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Cnucok cokpameHmit

B HacTosIei HHCTPYKIIUU IPUMEHSIOTCS CIIEAYIOIINE COKPAICHHS
1 0003HAUYECHHUA:

I1L1P MOJIMMEPA3HAs LENHas peaKLUs

JHK JIe30KCUPHOOHYKIIEHHOBAS KUCIIOTA

OKO OTPHIATENBbHBIN KOHTPOJIBHBII 00pasen

ITKO-N IIOJIOKUTEBHBIN KOHTPOJIbHBIN obpasery
(HOopMasbHas romo3urota) - N

I[IKO-M IIOJIOKUTEBHBIN KOHTPOJIbHBIN obpaser
(MyTaHTHast roMo3urota) - M




BBenenue

I'east BRCAL2 sBnstoTcs  KIACCHYECKUMH  OTMYXOJICBBIMH
Cynpeccopamy, BO3HMKHOBEHHWE MYTallMid B JTHX TIeHaX MPHUBOJIUT K
HapYLICHUIO perysiuu KJIETOYHOTO UKJIA, MIPOLIECCOB
muhdepeHIIMPOBKUA U aroNTo3a, a TaKKe K HAPACTAHUIO XPOMOCOMHOMN
HECTaOWUJIbHOCTH, MPHUBOJAIICH K TMOBBIILICHUIO pPHUCKAa Pa3BUTHUSA
HACJICJICTBEHHBIX OIyXOJIEBBIX 3a00JIeBaHUM, TAKMX KaK, paK MOJOUYHOMN
JKele3bl, paK MOPKETYIOYHON Keyle3bl, SHIAOMETPHs, SUYHHUKOB,
MeTaHOMBI, paK TPYIHBIX XKeI&3 y My>KunH’,

IleseBbIM AaHAJIUTOM, BBIABIAEMBIM @IpU TMOMOIIM Habopa
pearentoB «BRCAL1,2 - nmarHocThka», SBJISIOTCS MYTallMd B TI'eHAX
BRCA1 u BRCA2 - BRCAL c.5266dupC, BRCA1 ¢.181T>G, BRCA1
€.5251C>T, BRCA1 ¢.5161C>T, BRCA1 c.4035delA, BRCA1 c.1961del A,
BRCA2 c.3749dupA, BRCAL c.4675G>A, BRCA2 c.961 962insAA,
BRCA2 ¢.2897_2898del, BRCA1 c.68 69del, BRCA1 ¢.3700_3704del,
BRCA2 ¢.8754+1G, BRCA1 ¢.4689C>G, BRCAL ¢.3756_3759del, BRCA2
6174delT.

Hayunasi 000CHOBAHHOCTb 1I€JICBOTO aHAIMTA 3aKII0YAECTCA B €r0
CHEIU(PUIHOCTH B OTHOIICHWW MYTAIlMi, JIOKATU30BAaHHBIX B TEHAX
BRCA1 u BRCAZ2 uenoBeka.

I'erst BRCAL,2 oTHOCATCS K TpyIIie T€HOB-CYIIPECCOPOB, KOTOPHIC
KOAUPYIOT OENKH, BOBJICUEHHBIC B IMPOILIECC pEmapaluu JABYXHUTEBBIX
paspsiBoB JIHK. IIpy BOZHMKHOBEHWH MyTalldii B 3TUX I'€HAX TEPSETCA
dbyHKIus OeIKOB, BCIEACTBHE YEro HapylIlaeTcsi OCHOBHOM MeEXaHU3M
penapanuu AByXHHUTEBBIX pa3psiBoB JJHK.

Hccnenosanue nmns BeisiBiaeHus myTtanuii B reHax BRCAL u BRCA2
MOMOTaeT ONpeAeIUTh Hanbosee 3p(HEKTUBHYIO CTPATETHIO JICUCHUS KaK
tapreTHeiMH nipenaparamu (PARP-uHruOuTOpamMm) Tak M pazIHyHBIMH
peXuMaMi XUMHOTEpanuu, a TakKe BO3MOXKHOCTH CIIPOTHO3HPOBATH
TE€YeHHE 3a0O0JIEBaHUSI paka MOJOYHOM JKeNle3bl, paka SUYHHKOB, paka
TIOJKEITYTOUHOM JKENe3bl, PaKa JKely IKa>.

! Canraposa JL.M., Koruna D.H., Xacanmmna JL.M., Tanumos 1II.LH. Ananus
myrtaiu B reHax BRCALl m BRCA2 y mamueHTOK ¢ pakoM MOJOYHOH JKEIe3bl B
skcriepumente // Kazauckuit mequnuuckuii sxyprair — 2020, — T. 101. — Ne3. — C. 342-
346.

2 UmsiantoB E.H. O6mue MIPEJCTABICHUS P HACJIEACTBEHHBIX OIyXOJIEBBIX
cunapomax // Tlpakrudeckas oukomnorus. — 2014, — T. 15. - Ne 3. — C. 101-106.
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Bbruto mokasano, yto BRCAl-accounupoBanusiiit PMXK B oTnnune
OT CIOPAAMYECKOr0 XapaKTepU3yeTcsl JIydlled OTBE4aeMOCThIO Ha
TEpanul BIUIOTH 0 TIIOJHOM pPEMHUCCUHM. YCTaHOBJIEHO, 4TO
BBDKMBAaEMOCTb OOJIbHBIX HACJIEJCTBEHHBIM DPAKOM OPIaHOB >KEHCKOH
PENPOIYKTHBHON CHCTEMBI 3HAYUTENBHO BBIIIE, YEM B OOIICH rpymre
OOJIbHBIX, HE3aBUCHUMO OT CTaJUM M IPOBOJUMOIO JIEUCHMs: S-JIeTHsA
BBDKHBAEMOCTH OOJIBHEIX HaclencTBeHHBIM PMIK coctaBister 58,9+6,3%,
B TO BpeMs Kak Ipu cropaauueckoMm pake — 39,7+4,6%. 3HaueHue
TeHETUYECKOT0 TECTHUPOBaHMA ompexaenserca Takxke TeM, uro BRCA-
CTaTyC MOTEHLUAIbHO MOXeT OBbIThb HCIHOJb30BaH B  KadyecTBE
NPEIUKTUBHOTO MapKepa IpH TPOBEICHHH XHMHOTEPANIEBTUYECKOTO
neyenus. Hanmume nedexToB CHUCTeMBl pemapanMy Ipearnosaraer
BBICOKYIO 3¢ dexTuBHOCTh JIHK-moBpexnaronmx areHToB, TaKHX Kak
WOHU3UpYIOUIas paaualus W JIeKapcTBeHHble npenapaThl. [lokazana
BBICOKAs AP PEKTUBHOCTh HEOAIBIOBAHTHOHN TepaMy aHTPAUKIMHAME H
TakcaHamu y Hocuteneid mytauuii B reHax BRCAL1 u BRCAZ2. Knetku ¢
HapyIIECHHBIMH MeXaHU3MaMH TOMOJIOTHYHOW  PEKOMOMHALIUU
OTJIMYAIOTCS BBICOKOW YyBCTBUTEJIBHOCTBIO K IPOM3BOIHBIM IJIATUHBL. B
psAnIe  WCCIIeIOBaHMIA  TOKa3aHo, d9to y OombHbIXx BRCAIL-
acconuupoBanHbiM PMOK s¢¢dexTuBHa HeoaablOBaHTHasE Tepamus
«lucrutaTiHOMY, BBIpQKEHHAs peaklus Ha TpenapaT HE3aBHCHMO
CBsi3aHAa C TPUXJbl HETaTMBHBIM (DEHOTHIIOM U C HAIWYMEM MYyTallUd B
rese BRCA1®,

[Tokazano, uro BRCA1/2-nedunmrtHbie OIMyXONeBbIe KICTKH
CEJIeKTHBHO TMOHYT mnpu ucnonb3oBanuu PARP-unruduropos (PARP
(poly(ADP-ribose) polymerase) — hepMeHThI, KaTaTU3UPYIOIIHE MOJH-
AJ1®-pubdozunupoanue; yuactBytoT B penapauuu JHK). ITokazano, uro
BRCA1/2-nepuuunTHble OMyXOJEBbIe KICTKH CEIEKTUBHO THOHYT HpHU
rcnonp30Bannn PARP-uHTHOHTOPOB, B yacTHOCTH «Omnamapuba»’,

O0sacTb npuMeHeHHUs1 Ha0Opa peareHTOB — KIMHUYECKas
JabopaTopHasl AMarHOCTHKA, OHKOJIOTHSI.

IMoxa3aHusi 1 NPOTHBONOKA3AHUS K IPUMEHEHUIO

3 Gelmon K. et al. Targeting triple-negative breast cancer: optimising therapeutic
outcomes // Ann Oncol. — 2012. — Vol. 23. — Ne 9. — P. 2223-2234.

40za A. M. et al. Olaparib combined with chemotherapy for recurrent platinum-
sensitive ovarian cancer: a randomised phase 2 trial // Lancet Oncol. — 2015. — Vol. 16.
—Nel.—P.87-89



[Tokazanus k mnpumenenuto: HabGop pearentoB «BRCAL,2
JUArHOCTHKA»  PEKOMEHIYeTCs  NPUMEHATh A JIMarHOCTUKHU
HACJIC/ICTBEHHBIX (OpPM OIyXOJIeBBIX 3a0o0yieBaHUI (paka MOJIOYHOU
JKeJle3bl, paka sIMYHUKOB, paKa MOKEIyA04YHOM XKeJe3bl, paka JKesly1Ka)
c uenbto omnpenencHus AGGEKTHBHOW  CTpaTerdd  JICYCHUS U
IPOTHO3UPOBaHUA FPPEKTUBHOCTH JICUCHMS.

[Tpumensiembrii  coco6 wuccnenoanuss JIHK orHocuTcs K
HEMHBA3MBHBIM IIPOLIEypaM, He HECET YIpo3bl 310POBBIO YEJIOBEKA U HE
BBI3BIBAET OCJIOKHEHU.

[IpoTuBOnOKa3aHusd K HPUMEHEHHIO: TIPH  HUCHOJIb30BaHUU
CHeNHATbHO OOYYEHHBIM IIEPCOHAIIOM M C YYETOM IPUMEHEHHUS 110
Ha3HAUYEHUIO HE BBISBIICHBI.

MonyassuuoHHbIe, AeMorpadpuyecKue acmeKTbl NPUMeEHEHUs
MEAMIUHCKOT0 U3e/IUsl: OMYJIALUOHHBIX, IeMOTrpapUueCcCKUX acleKToB
npumenenus Habopa pearentoB «BRCAL,2 — nmuarnoctuka He BBISBICHO.

CTepuJbHOCTD: U3/IENINE HE CTEPUIIBHO.

1. Ha3nayenue

Ha3nauenue: wHabop peareatoB «BRCAL,2 — nmarHoctukay

IpeHa3HaYeH JJIs KaueCTBEHHOTo BbIsABIeHU MyTaluii B reHax BRCAL
(c.5266dupC, ¢.181T>G, ¢.5251C>T, c¢.4035delA, ¢.5161C>T,
c.4675G>A, .68 69del, ¢.3700_3704del, c.1961delA, c.4689C>G,
€.3756_3759del), BRCA2 (c.3749dupA, €.961_962insAA,
c.2897 2898del, c.8754+1G>A, 6174delT), meToqoM MyNbTUILIEKCHOM
NOJMMEpa3sHON LEMHOM peakluu ¢ JeTeKIHeH pe3ylbTaToB B PEKUME
KPHBBIX IUIaBlIeHUs B pode renomHoil JIHK uenoBeka, BblaeneHHON U3
KJIIMHUYECKOro Marepuana (mepudepuyeckas KpoBb, OYKKaIbHBIN
COCK00), JUIsi JUarHOCTUKM HACIEACTBEHHBIX (OPM  OIyXOJIEBBIX
3a0osieBaHni  (paka MOJIOYHOM Kene3bl, paka SHYHHUKOB, paka
NO/DKETYJOYHOM JKene3bl, paka >KelyJIka) C Lelblo OINpeieleHus
3¢ (eKTUBHON CcTpaTeruu JIeUeHUsI U MPOrHO3UPOBaHUS 3P(HEKTUBHOCTH
JICYCHHUS.

