECTU HA3BaHNSA MULLIEHENR:

Nwmsa muwenn no kanany FAM

(cornacHo ncnosib3yemoii 0nro-cmecu) Nmsa muweHn no kavany VIC
EGFR ex18 G719X

EGFR ex19 delX
EGFR ex20 T790M
EGFR ex20 S768I
EGFR ex20 C797X IPC
EGFR ex20 ins
EGFR ex21 L858R
EGFR ex21 L861Q
0

— B none «Sample Name» BBECTN HA3BaHNA KOHTPObHbLIX 06pa3L0B:

HasBaHue KOHTpoONbHOTO 06pasua B

KoHTponbHbI 06paseLll nnawke MUP
KoHTponbHbIl 06paszey 6e3 AHK NTC
NKO EGFR PKO

— B none «Sample Name» BBeCTU Ha3BaHUa nccieayemMbix 06pasLos. He BBo-
[AUTb OINHAKOBbLIE HA3BAHUA ANA Pa3HbIX 06pa3L08;

—  3anyCcTWTb NporpamMmmy amniantukauny.

14. AHann3 AaHHbIX

Ananun3 panHbix TLUP npoeectn ¢ nomolblo nporpammHoro obecneyeHuns
«M0 NHcanaep EGFR», kat. N2 W3001, npoussoactea 000 «HOMOTEK».



15.1 Habop peareHtoB «Hcanaep EGFR» paspeliaetca TpaHcnopTupoBaTb BCEMU
BUAAMIN KPbITOro TPAHCNOPTa B COOTBETCTBUN C NpaBuiamMu, yCTaHOBNEHHbIMIN HA
JaHHOM BuAe TpaHcnopTa.

15.2 TpaHcnopTupoBaHue Habopa peareHtos «Hcanaep EGFR» ocywecTBnsaertca
B MEHOMNNACTOBbIX TEPMOKOHTEHEpPaXx C Xlaf031IeMeHTaMun B TeyeHue 5 CyToK npu
Temnepartype oT -28 a0 +8°C.

15.3 XpaHeHue Habopa peareHToB «/IHcanaep EGFR» o v nocne nepBoro BCKpbI-
TUA oCyllecTBASAETCA NPy TemnepaType oT -28 10 -10°C.

15.4 Habop peareHToB, TPAHCMOPTVPOBABLWINUACA WAV XPAHWUBLIMIACA C Hapylle-
HUeM TemnepaTypHOro pexnma, NCnoab30BaHN0 He MOANEXNT.

CpoK rogHoctTn 12 mecsAueB C AaTtbl NPOW3BOACTBA NpU cobBAOAEHUN YCNOBUIA
TPAHCMOPTUPOBAHNSA U XpPaHeHnA. Habop peareHToB nam nonyyYeHHbie B X04e UCMOb-
30BaHNA CMECK PACTBOPOB C NCTEKLINM CPOKOM FrOAHOCTU MPUMEHEHWIO He NOANeMKarT.

He ncnonb3osatb «/Hcangep EGFR», ecan npumeHnm xoTa 6bl 0AUH KpUTEPUN

HENPUroaHOCTN:

— npu NepBOM BCKPbITUM 0OHapyKeHO nNoBpexAeHUe (HacoBOYHOW Tapbl
KOMMOHEHTOB;

—  HeT BO3MOMHOCTW MAOTHO 3aKPbITh (ACOBOUYHYIO TAPy KOMMOHEHTOB UK 06HAa-
PYKEHbI MPOTEYKN;

— HenonHas KOMMNNEKTHOCTb, B TOM YNC/E B pe3ybTaTe NPpUMeHeHNs;

—  BHELWHWUIA BUA KOMNOHEHTOB HE COOTBETCTBYET OMMCAHNIO;

— HapyLeHbl YCN0BUA XPaAHEHNS;

—  UCTEK CPOK rogHOCTY;

— KOMMOHEHTHI KoHTaMuHupoBaHsl AHK yenoseka;

—  u3roToBUTENL COO6WMA 06 OT3biBE MPOW3BOACTBEHHOW CEPUN, K KOTOPOW
OTHOCWUTCA AaHHbIA Habop peareHToB (nocpeacTBOM 06bABNEHUA Ha canTte
www.nomotech.ru nnu nHeim cnoco6om).
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Mpeanpuatune-uzrotosutens 000 «HOMOTEK» npu cobnioaeHun ycnosuii
TPAHCMOPTUPOBAHMUA, XPAHEHUA N UCNOoNb30BaHNA Habop peareHToB «lHcanaep
EGFR» rapaHtupyert:

— cooTBeTcTBUE Habopa peareHToB TpeboBaHNAM

TY 20.59.52.199-034-11248074-2018;

— 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 ocyuwecTenserca OTK npeanpuaTna-
n3rotoButena cornacHo TY 20.59.52.199-034-11248074-2018.
MpeanpuATrie-n3roToBUTENb NPOBOAUT MPUYEMO-CAATOYHbIE WUCMbITAHUA ANA
Kam Aol Mpou3BOACTBEHHOW CEpUIN, OCYLLeCTBNAA BePUBUNKAUNOHHbI KOHTPOb
OCHOBHbIX aHANUTNYECKNX XapaKTePUCTUK, BHELWWHEro BUAA, KOMMNAEKTHOCTY, yna-
KOBKU, MapPKNPOBKM, @ TAKKe NPOBOAUT KOHTPONb KAYeCTBa CbiPbsA 1 KOMMNOHEHTOB.
19.2 MeTponornyeckas npocnexusaemocts MKO EGFR obecneyeHa 10 KOHTPONbHbIX
06pasuoB npeanpuaTAs, BEPUGULNPYEMbIX CEKBEHUPOBaHMEM nNo MeToay CaHrepa.

Mo Bompocam, Kacalumca kKayecTBa Habopa, cneayeT obpaliaTbes:
— 000 «<HOMOTEK» 117997 r. MockBa, yn. Muknyxo-Maknas, a. 16/10, K.16;
— md-support@nomotech.ru — TexHn4yeckas nogaepxKa.

Mpw nogadye peknamaunn HeobX0AUMO UCKNOUYNTL HN3KOE KayecTBo GromarTe-
puana, owmnbKy n3mepeHns, oWwnbKy BLIMONHEHNA MPOTOKONA, HAPYLLIEHNE YCNOBUIA
TPAHCMOPTUPOBAHUA 1 XpaHeHUsa. Ecnu Bce yKaszaHHble (HaKTOPbl UCKIOYEHDI,
HeobxoAMMo 06paTUTbCs B CNYHKOY TEXHUYECKON NOAAEPKKN.

21.1 Habopbl peareHToB «Hcangep EGFR», npuweAaline B HENPUroAHOCTb, B TOM
yncne B CBA3MN C UCTEYEHMEM CPOKA FOAHOCTY, NOANEXAT yTUAn3aunu.

21.2 YHuuTOXeHne HabopoB peareHtoB «lHcangep EGFR» ocyuwectBnsertca
opraHmsaunamm, WnMelWwrMy COOTBETCTBYIOWYIO AUUEH3WIO, Ha ChneynanbHo
060pyfoBaHHbIX NAoWaAKax, MoNNroHax 1 B MOMELLEHNAX B COOTBETCTBUN C Tpe-
6oBaHWAMU, NPEAYCMOTPEHHBIMU CyLLecTBYOWNUMN PesepanbHbiMy 3aKOHAMU, 1 C
cobnioaeHnem o6a3aTenbHbIX TPe6OBAHMI NO OXpaHe OKpYyKatowen 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.

25



26

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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Homep no katanory

Koa cepun

Oata nsrotoneHuma: XXX X-XX-XX

®opmat gaThl: roA-Mecau-41cno

N3rotoButenb

Mcnonb3oBaTth A0: XXX X-XX-XX

®opmaT gathl: roA-Mecau-4nucio

TemnepaTypHbIi AnanasoH

06paTnTeCh K MIHCTPYKLUUU MO NPUMEHEHUIO

Wicnonb3oBaTtb A4NA NPUTOTOBNEHUA
peaKUVoHHOR cMmecn

ToNbKO ANA HAYYHO-UCCNEeA0BATENbCKUX Lenei

3Hak 0buiero KonmyecTBa TeCTOB, KOTOPbIE MOTYT ObIThb
BbIMONHEHbI C UCMO/b30BAHVEM PEareHToB, COAePKaLLNXCA
B Habope

OCTOpO)KHO. Bpe,ﬂ,HbIe ANnA30000BbA
annepruyeckne (pasjpaxanolime) seuiectsa
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3Ta cTpaHuLa HaMepPeHHO OCTaBAEHA NYCTON
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