DyHKUMOHA/IbHOEe Ha3Ha4YeHHUe. [lomyueHHble pe3ynbTaThl MOTYT
MCIIOJIb30BAThCS JUIS IMarHOCTUKU HACJIEJICTBEHHBIX (DOPM OITyXOJIEBBIX
3a0oneBaHui (paka MOJIOYHOM JKenle3bl, paka SUYHHMKOB, paka
NO/DKETYJOYHOM Kele3bl, paka KelyJlka) ¢ Lelblo OIlpeieleHus
3 PEKTUBHON CTpATETHH JICYEHUSI M MPOTHO3UPOBAHUS IPPEKTUBHOCTH
JICYCHHUS.



[MoTeHuMaIbHbIE MOTPEOUTETH METHITHHCKOTO U3/1eJTH S
Habop mnpemnasHaduen myis mpodecCHOHATBLHOTO NPUMEHEHHUS B

MEIUIIMHCKIX YAPEKICHUSIX u KJIMHUKO-/IMarHOCTUYECKUX
naboparopusx oHKosoruyeckoro mnpodwmias.  IIpodeccronanbHbIN
YPOBEHb MOTEHIHUAIBHBIX MOJb30BaTeliel — Bpad KIMHUYECKOU

1a00paTOpHOI TMAarHOCTUKU, MEIULIMHCKUN 1a00paTOPHBIN TEXHHUK.

2. lIpunuun Mmeroaa

Merton

MynbpTuruiekcHasi ajuienb-crienu@uueckas MnoJuMepasHas IermHast
peakuus B pexXHMe PeaJIbHOTO BPEMEHHU € IETEKIIUEN KPUBBIX IJIaBJICHUS.

Tun anaam3upyemoro oopasua

Marepuanom st nposeaenust [P cioyxar mpoOsl renomuoit JJHK
YelloBeKa, BhIICTICHHbIE U3 KIMHUYECKOro Marepuana (nmepudepudeckas
KpPOBb, OYKKaJIbHBIN COCKOD).

IIpuHIMn onpeneieHU

Boussnenne myranmii B renax BRCAL,2 - BRCAL ¢.5266dupC,
BRCAL1 ¢.181T>G, BRCAL1 ¢.5251C>T, BRCAL1 c¢.5161C>T, BRCAl
c.4035delA, BRCAl1l c.1961delA, BRCA2 c¢.3749dupA, BRCAl
c.4675G>A, BRCA2 ¢.961 962insAA, BRCA2 ¢.2897_2898del, BRCAl
c.68 69del, BRCA1l ¢.3700_3704del, BRCA2 c.8754+1G, BRCAl
€.4689C>G, BRCALl c¢.3756_3759del, BRCA2 6174delT wmeromom
myabTuIiekcHOM TP ¢ nerexkiueil KpuBBIX IUIaBIeHHS B THpoOe
renoMHoi JIHK wyenoBeka, BBIACIEHHONW W3 KIMHHYECKOIO MaTepuania
(mepudepuyeckas KpoBb, OYKKaIbHBIN COCKO0), BKIIIOYaeT B cest 3 aTarma:

1. Tloarorosky IIIIP;

2. TIIP-amrmmudukanmto JHK u TUOPHUIN3AIMOHHO-
(GIIyOpecleHTHYIO JIeTeKIHI0 MPOAYKTOB aMIUTU(pUKAIMU B
pEeXHUME peaJIbHOTO BPEMEHH C JETEKIMeH KPUBbIX IJIaBJICHNUS;

3. HuTepmperanuio pe3yabTaToB.

C npobamu JIHK mpoBoasTcst peakuuu amruin@ukaniuy y4acTKOB
TeHOB IpU MOMOIIHM crienu@uuHbiX K 3TuM ydactkam J{HK npaitmepos B
peakimoHHoM Oydepe.

B cocras I11[P-Oydepa BXxomaT Bce OCHOBHBIE peareHThI, BKIIOYas
TEPMOCTAOUIILHYIO JHK-nonumepasy, CMECh JHTO® 51
ontumusupoBanubii ais [P Oydep.

B cocraBe mpaiiMep-Mukca TPUCYTCTBYIOT — (PIIyOpECHEHTHO-
MEUYEHbIE OJIUTOHYKJICOTUAHbIE 30Hbl, KOTOpPbIE THOPUAU3YIOTCS C
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KOMILIEMEHTapHbIM y4yacTkoM amiumpuuupyemoit JIHK-mumenn. Ilo
okonuannu [IIIP mpoBoauTcss »Tam TeMmepaTypHOro IUIaBJICHUS
OYTJIEKCOB, BCJEACTBUE YEro IPOUCXOJUT U3MEHEHUE YpOBHS
¢utyopecueHIMH, KOTOPbIH (UKCUPYETCsl MPOrpaMMHBIM 00ecreueHUueM
npubopa U MpeCTaBIsAeTCs B BUJE rPaduKOB.

HaGop conepuT peareHTsl I MYJBTHILUICKCHOTO ONpEAeiIeHus
BhICOKOCTIEIIU(HUHBIX ydacTKoB reHomHod JIHK renos BRCA 1,2 -
BRCAL c¢.5266dupC, BRCA1l ¢.181T>G, BRCAL ¢.5251C>T, BRCAl
€.5161C>T, BRCAl c.4035delA, BRCA1 c.1961delA, BRCA2
c.3749dupA, BRCA1l c.4675G>A, BRCA2 c.961_962insAA, BRCA2
€.2897_2898del, BRCAL c.68_69del, BRCA1 ¢.3700_3704del, BRCA2
.8754+1G, BRCA1 ¢.4689C>G, BRCAL c.3756_3759del, BRCA2
6174delT (Tabm. 1).

Tabmuna 1 — CoctaB MyJIbTHILIEKCOB, BXOJSIIMX B HA00D

MyTanum, COOTBETCTBYIOIIHE KAHALY
My.JIbTHILIEKC ACTCKIIAA
(npaiiMep-MHKC) FAM HEX/
VIC
BRCAL BRCAL
5266/181 ¢.5266dupC c.181T>G
BRCAL BRCAL
5251/5161 €.5251C>T ¢.5161C>T
BRCAL BRCAL
4035/1961 C.4035delA c.1961delA
BRCA2 BRCAL
3749/4675 ¢.3749dupA C.4675G>A
BRCA2 BRCA2
961/2897 C.961_962insAA | ¢.2897 2898del
BRCA1 BRCA1
68/3700 c.68_69del ¢.3700_3704del
BRCA2 BRCA1
8754/4689 C.8754+1G>A C.4689C>G
BRCAL BRCA2
3756/6174 ¢.3756_3759del 6174delT

OrpanuyeHusi MeTojaa

Bo3moxHast ~ mpuyMHA =~ TOJNYYEHHS  JIOKHOIIOJIOXKHUTEIBHOTO
pe3ynbTara - KOHTaMuHaIus Ha 3tane Beiaenenus JJHK nmubo nposenenus
peakuur MyiabTUIIEKCHON [ILIP. JIOXKHOMOMOKUTENbHBIN Pe3yabTatT
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MOXKET GBITB BBISABJICH C MMOMOMIBIO OTPULATCIIBHOI'O KOHTPOJIBHOT'O
obpasria.

Hapy1ienne nenocTHOCTH yIIaKOBKHY IIPU TPAHCIIOPTUPOBAHUU.

Hcnonp3oBanue Habopa ¢ UCTEKIIMM CPOKOM T'OJJHOCTU WIIH
HapylIeHHUE yCIIOBUIM XpaHEHUs Habopa.

Hapymienne ycnoBuil XpaHeHUss TMpuU  TPAaHCHOPTHUPOBAHUU
00pa31oB.

Bpemst BoinosiHenus: nporokoJia I[P cocrasasier 2 yaca.

3. CocTraB Ha0opa peareHToOB

BapuaHTbI HCIIOJIHEHHSA

HaGop peareHToB BbIITYCKaeTCs B O/IHOM BAPUAHTE MCIOJTHEHHUS -
«BRCAL,2 — nmarsocTuxa.

KosmnuecTBo anam3upyemMbIX Npood

Kaxnerii Habop «BRCA1,2 — nuarHoctuka» COIEPKHUT pearcHTHI,
paccuMTaHHble A HpoBeneHus 48 peakuuil KaxIoro MyJbTHILIEKCA
(5266/181 - BRCA1 ¢.5266dupC, BRCAL ¢.181T>G; 5251/5161 - BRCA1
€.5251C>T, BRCA1 ¢.5161C>T; 4035/1961 - BRCA1 c.4035delA, BRCA1
c.1961delA; 3749/4675 - BRCA2 c.3749dupA, BRCA1l c.4675G>A,
961/2897 - BRCA2 ¢.961_962insAA, BRCA2 ¢.2897_2898del; 68/3700 -
BRCA1 c.68_69del, BRCA1l ¢.3700_3704del; 8754/4689 - BRCA2
€.8754+1G>A, BRCA1 ¢.4689C>G; 3756/6174 - BRCAL ¢.3756_3759del,
BRCA2 6174delT), 9To cOOTBETCTBYET OmMpeneneHrio 36 HCCIeayeMbIX
00pa3moB, BKJIIOYAs IOJIOKUTEIbHBIE M OTPHIATENIbHBIE KOHTPOJIBHEIC
o0Opa3upl Wi 12 eTMHUYHBIM MOCTAaHOBKAM HCCIIEAYyEMbIX 00pa3IoB ¢
OTPHULIATEIbHBIMA U TIOJIOXKUTENbHBIMU KOHTPOJBHBIMH O0pa3lamMu B
Ka)KJIOM ITOCTaHOBKE.



Cocras HaGopa

Ta6mmma 2 — CoctaB Habopa peareHToB «BRCAL,2 — nuarnoctukay

Ne Ha3Banmue KOH"“?CTBO’
Onucanne 00bEM
101 peareHTa

[Ipo3paunas 3 pobupku

1| TIP-Gydep GecrBeTHas )KUIKOCTh mo 1280 mxun

2 | Tipaiivep-wuxe 5266/181 [Ipo3paunHas KUIKOCTH 1 npobupka,
CHUPEHEBOTO I[BETa 192 mxn

N IIpo3paynas KUAKOCTH 1 npobupka,
3 | Ipaiimep-mukc 5251/5161 CHPCHEBOTO 1BeTa 192 i

4 | Tipaiivep-wuxe 4035/1961 [Ipo3paynHas KUIKOCTH 1 npobGupka,
CHUPEHEBOTO I[BETa 192 mxn

5 | Tpaiivep-wuke 3749/4675 [Ipo3paynHas KUIKOCTH 1 npobGupka,
CHUPEHEBOTO I[BETa 192 mxn

6 | Mpaiivep-wuxe 961/2897 [Ipo3paynHas KUIKOCTH 1 npobGupka,
CHUPEHEBOTO I[BETa 192 mxn

7 | Mpaitmep-vuxc 68/3700 [Ipo3paynHas KUIKOCTh 1 npobGupka,
CHUPEHEBOTO I[BETa 192 mxn

8 | Tpaiivep-wuke 8754/4689 [Ipo3paunast KHUIKOCTH 1 1'1119)(2)6I/Ip1<a,
CHPEHEBOTI'0 LIBETA MEKJT

9 | Mpaiimep-vuxc 3756/6174 [Tpo3paunast KHIKOCTH 1 rllgg&dplca,
CHPEHEBOT'0 I1BETA MKJI

10 | nxo-N [Ipo3paunas 1 npobupka,
GecriBeTHAS )KUIKOCTh 576 MK

11 | nxo-m [Ipo3paunas 1 npobupka,
OecrBETHAS KUIKOCTD 576 MK

12 | oxo [Ipo3paunas 1 npobupka,
OecrBeTHAS )KUIKOCTh 576 MKa

IIIIP-0y¢ep roToB K HCIONB30BAHUIO U COACPKUT BCE OCHOBHBIE
peareHThl, BKItoyas repmocradunsnyto JJHK-nomumepasy, cmecs tTHTD
u ontumusupoBanubIil aist [P Oydep.

IIpaiimep-Mukc 5266/181 roToB K MCIOJIB30BAHUIO U COACPIKUT
MYJIbTUIUIEKCHYIO CMECh ITPaiiMepOB U 30HJIOB:

1. Tlpaiimepel u 30HX K yuyacTky ¢ MmyTauumeir B reHe BRCA1L
€.5266dupC. [erekuus ocyiecTBaseTcs mo kanaay FAM.

2. Tlpaiimepsl 1 30H1 K ydacTKy ¢ myTtanueii Brene BRCA1 ¢.181T>G.
Herexius ocymectnisercs no kanany HEX/VIC.,

IIpaitmep-mukc 5251/5161 roToB K MCIONB30BAaHUIO U COAEPIKUT
MYJIBTHUIIIEKCHYIO CMECh IIPaliMEPOB U 30H/10B:
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1. Tlpaiimeps! u 30H1 K ydacTky ¢ myTauueir BRCA1 ¢.5251C>T.
Herexkuusiocymectnisiercs o kanainy FAM.
2. Ilpaiimepsr u 3081 K yyacTKy ¢ myTtanueir BRCAL ¢.5161C>T.
Jerekuusocyiectnisercs mo kanany HEX/VIC.
IMpaiimep-muke 4035/1961 roToB K MCIOIB30BAHUIO U COACPIKUT
MYJIBTHUILIEKCHYIO CMECh IIPaliMEpPOB U 30H]I0B:
1. Tpaiimepsr u 30un k myrtanuu BRCAL ¢.4035delA. [lerexuus
ocyuiecTBisiercs no kanainy FAM.
2. TlpaiiMepsl u 30HA K ydacTky ¢ myranueii BRCAL c.1961delA.
JHereknusocyiectnisercs mo kanany HEX/VIC.
Ipaiimep-mukce 3749/4675 roToB K UCIOIB30BAHUIO M COACPIKUT
MYJIBTHUIIIEKCHYIO CMECh IIPaliMepOB U 30H]I0B:
1. Tlpaiimepsl u 30HI K y4yacTKy ¢ myTtanuein BRCA2 ¢.3749dupA.
JlerexuusiocymecTnisercs no kanany FAM.
2. Tlpaiimeps! u 30H7 K y4yacTky ¢ myTanueir BRCAL ¢c.4675G>A.
Jlereknusiocyectsisiercs o kanany HEX/VIC.
Ipaiimep-muke 961/2897 roTOB K UCMOIB30BAHUIO M COJCPIKHUT
MYJIBTHUIIIEKCHYIO CMECh IIPaliMepOB U 30H]I0B:
1. Tlpaiimepsr w 30HA K Yywactky c¢ wmyranueir BRCA2
€.961 962insAA.[leTekius ocyIecTBisieTcs mo kanany FAM.
2. Ilpaiimepsr u 30Hn k wmyranun BRCA2 €.2897_2898del.
Jletekiust ocymiectsisercs no kanaay HEX/VIC.
Ipaiimep-mukce 68/3700 roTOB K HCIIOIB30BAHUIO U COJCPKHT
MYJIBTHIDIEKCHYIO CMECh IPaiiMEPOB U 30H/IOB:
1. TIpaiimepsl u 30HA K y4acTky ¢ mytanueii BRCAL ¢.68_69del.
JHerexnusocyniecTsisercs no kananry FAM.
2. Ilpaiimepsr u 30oun k wmyranun BRCA1 ¢.3700_3704del.
Jerexuus ocyniectBisieTcs 1o kanary HEX/VIC.,
Ipaiimep-muke 8754/4689 rotoB K UCIOIB30BAHUIO M COMEPIKUT
MYJIBTHUIIEKCHYIO CMECh IIPalitMepOB U 30H]I0B:
1. Tlpaiimepsl 1 30HI K ydacTKy ¢ myTanueir BRCA2
€.8754+1G>A. [lerekuus ocymecTBisieTcs mo kanamy FAM.
2. Tlpaiimepsl u 30HI K yuyacTKy ¢ myTtanueir BRCAL ¢.4689C>G.
JerexnusocyiecTrisercs mo kanany HEX/VIC.
Mpaiimep-muke 3756/6174 roTOB K MCIOIB30BAHUIO U COACPIKUT
MYJIBTUIIIEKCHYIO CMECh IIPaliMEPOB U 30H]I0B:
3. Ilpaiimepsr u 30Hn k wmyraumn BRCAL ¢.3756_3759del.
Jetexumst ocymecTBisieTcs o kaHary FAM.

11



4. Tlpaiimepsl u 30HA K ydactky ¢ mytauueir BRCA2 6174delT.
Jlerexius ocymiectBisieTcs mo kanany HEX/VIC.

MonoxuTenbHbI KOHTPOIbHBINH 06pa3en - N (IIKO-N) roros
UCIIOJIb30BAaHUIO U MpeAcTaBisieT coboi cmech muasmuaabeix JHK ¢
CHHTETUYECKUMHU BCTaBKaMu amiumdpuiupyembix ¢parmento JIHK-
HOpMasibHbIe BapuaHThl reHOoB BRCAL,2, 3akmou€HHBIX B IJIa3MHJIHBIC
BekTopsl pUCS57-Bsal-Free u pAl-TA ¢ konnentpanueii 1 000 xom B 1 M1
TE 6ydepa.

MonoxuTeTbHBINH KOHTPOJILHBI 00pa3en - M (IIKO-M) roros
UCIIOJIb30BAHUIO U MpeAcTaBisieT coboi cmech muasmuaabeix JJHK ¢
CHHTETUYECKUMHU BCTaBKaMu aMrumduuupyemsix ¢parmento [IHK —
crieruduyeckuii pparmentsl ¢ mytaisivu B redax BRCAL (¢.5266dupC,
€.181T>G, ¢.5251C>T, c.4035delA, ¢.5161C>T, c.4675G>A, ¢.68_69del,
€.3700_3704del, c.1961delA, c¢.4689C>G, ¢.3756_3759del), BRCA2
(c.3749dupA, ¢.961 962insAA, ¢.2897_2898del, c.8754+1G>A,
6174delT), s3akmoyeHHslx B IiasMuadblii  BekTop PAI-TA ¢
koHneHTpanuei 1 000 ko B 1 mxit TE Gydepa.

OrpuuarenbHblii  KOHTPOJBbHBIA o0pasen (OKO) roroB k
UCIIOJIb30BAHUIO U TMPEJACTaBIsieT CcoOOW JEeMOHHW30BAHHYIO BOJY,
cBoboanyto ot JJHKas.

B cocraBe Habopa OTCYTCTBYIOT JIEKAPCTBEHHBIE CPEICTBA JUIS
MEAMIIMHCKOTO TPUMEHEHHS, BEIIECTBA UEIOBEUECKOTO WM YKMBOTHOTO
IPOUCXOXKICHUS.

4. XapakTepHCTHKHU HA00pa peareHToB
4.1 Texuuveckue U PyHKIMOHAIbHbIE XaPAKTEPUCTHKH
Tabmuna 3 — Habop pearentoB «BRCAL,2 — nuarHocTukay.

HaumenoBanue XapaKTepUCTUKU U HOPMBI ysxr TY
noKasarens
1. TexHu4eckmne XapaKTepUCTHKHI 1
1.1 Buemnmuii Bujg
[TP-6ydep IIpo3paunas GecriBeTHAS )KUIKOCTD Paznmen 7,
IyHKT 7.6
Tpaiivep-wuke 5266/181 [Ipo3pauHast KUIKOCTH CHPEHEBOTO Paznen 7,
1[BETa NyHKT 7.6
Tpaitmep-wike 5251/5161 [Ipo3paunast KUIKOCTH CHPEHEBOTO Paznen 7,
1[BETa NyHKT 7.6
Tpaiivep-muke 4035/1961 IIpo3pauHast xKUIKOCTb CHPEHEBOT'O Paznen 7,
1BeTa MyHKT 7.6
Tpaiivep-wuke 3749/4675 IIpo3pauHast xKUIKOCTb CHPEHEBOT'O Paznen 7,
1BETa ITYHKT 7.6
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Tpaiimep-mukc 961/2897 IIpo3payHnas )KHUAKOCTH CHPEHEBOTO Paznen 7,

1[BETA ITYHKT 7.6
Tpajivep-wuic 68/3700 [Ipo3pauHast )KUIKOCTH CUPEHEBOTO Paspmen 7,
L[BETa IyHKT 7.6
Tpaiimep-wic 8754/4689 IIpo3pauHas )KUAKOCTb CUPEHEBOTO Paznen 7,
1BETa ITYHKT 7.6
Tpaiivep-wkc 3756/6174 IIpo3pauHas )KUAKOCTb CUPEHEBOTO Paznen 7,
IBETa ITyHKT 7.6
[IKO-N [Ipo3paunas GecrBeTHAS KHUIKOCTD Paznen 7,
IyHKT 7.6
IKO-M [Ipo3paunas GecuBeTHas )KUIKOCTh Paznen 7,
IyHKT 7.6
[Tpo3paunas 6ecuBeTHas )KUIKOCTh Paznen 7,
OKO
IyHKT 7.6
B cootBercTBUM c 1. 1.4 TY 21.20.23- | Pazgen 7,
1.2. KomruektHOCTD 024-97638376-2020 myHKT 7.12

1.3. Mapkuposxa B cootBerctBUM c11. 1.5 TY 21.20.23- Pasgen 7,

024-97638376-2020 nyHKT /.12

1.4, Vhakoska B coorBerctBum c 1. 1.6 TV 21.20.23- | Pasnen 7,
o 024-97638376-2020 ITyHKT 7.12
2. DyHKIHOHAJIbHBIE XaPAKTEPUCTHKH

Peructpaiyst HanU4IKUA OAHOTO MHKA Paznen 7,
[MonoxxuTenbHbIN TUIABJICHHS U OTIpeieIeH e MyHKT 7.8.3
pesynstar ¢ [IKO-N TEMIIEPATYPHI ILIAaBJICHUS 110 KaHaJIaM

FAM u HEX/VIC

Peructpanyst HanU4IKUsA OAHOTO MHKA Paznen 7,
[MonoxxuTenbHbIH IUIABJICHUS M ONpeIeTICHHE MyHKT 7.8.3
pesyaibrar ¢ [IKO-M TeMIIepaTyphbl IJIaBJICHHUS M0 KaHaIaM

FAM u HEX/VIC

B npobuprax ¢ OKO mo kanamam Paznen 7,
OTpunarenbHbIH FAM n HEX/VIC otcyrcTBYIOT nyHKT 7.8.3
pesyibrar ¢ OKO ITMKH TUIABJICHHS M TEMIlepaTypa

TUIABJICHHMSI.

4.2. XapaKkTepuCTHKHU aHATUTHYECKOMH I(PPeKTHBHOCTH

4.2.1 AnaauTudeckas cnenfuuIHOCTH

Cremuduuer mno oTHomeHuto k Myrtamusm B rerax BRCAL
(c.5266dupC, ¢.181T>G, ¢.5251C>T, ¢.4035delA, ¢.5161C>T,
C.4675G>A, ¢.68_69del, ¢.3700_3704del, c.1961delA, c.4689C>G,
€.3756_3759del), BRCA2 (c.3749dupA, €.961_962insAA,
€.2897 _2898del, ¢.8754+1G>A, 6174delT).
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AHanuTHYecKas CHeuu(UYHOCTb LENEBbIX (ParMEHTOB T'€HOB
BRCAL, BRCA2 noareepknanacs in silico ¢ momomipio pecypca BLAST
(https://blast.ncbi.nlm.nih.gov/Blast.cgi).

4.2.2 AHaauTH4YeCKasi YyBCTBUTEIbHOCTH

10 xonmii rena BRCAL, BRCA2 B 1 mxu pactBopa JJHK

4.2.3 Ilpeun3nOHHOCTH B YCJIOBHAX MOBTOPSIEMOCTH

JUis  OIEHKH TMPEeUU3MOHHOCTH B YCIOBHSIX IOBTOPSIEMOCTH
MoJIOXKUTENbHBIE KOHTpoJbHBIE 00pa3iel [IKO-N u ITIKO-M  6butn
uccienoBansl 1o 10 moBTOPOB.

JlaHHbIE 1O MOBTOPSEMOCTH IOJIYy4alOT BHYTPU JIaOOPATOPUH IS
KOHKPETHOTO 00Opy/JOBaHMS M BHYTPM KOHKPETHOW mMapTuu Habopa
peareHToB.

Jis  OIEHKH TPEeUU3MOHHOCTH B YCIOBHAX IOBTOPSIEMOCTH
pPacCUMTHIBAIOT cpefHee apu(pMeTH4YecKoe BBIOOPKH, AHMCIEPCHIO,
CPEIHEKBAIPATUIECKOE OTKIIOHEHWE W KOX(PQUIMEHT BapHalUU IO
MOJTy4YEeHHBIM 3HAUEHUSM B TIOBTOPAX KOHTPOJIbHBIX 00pa3IoB.

PesynbraThl HccaenoBaHus MOKa3ald, YTO KOAPPHUIIMEHT BapHUaIn
B YCIIOBUSIX [TOBTOPSEMOCTH Habopa cocTaBisieT He bonee 2%.

4.2.4 TIpenM3MOHHOCTDH B YCJIOBHUAX BOCIIPOMU3BOIUMOCTH

O1eHKy BOCTIPOU3BOAMMOCTH TECT-CUCTEMbI IPOBOJISAT aHAJOITMYHO
pacu€Ty TpPEUM3NOHHOCTH B YCIOBHSX MOBTOPSEMOCTH, OIHAKO IS
TECTUPOBAHUS MHCIIONB3YIOT pAa3JIM4YHble MNapTUM Habopa peareHToB,
PEaKIMK CTaBST B pa3HBIX Ja0OpaTOPUSX, Pa3HBIE OIEPATOPhI, B pa3HbIC
nHM, Ha pasHbix [IP-ammingukaropax (biok Bocmpoussoaumoctu 1,
brnok BocmpousBogumoctd 2, brnok BocmpouwsBogumoctu 3, biok
BOCIIPOU3BOAMMOCTH 4).

[Tpu MIPOBEICHUH MPEU3NOHHOCTH B YCIIOBHSX
BOCIIPOM3BOAMMOCTH ~ HaO0Janach TOJHAs BHYTPUIIOCTAHOBOYHAS,
MEKITOCTAHOBOYHASI M MEXXCEPHUIUHAS BOCIIPOU3BOIUMOCTD, KOOPPHUIIHEHT
Bapualnuy He npesbimaet 3%.

14



4.3 XapakTepuCTHKH KIUHNYeCKOi 3pdekTUBHOCTH
Tabnuia 4 — XapakTepucTUKH KIMHHYECKOU (D PEKTUBHOCTH

JluarHocTu4eckas Jlnarnocrudeckast
Bup KouaunuecTBo
Yuciao YYBCTBHUTEJbHOCTD cnenugpuyHOCTH
HCCJIeyeMOoro HA0JII0IeHH N o
npoo N C IOBEPUTEIbHON C JIOBEPUTEIBHOMN
marepuajia " BepoATHOCTBIO 95 % | BeposiTHOCTHIO 95 %
Teprdepuec 100% 100%
PHQCPHHICCK | 39 62 (95% J1V1:85,8%- (95% JT11:90,7%-
ad Kposb 100%) 100%)
bykkanbHbIM 100% 100%
yKKal p 22 44 (95% JTN:83,2%- (95% JTN:85,8%-
cocKo 100%) 100%)

5. [lepevyeHb pHCKOB, CBA3aHHBIX C MPUMEHEeHHEM HA00pa peareHToB

«BRCAL,2 — nHarHoCTHKA»

B norpannuHyro 30HY pUCKa BOIUIN OMACHOCTH:
notepst PYHKIIMOHATBHBIX CBOMCTB PEareHTOB, BXOISIINX BHAOOD,
u3-32 TPAHCIIOPTUPOBAHMSI, XPaHCHHS WJIM OKCIUTyaTallud B
HECOOTBETCTBYIOIINX YCIIOBHSIX;
HepeKpecTHass KOHTAMHHALIKS 00pa3IloB;

1.

no

«BRCA1,2

3arpsi3HeHNE

KIMHHUYCCKOI'O

MarepHaia

MHTHOUPYIOIUMU

BELIECTBAMM B KOHLIEHTPALUAX, IPEBBIIIAIONINX JOITYCTUMBIE;
KOHTaMHMHAIINS PEAaKIIMOHHBIX CMeCel ¢ o0pasiamMu ucciaeayeMon
JIHK conepxxumbim u3 npodupku [1IKO wiu npogykramu ITLP;
NpoBe/IeHUE aHajau3a ¢ ucnosb3oBanueM npoosl JIHK Hu3koro
KauecTBa (HU3Kasi KOHIIEHTpAIUs /WU TJI0Xask OUYUCTKA);
HEBBITIOJTHEHUE TPeOOBaHMUN MO MPOOOMOJIrOTOBKE, MPOBEICHUIO

AHAJIM30B HW YTUIM3alUW BCJICACTBHC pa60T51

HCKBaJ'II/I(I)I/II_II/IpOBaHHBIM NEpCOHAIIOM;

HCITIOJIB30BaHHUEC

HEMPUTOJTHOTO

TSt

MMPUMCEHCHUSA

¢ HabopoMm

Habopa

(MCTIONB30BaHUE IO HWCTEYCHUIO CpPOKAa TOAHOCTH WM TIpHU

HApYIICHUH YIAKOBKH).
B obnactu HeJOIMyCTHMOM 30HBI PHCKHU HE BHISBIICHEI.
COBOKYNHBIA OCTaTOYHBI pPUCK TPUMEHEHUS MEIUIIMHCKOTO
u3nienusi Habop peareHTOB JUIsl Ka4eCTBEHHOTO BBISIBJICHUS MYTAIlMid B
rerax BRCALl,2 meromoM MyIbTUIUIEKCHOW MOJMMMEPA3HON IEemHOU
peaKkIuy B PeKUME PeaTbHOr0 BPEMEHH C JICTCKITUCH KPUBBIX TUIABICHHS

MPUMEHEHHUS IPEBBIIIAET PUCK.

15

AUArHOoCTUKa» SABJIACTCA OOMYCTHMBIM, IIOJIb3a OT C€TO




6. Mepbl Npe0CTOPOKHOCTH TP padoTe ¢ HAGOPOM

Knacc B 3aBHCHMOCTH OT MOTEHIMAIBHOTO PUCKA IPUMEHEHUS — 20
— B COOTBETCTBUU C HOMEHKJIATYpPHOM KiaccH(HUKanueil MeIUIHHCKUX
W3JIeIIMH, YTBEPXKIAEMOM IpUKa3zoM MuHHUCTEpCTBA 3APaBOOXPAHECHUS
Poccuiickoit ®eneparnuu ot 06.06.2012 N 4H.

Bce cocraBHBIE WacTH M peareHTHI, BXOJIAIIME B COCTaB Habopa
peareaToB «BRCAL,2 — nuarHoctrkay, OTHOCSTCS K 4 KJIacCy OIMacHOCTH
(BemectBa ManoonacHsie) B coorBercTBuu ¢ 'OCT 12.1.007-76 «CCBT.
Bpennsie  BemectBa. Kmaccudukanms w oOmme  TpeOGoBaHUS
0€30MacCHOCTH.

Pearentsr, Bxomsmme B Habop «BRCAL2 — aumarsHoctukay,
00TajafoT HU3KOM YNPYrOCThIO MMapa M HUCKIIOYAIOT BO3MOXKHOCTh
MHTAJISIIUOHHOTO OTPABJICHHUSI.

Pearentsl, Bxomsmue B HaOop «BRCAL,2 — nuarHocTtuka», He
TOKCHUYHBI, IIOCKOJIbKY TOTOBSTCS MyTEM CMEMIMBAaHUS OTAEIbHBIX
HETOKCHYHBIX KOMITOHCHTOB.

Paboty ¢ marepuanom, 3apaxx€HHbIM WJIH TOJO3PUTEIBHBIM Ha
3apaKEHHOCTh, TPOBOIAT B COOTBeTCTBUM TpeboBanusimu CanlluH
3.3686-21 "CaHUTapHO-3MHUJIEMHOJIOTUYECKHEe  TpeOOBaHUS IO
npodurakTuke HHGEKITMOHHBIX Oonie3Heit", MY «Opranuzamusi paboThl
nabopaTtopuid, MCMONB3YIOMUX METOJbl aMIUTU(UKAIINE HYKJICUHOBBIX
KHCJIOT NpHU paboTe ¢ MaTepUajIoM, CoepKalluM MUKpoopranusmsl [-1V
rpynn naroreHHocti» (MY 1.3.2569-09).

HeoOxonmuMo  onHOBpeMEHHO — oOecreduTb U COOI0JaTh
MEPCOHAJIOM TIpaBujIa OMOJOTUYECKOW OE€30MacHOCTH M TpeOOBaHUS K
OpraHu3alliy M TPOBEICHHUIO JaHHBIX padOT C IETbI0 MPEIOTBPAICHHS
KOHTAMHUHAIIMM HYKJIEMHOBBIMU KHCJIOTaMHU U (MJIM) aMIUTUKOHAMU
UCCIIeTyeMbIX TIP0o0 TOMENIeHUH 1 000y TOBaHHSI.

PaGora nomkHa NPOBOAUTHCS B IJIA0OPATOPHH, BBITOTHSIONIEH
MosiekynsspHo-Ononornueckue (I1L[P) wmccnemoBanus KIMHUYECKOTO
MaTepuana ¢ coOIt0IeHuEM caHuTapHO-dmHaeMudeckux mpasmi CanlluH
2.1.3684-21  «CaHHTapHO-dIUIEMHOJIOTHYECKHE  TpeOOBaHUS K
COJIEP>KaHUIO TEPPUTOPUIA TOPOJCKUX U CENbCKUX MOCENEHUH, K BOJHBIM
00BbeKTaM, TUTHEBOU BOJIC U TUTHEBOMY BOJOCHA0XKEHHUIO, aTMOCPEPHOMY
BO3/YXY, MoYBaM, KHUITBIM MTOMETIIEHUSIM, IKCIUTyaTaIlH
MIPOU3BOJICTBEHHBIX, OOIIECTBEHHBIX IOMEIICHHWH, OpraHu3aluud U
MPOBEJICHUIO CAHUTAPHO-TIPOTUBOIMUIEMUICCKUX (MPOPUIAKTUYECKUX )
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MeponpusaThity. CreoBarb peKOMEHAALUAM, U3I0XKEHHBIM B MY 287-
113, MV 1.3.2569-09.

ITpu paboTte Bceraa ciaenyeT BbIIOIHATD CIEIYIOIINUE TPeOOBaHMS:

- yJaJiATh HEUCIOJIb30BaHHbIE PEAKTHBBI, PEAKTHUBBI C HCTEKIINM
CPOKOM T'OJTHOCTH, a TaK)K€ UCIOJIb30BAHHBIE PEAKTHUBHI CIICAYET YAAIATh
B cootrBeTcTBUU ¢ TpeboBanusimu CanlluH 2.1.3684-21 «Canurtapho-
AMHUJIEMHOIOTUYECKHE  TpPeOOBaHUS K  COJACPXKAHUIO  TEPPUTOPUI
TOPOJICKHUX U CEIbCKUX TMOCEICHUM, K BOAHBIM 00BEKTaM, MUTHEBOM BOJIE
U IUTHEBOMY BOJIOCHA0KEHUIO, aTMOC(HEPHOMY BO3/1yXY, TOYBAM, KHIIBIM
MOMEIIEHUSIM, JKCIUTyaTallid  IPOU3BOACTBEHHBIX, OOILECTBEHHBIX
MIOMEIICHUH, OpraHu3aIH U IPOBEICHUIO CaHUTApPHO-
MPOTUBOSIUIEMUYECKHUX (MPOPUITAKTUUECKUX ) MEPOTIPUITHIN;

BHUMAHME! Ilpu ynaieHnun OTXOAOB TOCJIE aMIUIA(DHUKAIH
(mpoOupok, conmepxkamux npoayktel [ILIP) HemomycTMMO OTKpBIBaHHE
npoOUpPOK W Pa3OpBISTUBAHHUE COJCPKHMOTO, IOCKOIBKY 3TO MOXKET
npuBecTH K KoHTamuHanuu npoaykramu [II[P maGoparopnoit 30HBI,
000pyI0BaHUSI M pEareHTOB.

1. mpumeHsATH HabOp CTPOrO0 MO HA3HAYEHMIO, COTJIACHO JTAaHHOM

WHCTPYKIINH;

2. JomyckaTh K paboTe ¢ HaOOpOM TOJIBKO CIEHUaIbHO 00yUYeHHBIH
MepCoHal (CIMENHUAUCT C BBICIITUM MEIUIIMHCKAM 00pa30BaHUEM,
npomeAmuii  oOyuyeHHMe  Ha  JIMIEH3UPOBAHHBIX  Kypcax
crnenuanu3anuu 1o [MP-nmuarnoctuke, a Taxke jmabopaHTa co
CPEIHMM CIEeLHATbHBIM MEIUIIUHCKIM 00pa30BaHUEM);

HE HUCII0JIb30BaTh HA0OP MO UCTEUEHUH CPOKA FOTHOCTH;
u30eraTb KOHTAaKTa ¢ KOXKEH, ria3aMu M CIU3UCTONH 0OOJIOYKOM.
[Tpu KOHTaKTE HEMEIJICHHO MTPOMBITH IMMOPAKEHHOE MECTO BOJIOH U
00paTUTHCS 32 MEAULUHCKONW TOMOIIBIO.
HeoO0XomuMBIX Mep TMperoCTOPOKHOCTH B OTHOIICHWH BIIHSIHUS
MarHUTHBIX ~ TOJIel,  BHEIIHUX  DJJEKTPUYECKUX  BO3JCHCTBHUH,
ANEKTPOCTATUYECKUX Pa3psIOB, MABJICHUS WM TEPEnajoB JaBJICHUS,
neperpy3kd,  HCTOYHHMKOB  TEPMHYECKOTO  BOCIJIAMEHEHHUS  HE
PEyCMOTPEHO.

B cocraBe Habopa OTCYTCTBYIOT BEIECTBA YEJIOBEYECKOIO WM
KUBOTHOTO MIPOMCXOXKAECHUS, oOnanaromue MOTEHIMATILHON
MH(GEKIMOHHONW TPUPOJIOH, MO3TOMY MEpbl MPETOCTOPOKHOCTU MPOTHB
JTFOOBIX CTIEIUAIbHBIX, HECBOMCTBEHHBIX PUCKOB IIPU MCIIOJIb30BAaHUH WIIN
peanu3aiuy u3Ieaus He MpeyCMOTPEHBI.

Hw
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7. O0opynoBaHne W MaTepHajbl, He00XOAHMMBIEC NPH
padore cHabopoM

Pabora c¢ wnabopom pearentoB mis MynbTHILiIeKcHOM [TIP

«BRCAL,2 — qmarHocTuka» OCYIIECTBISETCS B paboyei 30He 3 (s
npurotoBieHus peakimii) (MY 1.3.2569-09).

OobopynoBanue 1Jis npoBeaenusi MyJabTuiiekcaou IIP:

1. ITI[P-60okc Ouomoruueckoii Oe3omacuoctu Il m Il knacca
3amuthl (Hanmpumep, «bMBb-Il-«Jlamunap-C»-1,2», «JlamuHapHbIe
cuctembl», Poccus).

2. Boprekc (nanpumep, « TOTA-2», «buokom», Poccust).

3. HaOop »JIEKTpOHHBIX WM aBTOMAaTHYECKHX JI03aTOPOB
nepemMeHHoro oobwéma (Hanpumep, «Eppendorty, ['epmanus).

4. Xomogunbauk OoT 2°C no 8°C ¢ MOpPO3WIBHONW KaMepoul He
BbiieMuHyc 16°C.

5. Ammmudukatop® ¢ (IyopecieHTHOH IeTeKIuel B peKuMe
pealbHOTO BPEMEHHU IO KaHallaM, COOTBETCTBYIOINM (piryopodopam
FAM, HEX/VIC, nanpumep, CFX96 (BioRad, CLIA), «/ITmpaiim»
(OO0 «HITO OHK-Texuomorus», Poccus), QuantStudio 5(Thermo
Fisher Scientific, CIIIA).

MartepuaJbl U peareHThl, He BXOASIINE B COCTAB M3/1eJIUs:

BHUMAHMUME! Ilpu pabore c¢ JHK Heobxoaumo
UCIIOJIb30BaTh TOJBKO OJHOPA30BbI€ CTEPUJIbHBIE IUIACTHKOBBIE
pacxogHbBIE MaTepHaibl, UMEIONMEe CHEeIHaIbHYI0 MapKUPOBKY
«DNase-free».

1. OpnHOpa3zoBbie HAKOHEYHUKH C a3PO30JIbHBIM 0apbepoM 0
1000mxu1, 200 mx1, 20 Mk u 10 M (HarmpumMep, «Axygen»,
CILIA).

OpnHopazoBsle mpoOupku dnmnenaopd Ha 1,5 mi;

N

3. Mnammersr must [P ¢ onruyeckw mpo3padyHON TUIEHKOM
(Hanpumep, «Axygen», CIIIA) nimu TOHKOCTEHHbIE OJHOPA30BbIE

POOUPKH ¢ ONTUYECKHU Mpo3pauHoil kpbimikoit juis [TLP:
- poOupku ams [P o6pémom 0,2 mi,
- npoOupku g [P o6pémom 0,2 mit B cTpumnax.

4. OTenbHbIN XanaT U OJHOPa30BbIe IepUYaTKU O€3 TalbKa.

5 AMIII(UKaTOPHI JOJKHBI 00CITYKMBATHCS, KATNOPOBATLCSA U UCIIOIL30BATHCA B

COOTBETCTBHHU C PEKOMEHAAMSIMH Ipon3BoquTestsi. Mcrnonb3oBaHue JaHHOTO Habopa B
HEOTKAIMOPOBaHHOM MPUOOPE MOXKET OKa3aTh BIMSHHUE HA paboure XapaKTePUCTUKH

TECTA.
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5. EMKoCTB ¢ 1e3MH(GHIIPYIONTUM PaCTBOPOM.

6. llITaTuBel «padbouee MecTo» 1j1st TPoOUpoK 00bEMoM 0,2 MIT UiTH
JUIs  CTPUINIOBAHHBIX MpoOUpok o0béMom 0,2 M (Hampumep,
«naTepJla6Cepsucy, Poccus).

7. Ha6op mns Beinenenus JJHK u3 kmuHIYeckoro marepuaa (CM. Ii.

8.2).

8. AHasiu3upyemMble 00pa3ibl

Tun ananusupyemoro odopasua

Matepuanom ais npoeaenus [P cinyxat npo6sr renomuaoin JTHK
YeNI0BEKa, BBIICJICHHBIC M3 KIMHUYECKOTO Marepuaia (mepudeprueckas
KpPOBBb, OYKKaJIbHBINA COCKOO).

8.1 lIpoueaypa mojiyyeHus: KIMHUYECKOT0 MaTepuaia

BHUMAHME! Ilepen nagamom paboThl ClieyeT 03HAKOMUTHCS C
METOAMYECKIMH  PEeKOMEeHIanumsiMu  «B3sitme,  TpaHCIIOPTHUPOBKA,
XpaHeHue  KIMHM4Yeckoro marepuana s [IIP-guarHocTuxumy,
pazpaboranasivu DBYH [IHUND Pocnorpebnanzopa, Mocksa, 2012.

3a0op maTepuasia HA HCCJIEIOBAHHE

Ilepugepuyeckass KpoBb.

3abop MaTepuasia OCYLIECTBISIETCS HATOLIAK MM 4epe3 TpH daca
nocje MnpuemMa MUILK U3 JOKTEBOM BEHbI OJIHOPA30BOM UIJION (AuamMerp
0,8-1,1 MM) B crierIMabHYIO0 BaAKYyMHYIO CUCTEMY (CUPEHEBbIE KPBIIIKH —
6% pactBop EDTA-K2) mnu omHOpa30BbIM HITIPHUIIEM B IIJIACTHKOBHIE
npobupku ¢ umrparom Hatpus (3,8% pacTtBop uHMTpaTa HaTpHs B
cootHomienuun 1:9). TIpoOupKy 3aKpbIBAlOT KPBIIMIKOH M aKKypaTHO
[IepEeBOPAUYNBAIOT HECKOJIBKO pa3 BBEPX THOM, YTOOBI KPOBb B IMPOOUpPKE
THIATEIIEHO TIepeMeNaiach ¢ aHTHKOATYJSTHTOM (B MPOTHBHOM CITydae
KpoBb cBepHeTcs U Beiaenenue JIHK craHeT HeBO3MOXKHBIM).

['emapuH B KauecTBE KOATYJSTHTA UCTIONB30BaTh HEMb3s1!

BykkanbHbIii cOCK00

B3sitne Onomarepuana OCYHIECTBISCTCS C BHYTPEHHEW CTOPOHBI
IIEKH C MCIOJTb30BAaHUEM CIIEIIMATBHBIX OJJHOPA30BbIX 30H/IOB.

B3ste Marepuana ocyuiecTBIs€TCSs HATOLIAK WM Yepe3 yac-
MOJITOPA TIOCHE €llbl, HEOOXOUMO BO3JIEPIKAThCS OT THThS, KYPSHHUS H
NPUMEHEHHS KEeBATEIbHON PEe3UHKH 3a yac 10 cOopa 0Opa3IoB.

KpyroBeiM JBHKEHHEM BCKpBITh NPOOUPKY, yOeAMBIINCH B
[IEJIOCTHOCTH 3AIIUTHOM IOJIOCKH.
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TamMmoHoM TOTEpeTh C HEOONBIIONH CHIOH BHYTPEHHIOKO
MMOBEPXHOCTh OJTHOM, 3aTeM JIpyroi meku B TeueHue 30 cek. (25-30 pas),
OJIHOBpEMEHHO MpoKpyunBas 30H1. [locie 3a6opa TammoH (paboyast 4acTh
30HAAa) T[OMENIAIOT B CTEPWIbHYIO OJHOPA30BYI0 MNPOOUPKY C
3alIENKUBAOIICICA  KPBIIIKOM,  COJIEpXkAalEed  COOTBETCTBYIOLILYIO
TPAHCIIOPTHYIO CpeAy, U aKKypaTHO OOJaMbIBAIOT IJIACTHKOBBIN
CTepXKEeHb Ha paccTossHuu He Oosiee 0,5 cM OT paboyeil YyacTH, OCTABIISS
pabouyro 4yacTh 30H/a C MaTepuaioM B TpaHCIOPTHOHU cpexe. [Ipobupky
MJIOTHO 3aKPBIBAIOT KPBILIKOM.

Yci0oBUSI TPAaHCHOPTHPOBAHMS, XPaHeHMs M YTHJIU3ALUH
HCXOHOT0 KJIMHUYECKOIr0 MaTepuaJia:

OO0pa3ubl HeabLHON KPOBH

-pu +2 ... +8°C — He Oouee 24 u.

-nipu -18 ... -22°C — He Oosiee 6 MecsIIeB.

OO0pa3ubl 0yKKaJBLHOT0 cOCK00a

- P KOMHATHOM TeMIiepaTtype — B Te4eHue 6 4acos.
- ipu Temrieparype +2 ... +8°C — B TeueHue 3 CyTOK.
- ipu Temrieparype -20°C — B Teuenue 1 mecsa.

- ipu Temneparype -70°C — IIUTENBHO.

JlomyckaeTcss OJIHOKpaTHOE 3aMOpaXMBaHUE MaTepuana, MpHu
YCIOBUH HEBO3MOKHOCTHU €r0 JOCTaBKHU B JIAOOPATOPHIO.

BHUMAHME! MW30eratb NOBTOPHOTO  3aMOPaKUBaHUSA U
OTTanBaHUs 00pPa3IIOB.

YTunuzanus KIMHUYeCKoro Marepuana (kiacc B), kak ype3BbuaitHO
SMHUIEMHOJOTMYECKH  ONAcHbIX  OTXOJOB,  OCYILECTBIAETCS B
coorBercTBuM ¢ CanlluH 2.1.3684-21.

8.2 Ilpouenypa nmoay4denusi npoobl renomuoii JIHK 4denoBeka,
BbIJICJICHHOH M3 KINHUYECKOro MaTepuaja (nepugepuyieckasi KpoBb,
OyKKaJbHBbINA COCKO0)

s Beinenenust mpoOsl reHomHo# JIHK yenoBeka u3 KImHUYeCKOro
marepuana  (mepudepuueckas  KpoBb,  OYKKaJbHBIH  COCKOO)
PEKOMEH/IyeTCs UCTIONb30BaHKE CIIETYIONINX KOMIUIEKTOB PEareHTOB:

- HaGop pearentoB st Beiienenus JJHK/PHK u3 ximnHudeckoro
marepuana "HK-Dkcrpa" mno TY  21.20.23-013-97638376-2019,
npousBoactBa 00O «Tectl'eny, Poccus (Perucrpannonnoe
ynoctoBepenue Ne P3H 2021/15428 ot 24.09.2021 1.)
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WIM aHAJOTUYHBIX, MpeIHa3HaueHHBIX i Boienenus JIHK u3
KJIIMHUYECKOTO MaTepuana (rnepudeprudeckas KpoBb, OyKKaJIbHBINH COCKOO)
1 00eCTIIeUnBAOIINX CIeAyIoIIee KauecTBO BeineneHHon JJTHK

- uyucrora BelgeneHus JIHK, BblpaxeHHas B OTHOLUEHUU
ontuueckux rmiotHocter (A260/280uMm) - He meree 1,7;

- a¢ppextuBHOCTh BhIAEneHus JJHK — ne menee 25%.

Bo Bpems mnpouenypst Bbimenenuss JIHK nHeoOxomaumo cTporo
co0iroAaTh MPOTOKON U TpeOOBaHUS MHCTPYKIIMU IPUMEHIEMOro Habopa
pEareHToB.

YciaoBusi BO3MOKHOTO XPaHEHHsI AHAJIU3MPYEMbIX 00pa3LoB
JHK

- ipu +2 ...+8°C — He Oonee cyTok (24 1),
- ipu -18 ...-22°C — ne Gonee mecsna,
- npu MuHyc 80°C — IIUTENBHO.

8.3 MHurepdepupyonue BemecTBa W OrPAHUYEHUS 10
HCIOJIb30BAHUIO AHAJIU3MPYEMOIro MaTepuasa

BimsiHre moTeHIIMANBHO MHTEPGEPUPYIONINX BEIIECTB HA padoTy
HaOopa peareHtoB «BRCAl,2 — paumarHoctuka» OBUIO TIPOBEPEHO B
OTHONICHHUH ITOTSHITNATEHO UHTEP()EPUPYIONTUX BEIIESCTB, KOTOPHIC MOT'YT
MPOUCXOIUTH OT CIEAYIOIINX BHEIIHUX U BHYTPEHHUX UCTOYHHUKOB:

1) BermiecTBa, UCMONb3yEeMbIC MPH JICUCHUH TMalUEHTa (HAIpuMep,
JIEKapCTBEHHBIE CPEJICTBA);

2) BeIeCTBa, BCTPEUAIOIINECS B KOHKPETHBIX BHIaX 0OpasIioB - B
JAHHOM CJly4ae, 3arpsi3HEHUE KIMHUYECKOTO o0pasiia reMOorjoOMHOM
KPOBH WJIH CIIM3bI0 (THMATypOHOBasi KUCIOTa) MOXeT uHruouposars [11[P
IpU HEAOCTATOYHOW OUYUCTKE MPU MPOBEACHUM MPOLEAYPHl BBIICICHUS
JTHK;

3) BemecTBa, ao0aBisieMble BO BpeMs IOJITOTOBKH 0Opasiia
(HarmpuMep, aHTUKOATYJISTHTBI, TPAHCIIOPTHAS CPEJia)

Hccnenyemple  KOHIEHTpallMd  HMHTEPPEPUPYIOIMIUX  BEIIECTB,
KOTOpBIe, KaK OXHUAAeTCs, OYyIyT BCTpedaThCs TMpPH HOPMAIBLHOM
UCTIONB30BaHUM  Habopa peareHtoB «BRCAL,2 — amarsocTtukay,
MpUBEICHBI B Ta0muIIe 5.
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Tabauua 5

WuTepdepupyrommue BemecTra MakcuMarnbHast
KOHIICHTPAITHSI
OHoreHHble HHTEPEPUPYIONINE BellecTBa
I'emornoouH 260 mMKr/Mi
I'manypoHoBas kucinoTa 50 mkr/min

JK30reHHbIe HHTEPGEPUpPYIOIINE BEIIeCTBA

Bemectsa, 1o0aBisieMblie BO BpeMsi MOJIrOTOBKK 00pa3ia

Iemapun (aHTHKOATYIISIHT) 0,15 ME/mn
Hutpar HaTpus (aHTHKOATYIISIHT) 0,1 MM/mn
EDTA-K2 (anTukoarynsHT) 0,5 MM/mn

Azun HaTpus (KOHCEpBaHT TPaHCIOPTHOM
CpeJIbl)

0,075 MMob/MII

HpenapaTLI, Ha3Ha4YacMbIC IJId JICYCHHA OHKOJIOTHYCCKHUX

3a00J1eBaHMit

PonmBakawnn (06e300mmBaroIiee CpeacTBo)

0,02 mr/mn

bepamm3ymad  (mpuMeHseTCS IS TEpaluH
KOJIOPEKTAIbHOTO paka, paka SUYHUKA, paka
LIEWKH MaTKH, paKa IMOYKH, [NIH00JIACTOMBI, PaKa
JIETKOT'0, paKa MOJIOUYHOM KeJIe3bl)

0,02 mr/mn

IMaxmurakcen JICYCHHUC

paka

(npodunaktuka w©
HEMEJIKOKJIETOUHOTO ~ paka  JIErKOro,
MOJIOYHOH JKeJIe3bl, paka SUYHUKOB)

0,006 mr/mi

Kaneuurabun (mpenapaT Juist JIe4eHHS paka
MOJIOYHOM  >KeJie3bl, paka IKeIydka M|
KOJIOPEKTAJILHOTO paKa)

0,03 mr/mi

I'emiuTabun (TIOKa3aH IpH pake MOIKETy T0THOM
JKeJIe3bl, paKe JIETKOTO, PAKEMOYEBOTO ITY3BIPs)

0,04 mr/mn

Ha ocHoBanum pe3ynbTaTtoB HccienoBanusi Kk uHruoutopam I[P
Npyd TPOBEJACHWM aHallM3a OTHECEH TemapuH (AaHTHKOATyJSHT) B
koHuentpauuu 0,15 ME/Mi. He nomyckaercst Mcrionb30BaHUE rernaprHa B

KayecTBEe aHTUKOATYJISTHTA MPH B3SITUU NepUPeprudecKoil KpoBH.

Jns cHmkeHus: konuuectBa uHruouropos I[P HeoOxoanmo

CO6J'IIOI[3TI> IMpaBuJjia B3ATUA KIMHUYCCKOTO MaT€purajia.
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Orpannyennst mno HCIO0/1b30BAHHUIO aHAJTU3UPYEMOro
MaTepHaJia:

— QaHAJU3HUPYEMBI MaTepuall HE MOMJIEKHUT MCIOJIb30BAHUIO IIPH
HapylLICHUHU YCIIOBUM XpaHEHUs M TPaHCIOPTUPOBKU (TemIepaTypa,
HPOIOJIKUTEIBHOCTD);

— He JIOMYyCKaeTcs HWCHOJb30BaHUE OOpPa3LoB, 3arps3HEHHBIX
IIOCTOPOHHUM OHOJIOTUYECKUM MaTEpUAIOM

- HE JOIlyCKaeTcs MWCIOIb30BAaHME TIelNapuHa B  KadecTBE
AQHTHUKOATYJISIHTA TIPH B3STHU NepupepUIecKOil KPOBH.

9. IToAroTOBKAa KOMIIOHEHTOB HA0OPA ISl HCCJIEIOBAHMS

VYcTraHOBKa, MOHT@X, HACTpoOilka, KaauOpOBKa MEIULMHCKOIO
U3JIeNHs JUTsl BBOJIA B DKCIUTyaTallMio HE TpeOyeTcsl.

BHUMAHME! Ilpu pa6ore ¢ JIHK HeoOxomumMo HCIIONIB30BaTh
TOJIBKO OJHOPA30BbI€ CTEPUIIbHBIE IIJIACTUKOBBIE PACXO/IHbIE MaTEpUabI,
UMeoIlMe CchenuaabHylo MapkupoBky «DNase-free». OO0s3arenbHO
UCTIONIB30BaTh OTIEIbHBI HAKOHEYHHK C a’pPO30JbHBIM OaphepoM JUIs
KaX/I0r0 KOMIIOHEHTA PEAKIIHH.

BHUMAHMUME! KoMNOHEHThl peakUUOHHOW CMECH CIEIyeT
CMeIINBaTh COMIacHO TaliMIle 6 HEMOCPeACTBEHHO Mepe MpoBeIeHUEM
aHaJIM3a.

[lepen nOpUTOTOBICHMEM peakUUil HEOOXOAWMO MPOU3BECTH
BnaxHyro yoopky III[P-Gokca, a Takxke o0OpynOBaHUS M MaTEPHAIIOB,
HaXOJSIIMXCS B HEM, C NPUMEHEHUEM Je3MH(UIMPYIOUUX CPEACTB,
MPUTOIHBIX NJIs1 ucnoiab3oBanus B [1L[P-maGopaTopusix, Bximtounts Y D-
nammy Ha 20-30 MuH.

1. TmaTenpbHO TIEpEMENIaTh COACPIKUMOE MPOOUPOK C BBIICTICHHOMN
s ananuza JJHK, ITLP-Oydepom, [Ipaiimep-mukcamu, OKO, TTKO-N u
[TKO-M nepeBopauunBas kaxxayto npoOupky 10 pa3 wim nepemennBas Ha
BOPTEKCE Ha HU3KOI CKOPOCTH B T€YEHME 3-5 CEK., 3aTEM OCATUTh KaIlJIu
C KPBIIIEK MPOOUPOK KOPOTKUM LIEHTPU(PYTUPOBAHUEM.

2. OrobOpath HEOOX0IUMOE KOJIMUecTBO MpoOupok oobsémom 0,1-0,2
M s TIHP u3 pacu€ra misg Kaxaoro MCHOIb3yeMOro MYyJIbTHUILICKCA:
KOJINYECTBO UccienyeMbix 00pasios® + 1 TTKO-N +1 TTKO-M + 1 OKO.

® JIns1 NOBBINIEHKS TOYHOCTH PEKOMEHTYETCS AHAJIM3UPOBATH KaXK/IbIi 00pasell B
JIBYX MOBTOPAX.
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B 3aBucMMOCTH OT HEOOXOJUMOCTH BBISBICHHS KOHKPETHBIX
MyTalMil ¥ UCMOJIb3YyEeMOr0 BapHaHTa KOMIUIEKTAMM Habopa, KaxIbli
oOpaszer; CTaBUTCS C OJHUM WJIM HECKOJBKUMHU MYJbTUIUIEKCAMHU
(npaiimep-mukcamu). B Tabnuie 6 mpuBeacHa cxeMa pPacloOOKCHHS
[LIP-poOupoK Mpu UCIIOIB30BAaHUN BOCBMHU MYJIBTUILIEKCOB.

Tabauma 6 — Cxema pacnosnoxxenust npooupox ass [P

MyabTHILIEKC

Oobpazen
1

Oobpazen
n

ITKO-N

IIKO-M

OKO

5266/181

O

O

5251/5161

4035/1961

3749/4675

961/2897

68/3700

8754/4689

OO OO |0 |0 |0

OO O ]O |0 |0 |0

3756/6174

O

O

OO0 O0O |0 |0 0O

OO0 OO0 |0 |0

O/O0Oj|O]O0O]O |0 |0 |0

2. TIHP-ammmudukanys

10. IlpoBenenue aHaM3a
[TI{P-uccnenqoBanrie COCTOUT U3 CIEAYIOUIUX ATAIOB:
1. Iloaroroska III1P;

JTHK

n

TUOpPUIU3AIMOHHO-

duyopecueHTHAas JETEKIHs TNPOIYKTOB aMIUIM(UKAUN B
pEeXUME peaIbHOIO BPEMEHH C IETEKIMEN KPUBBIX IIABJICHHUS;

24




3. Hurepmperaiuio pe3yabTaToB (MOIpOOHO OMUCAHO B TaBe 11).

A) Iloaroroska IIIP

(npousBomutrcs B 30HE npe-IIIIP — mnomemenun ans
packanbIBaHUs peareHToB U noArotoBku K IIP-ammndukanmm)

OO0mmii 00bem peakuun — 20 MKJI.

BHUMAHME! 3amnpemieHo u3MeHsITh 00bEM peakuuu. [1pu
U3MEHEHUU 00bEMa YyBCTBUTEIBHOCTh METOAA PE3KO CHIKAETCS!

JU1 IpUTrOTOBJIEHUS KOXKI0U peakuy He0OXOAUMO:

1. TILP-Oydep — 10 Mk,

2. CootsercrByrommii mpaiimep-mukc (5266/181, 5251/5161,
4035/1961, 3749/4675, 961/2897, 68/3700, 8754/4689,
3756/6174) — 4 mxu,

3. Ob6pazen; (uccnemyemsiii obopazery JHK, TIKO-N, ITKO-M,
OKO) — 6 mMx1.

['0TOBUTH peakIOHHBIE POOUPKH HEOOXOAUMO COTIIACHO TabiHIe
6 B cieayromieM nopsijike:

1. IlpomapkupoBats npoOupku Ha 0,2 mu g [HIP. [{nsg xaxnoro
MyJbTHUIIEKCa OepéTcs HeoO0XO0AMMOE KOJIMYECTBO MPOOUPOK s
uccneayembix oopasmos + 1 ITKO-N +1 [TKO-M + 1 OKO (tabnuma 6).

2. Buectu B kaxyo npobupky no 10 mxn ITIP-6ydepa’.

3. Buectu mo 4 wmxin Ilpaiimep-mukcoB (5266/181, 5251/5161,
4035/1961, 3749/4675, 961/2897, 68/3700, 8754/4689, 3756/6174) B
TIPOGMPKH JUTS COOTBETCTBYIOIIUX MYJIBTUILIEKCOB (Tabmuia 6)°.

4. BHecTH B COOTBETCTBYIOIIME HPOOUPKH Uil HCCIETyEeMbIX
o6pasiios no 6 Mk Beenentoi JHKS, B npo6upku mns ITKO-N, TTKO-
M u OKO JIHK nHe BHOCHUTCH.

6. BHecTH B COOTBETCTBYIOIINE MTPOOUPKHU KAKIOTO HCIOIB3yEMOTO
myabTHIziekca mo 6 Mk [TKO-N u ITKO-M.

7. BHECTH B COOTBETCTBYIOIINE MPOOUPKU KaXkI0T0 UCIIOIb3yEMOT0
MmyabpTuiuiekca rno 6 mxa OKO.

" PexoMeH lyeTcsl CHadYana NpPUTOTOBMTH cMech mpaiimMep-mukca u ITLIP-6ydepa
JUTSL K&KIOTO MYJIBTUIUIEKCA B OTACIBHOM mpodupke Ha 1,5-2,0 mut u3 pacuéra: (n+4)x10
mka IILP-0ydepa + (n+4)x4 MKI COOTBETCTBYIOIIErO IpaiMep-MuKkca, Tae N —
KOJIM4eCTBO 00pa3noB. [lepememaTh Ha BOpPTEKCE, OCAAUTh KAaIUTd KOPOTKUAM
neHTpudyruposanueM u BHectH 1o 14 mxi B ITIP-nipoOGupky 111 COOTBETCTBYIOLIETO
MYJIbTHIIIEKCA COTJIACHO Tabiuue 8.

8 Jlna npenorpamenus unrubuposanus [P 00béM 00pasia MOXeT ObITh
CHWKEH 110 1-5 MK, Ipu 3TOM 00BEM peakiuu JoBoAUTCS 10 20 MKJI TeHOHM30BAHHOK
Bogoi n3 OKO.

25



8. Jlnst cOpoca kamnenb co CTEHOK OTHEHTPU(YTUpOBaTh MPOOHPKHU B
teueHue 1-3 cexyH Ha MUKPOIICHTpU]yTe-BOPTEKCE.

b) NIP-amminpukauus U THOPUAU3ALMOHHO-
(¢ayopecuenTHas AeTeKuMs MPOAYKTOB aMIVIMPUKALMU B peKUMe
peajibHOr0 BpeMeHH C JieTeKIHeldl KPUBbIX IVIaBJICHUSs

(nmpousBoautcs B 30OHE TP — nomemenun mis nposenenus [T1P-
aMIUTU(UKAIIH )

1. YcraHoBuTh MpOOHPKH B pEaKLUOHHBIA MOAYNb MpUOOpa Ui
[1LIP B peanbHOM BpeMeHU. PekoMeH1yeTcs: ycTaHaBIMBaTh MPOOHPKHU 110
HEHTpY TepMoOjoKa s PaBHOMEPHOIO MpHXHMa MPOOUPOK
HarpeBaroue KPBIILIKON.

2. 3anporpaMmmMupoBaTh npudop JUTSt BBITIOJIHEHU S
COOTBETCTBYIOIIE  NIpOrpaMMbl  aMIUIMpUKALUMKM M JETEKUUU
¢ryopecueHTHOro curHaia, coOroaasi MHCTPYKIUIO JUIsl UCIIOIb3yEeMOT0O
npudopa. [Ipotokon IILIP yka3an B Tabnuie /.

3. YKa3zarh KOJMYECTBO U UACHTU(DUKATOPHI 00Pas3I0B, OTMETUTH
pacroJjokeHue MpoOUpoK Ha MaTpuULle TEPMOOIIOKAa B COOTBETCTBUU € UX

YCTaHOBKOM.
Tab6muma 7 — Ipotoxoun TP
Cramus | Temmeparypa, °C Bpems, Kanausbi Bcero
MHH:CEK JEeTEKIIUHN IHUKJIOB
1 95 02:00 - 1
5 94 00:15 - 5
67 00:30 -
94 00:10 -
3 67 00:30 i 45
4 95 00:05 - 1
5 25 00:30 - 1
6 . 0015 | FAM, HAEX/VIC, 100 (0,5)

4. Y70CTOBEpUTHCS, UYTO B IMapamMeTpax ONTHYECKHX H3MEpEeHH
nporpaMMbl  aMIUTUGUKALMK 33JeiCTBOBaHbI KaHaNbl neTekuuu FAM,
HEX/VIC.

5. 3anyctuts [11IP-PB ¢ nerekuueii KpuBbIX MJIaBICHUS.
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6. I1o OKOHYaHWU BBIMOJIHEHHS POTPAMMBbl IPUCTYIUTH K aHATIU3Y
pe3yIbTaToB.

11. PerucTpauusi 1 MHTepNpeTalus pe3yJbTaTOB
Peructpanuio pesysbratoB npoBogATr 1o 3aBepuwieHuu I[P
ABTOMATUYECKH C TIOMOIIbIO MPOTPAMMHOI0 00€CTIEYEeHUSUCIIONB3YEMOTO
npubopa.
WuTepnipetanyisi  pe3yibTaTOB  BBINONHSETCS IO  3HAYCHUSIM
TeMIIepaTypsbl IiaBieHus no kanaiam FAM, HEX/VIC (ta6a. 8).
Tabmuma 8 — HWHTepmperamus pe3ynbTaToB 1o kaHaiam FAM wu

HEX/VIC
MyTauuu, COOTBETCTBYIOLIME KAaHALY
MyabTHILIEKE AcTeximH
(paiinop-maKe) FAM HEX/
VIC
BRCAL BRCA1
5266/181 ¢.5266upC c.181T>G
BRCAL BRCA1
5251/5161 C.5251C>T ¢.5161C>T
BRCA1 BRCA1
4035/1961 c.4035delA c.1961delA
BRCA2 BRCA1
3749/4675 ¢.3749dupA C.4675G>A
BRCA2 BRCA2
961/2897 C.961_962insAA | ¢.2897_2898del
BRCAL BRCA1
68/3700 c.68_69del ¢.3700_3704del
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BRCA2 BRCA1
8754/4689 C.8754+1G>A C.4689C>G

BRCA1 BRCA2
3756/6174 ¢.3756_3759del 6174delT

HNuTepnperanusi pe3yJbTaTOB B KOHTPOJIbHBIX 00pa3iax

CHauajia OICHUBAIOT MPOXOXKJCHHE pEaKIuh ¥ 3HAYCHHS
TEMIEpaTyphl MIABICHUS B KOHTPOJIBHBIX OOpasuax. MHTepmperaiuio
pEe3yNbTaTOB B HCCICIYyeMBIX O0pa3lax HAaYMHAIOT TOJIBKO TIpH
npaBuibHOM npoxoxaeHuu [IKO u OKO.

JIJIsL OTpHUIIATEIHPHOTO U TMOJIOKHUTEITFHOTO KOHTPOJIBHBIX 00Pa3IoB
JIOJDKHBI OBITh MOJYYEHBI CICIYOIIHE pe3yabTathl (Tabds. 9).

Tabmuna 9 — PesynbraThl UCCIenOBaHHS JUISI OTPULATEIBHOTO U
MOJIO’KUTEIBHBIX KOHTPOJIBHBIX 00PA3IOB

Bri6pannsrii ¢pryopodop
FAM HEX/VIC
BHeceHHBIIH (BRCAL1 c.5266dupC, BRCA1 (BRCA1¢.181T>G, BRCA1
Marepuan €.5251C>T, BRCA1 ¢.4035delA, €.5161C>T, BRCA1
BRCA2c.3749dupA, BRCA2 c.1961delA, BRCA1
€.961_962insAA, BRCA1 c.4675G>A, BRCA2
€.68_69del, BRCA2 €.2897_2898del, BRCA1
€.8754+1G>A, BRCA1 €.3700_3704del, BRCAl
€.3756_3759del) €.4689C>G, BRCA2 6174delT)
OKO OTtcyTCcTBYET OTtcyTcTBYeT
KO-N JlomKHO (PMKCHPOBATHCS HAJTMYUE OJHOTO MUKA TUIABJICHHS 1
OIIpeAeIAThCSITEMIIEpaTypa TUIABICHHS
IKO-M JlomKHO (PMKCHPOBATHCS HAJTMYUE OJHOTO MUK TUIABJICHHS 1
OIIpeAeIAThCSITEMIIEpaTypa TUIABICHHS

[Ipy modydeHUM A OTPULATEIBHOTO KOHTPOJIBHOrO 0O0pa3ia
3HauEHUH, OTIMYAIOIIUXCSA OT YKa3aHHBIX B TaOmuIe 9, pe3ynbrarhl Beeil
IIOCTAaHOBOYHOM CEpUM CUUTAIOT HENOCTOBEPHBIMH. B 3TOM ciyuae
HEOOXO0MMO MPOBEJCHHE CHEIHATbHBIX MEPONPUATUH ISl yCTpaHEHHS
BO3MO>KHOM KOHTAMHWHALIUU.

[Tpy momyueHMM Ui IOJIOKUTEIBHOIO KOHTPOJBHOIO 00pa3ia
3HAUEHUH, OTIMYAIOMIMXCS OT YKa3aHHBIX B TaOmmie 9, Tpebyercs
NOBTOPHAsl IIOCTAaHOBKA aMIUIM(pUKaLuu Bced maptum oOpasuos. Ilpu
MOBTOPHOM IOJIyYEHHH IS TTOJIOKUTEIFHOTO KOHTPOJIBHOTO 00pa3a
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3HAYCHHUM, OTIIMYAIOIINXCS OT YKa3aHHBIX B Tadsmie 9,
HE00X0JMMO3aMEHUTh PEAreHTHI.

I/IHTepnpeTaunﬂ PE3YyJbTATOB B HCCTIEAYEMBIX 06pa3uax

[TpuHLIMIIBI HHTEPIPETALUH PE3YIBTATOB OTpaKeHbI B Tabmuiax 10-

17.
BHUMAHMUME! B Tabmumax mo HHTEpPIpETAUU IO
«TpamnelueBUJAHBIM  TpadUKOM»  IMOAPA3yMEBACTCS  KpHUBas

IUIABJICHNUS, UMEIOLIAsl CIEAYIOIHUE XapAKTCPUCTUKH:

- OCHOBaHMeE (HayaJIo JEBOM BOCXOIALIEH U OKOHUAHUE IIPABOM
HUCXOJAIEeH JTMHUI) 110 IHUPUHE IPAKTUYECKU PAaBHO CYMMapHOM
mpuHe 1Byx ocHoBaHui IIKO-N u [IKO-M ananusupyemoro
MYJIBTUIIIIEKCA;

- BMECTO ITMKa Ha0JII0JaeTCs T0JI0ras JIMHUS.

TpaneuueBuaubii rpaguk (pucyHok 1) yka3bplBaeTcsi B
MHTEPIpETallNy KaK albTepHATHBHBIN BUA Trpaduka y obpasma c
MyTalue u3-3a 0cCOOEHHOCTEH 00pabOTKM JaHHBIX HEKOTOPBIMHU

npubOpamu.

/\/\

/ / 7ﬂV\ \
// ""\

PncyHOK 1- HpI/IMepLI TparneueBUIHbIX rpa(bI/IKOB

Tabmuua 10 —

[lpuHUMI WHTEpHpeTanuu pPe3ylbTaTOB IS
MyJbTHIUIEKCa 5266/181 (ompenenenne Hammaus wmyrtarmuid BRCAL
€.5266dupC, BRCA1 ¢.181T>G)

Kanansr dryopecnennmu Onpenemsemsrii
EAM HEX TeHOTHUI
Omua MUK OIuH NUK IUIaBJICHU, N/N — HopmambHas
TUTaBIICHUS, OTJIUYAOIIUHCS OT | TOMO3UTOTa
ormmyaromuiics ot | IIKO-N He Gomee yem | (MyTtanuu BRCAl
IIKO-N wme 6omee | ma2°C €.5266dupC, BRCA1l
yeM Ha 2°C
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c.181T>G HE

OTJIMYAIOIIUANCA  OT
[IKO-N wHe Oounee

IIKO-M u IIKO-N He
Ooistee yeM Ha 2°C

00HapyXeHbI)
Onnu UK Jlpa mWKa IUIaBJICHUS, OO6HapykeHa MyTaIus
IIJIABJICHMS, OTIIHYAIOIIHAECS or | BRCA1c.181T>G

gem Ha 2°C

JlBa UKa OauH NUK IUIaBJICHU, OO6napykeHa MyTaIus
TUTaBIICHUS, OTJIUYAOIIUHCS or | BRCAL1 c.5266dupC
ommmuaromuecs  oT | I[IKO-N ne Oonee uem

IIKO-M u IIKO-N | ma2°C

He 6omee yeM Ha 2°C,

1160

TpaneuueBUIHbIN

rpaduk

Temmepatypa mnaenenus orianyaercs ot [IKO-N | Pesynbrar

u ITKO-M 6Gonee uem na 2°C COMHHUTEILHBIH

[Tpumeuanue: «N» - HOpMaTbHBIN TeHOTHI, «M» - MyTaHTHBIN T€HOTHII.

Tabmuma 11 —

[lpuHUMI WHTEpHIpeTanuu pe3ylbTaTOB IS
mynbTUIUIEKCa 5251/5161 (ompenenenne Hammuus myrtanuii BRCAL
€.5251C>T, BRCA1 ¢.5161C>T)

Kanassr ¢piryopecueHunn

OTJIMYAXOIIUCCA oT

ITKO-N ue Ooiee uem
Ha 2°C

OmnpenensieMbIi
EAM HEX TCHOTHIT

Omua MUK OIuH NUK IUIaBJICHUS, N/N — HopmambHas
TJIaBJICHHUS, OTJIMYAIOTITUHCS OT | TOMO3WTOTa (MyTaluu
OTJIMYAIOIIUNACA  OT ITKO-N He Ooiiee yem BRCAl c.5251C>T,
IIKO-N wne ©Oomee | na2°C BRCAL ¢.5161C>T ne
yeM Ha 2°C 00HapyXeHbl)
Onun muk | /JIBa muka mnaBneHus, | OOHapyeHa MyTarus
TIJIaBIICHHS, OTJIMYAIOIIACCS or | BRCALc5161C>T
OTIIUYAIOIIMINACS  OT I[TKO-M u ITKO-N mne
IIKO-N wne Oomee | Oomee yem Ha 2°C,
yeMm Ha 2°C h117(a10)

TpaneueBUIHbIN

rpaduk
[Ba nuka | OpuH nuk miasBneHus, | OOHapyXeHa MyTalus
IIJIaBJICHMS, OTITHYAIOIIHAKCS or | BRCA1 c.5251C>T
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I[IKO-M n IIKO-N

He Oonee ueM Ha 2°C

Temmnepatypa maBierns orindaercs oT [IKO-N | Pesymprar

u 11IKO-M 6Gonee uem Ha 2°C COMHHTEIHHBIN
[Mpumeuanue: «N» - HOpMaTbHBIN TeHOTHIT, «M» - MyTaHTHBIN T€HOTHII.

Tabmuma 12 — IlpuHOMD WHTEpHIpETalid PE3yiabTaTOB IS
myabTuiLiekca 4035/1961 (ompenenenue Hammumst Mmytanuii BRCAL
€.4035delA, BRCA1 c.1961delA)

Kanans! dryopecrieHnmu Onpenemsemsiii
EAM HEX T€HOTHII
Onuu UK OauH NUK IUIaBJICHU, N/N — HopmasbHas
[IaBJICHMUS, OTJIMYAIOIIHICS OT | TOMO3UTOTa (MyTaluu
ommmuaromuiics ot | IIKO-N e 6onee uem | BRCA1  ¢.4035delA,
IIKO-N ne Oonee| Ha?2°C BRCAL1L c.1961delA ne
geM Ha 2°C 00HAPYKEHO)
Onun muk | JIBa muka mnaBnenws, | OOHapyXeHa MyTarus
IIJIABJICHMS, OTJINYAIOLLIUECS oT BRCA1 c.1961delA
OTJIMJAIOIIHICI  OT I[IKO-M u IIKO-N ne
I[TIKO-N wne Oomnee | Oomee yem Ha 2°C,
yeM Ha 2°C 0o
TparenueBuIHbII
rpaduk

Ba nuka | OpueH nuk miaBneHus, | OOHapyXeHa MyTalus
IIJIaBJICHMS, OTJIMYAOLIUIICS oT BRCA1 c.4035delA
OTJIMYAIOIIUECST  OT ITKO-N He Ooiiee yem
I[TIKO-M wu IIKO-N Ha 2°C
He OoJiee uem Ha 2°C
Temmnepatypa maBierns otindaercs oT [IIKO-N | Pesynprar
u [TKO-M 6onee uem Ha 2°C COMHMTEJIHLHBIN

[Ipumeuanue: «N» - HOpMabHBINA TeHOTHI, «M> - MyTaHTHBIN TEHOTHII.

Tabmuna 13 — TlpuHOMO WHTEpHOpeTalid  pe3yiabTaToB IS
MynbTUIUIEKCa 3749/4675 (onpenenenne Hammuuss wmyrtanuidi BRCA2
€.3749dupA, BRCA1 c.4675G>A)

Kanans! ¢hyopecuieHym Onpeensiembiii
FAM HEX TCHOTHIT
Onun nvik miasneHus, |  Opaun muk riasnenus, | N/N  —  HopmanbHas
OTJMYAIOIIMICS  OT | OTJIWYAIONIMHCS 0T | TOMO3uroTa (MyTaluu
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ITKO-N ne 6omee yem | ITKO-N me G6onee uem | BRCA2 ¢.3749dupA,

Ha 2°C Ha 2°C BRCA1 c.4675G>A ne
0oOHapyXeHbl)

OnMH MUK IUIaBJICHU, JlBa muKa maBiIcHUS, O6HapysxeHa MyTanus

OTJIMYAOIIHICS oT OTJIMYAIOIIHECS oT BRCA1 c.4675G>A

I[TKO-N ne 6onee uem IIKO-M u ITIKO-N ne

Ha 2°C 6osee yem Ha 2°C

JlBa muKa IIaBIICHHS, OnMH MK IUIaBJIEHUS, O6HapysxeHa MyTanus

OTJINYAIOIIHECS oT OTJIMYAIOIIUNACS oT BRCA2 c.3749dupA

I[TKO-M u IIKO-N ne | IIKO-N e Oonee uem

oonee uwem Ha 2°C,| Ha2°C

0o

TpaneueBUIHbINA

rpaduk

Temmnepatypa mnaBnenus orandaercs ot [IKO-N | Pesymerar

u [TKO-M 6onee uem Ha 2°C COMHUTEIIbHBIN

[Tpumeuanue: «N» - HOpMaIbHBIN TeHOTHI, «M» - MyTaHTHBIN T€HOTHII.

Tabmuua 14 — IlpuHOWI WHTEPHpPETaNUU Pe3yIbTaTOB  JUIS
mynbruiiekca 961/2897 (ompenenenue Hamuuus wMytanuii BRCA2
€.961_962insAA, BRCA2 ¢.2897_2898del)

Kanane! ¢pyopecueHunu

OnpeaenseMprit
FAM HEX TEHOTHIT
OpnuH nuk miaBiaeHus, |  OJuH MUK MJ1aBJICHMUS, N/N — HopMmabHas

OTJIMYAFOLIHNICA oT
ITKO-N He Oosee ueM
Ha 2°C

OTJIUNYAKOLIANCS oT
ITKO-N ue Ooitee yem
Ha 2°C

rOMO3Urota (MyTaIl|H
BRCA2
€.961_962insAA,
BRCA2
€.2897_2898del  we
00HAPYKEHO)

OJII/IH MK IIJIaBJICHUS,
OTIMYAIOIIANCS  OT
TIKO-N He Gonee yeMm
Ha 2°C

JIBa myKa TIaBIICHUS,
OTJIMYAIOIIHAECS oT
ITIKO-M u ITIKO-N He
bonee yem Ha 2°C

O6HapysxeHa MyTalus
BRCA2
c.2897 2898del

JBa nuka tuiaBneHus, | OpuH nuk miasieHus, | OOHapyxeHa
OTIIMYAOLIUECS OT | OTIMYAIOUIMHCS  OT | MyTalus
I[MIKO-M u IIKO-N ne | ITKO-N He Gonee uem | BRCA2
6omnee yem Ha 2°C Ha 2°C C.

961 962insAA
Temmnepatypa mnasnenust ormuaercst ot [IKO-N | Pesynbrar
u 11KO-M 6onee uem Ha 2°C COMHHTEIBHBII
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[Ipumeuanue: «N» - HOpManbHBINA TeHOTHIL, «M> - MyTaHTHBI TEHOTHII.
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Tabmuua 15

— IlpuHuun wuHTEpHpeTanuu pe3yjabTaToB Ul

mynbTHIUIeKCca 68/3700 (ompenmenenue Hamuuus wyrtanuid BRCAL
.68 69del, BRCA1 ¢.3700_3704del)

Kanansr ¢payopecnennmm

Ha 2°C

Ha 2°C

OnpenenseMprit
EAM HEX TE€HOTHII
Onmuu muk maasineHus, | Ogun muk 1uasnenus, | NN —  HopmasibHas
OTINYAOIIAACS OT | OTIIMYAIOLIHIICS OT | TOMO3UTOTa (MyTalllH
[IKO-N me 6Gomee uem | IIKO-N He Gonee uwem | BRCAL €.68_69del,

BRCA1 ¢.3700_3704del
He 0OHapyKeHbI)

OmyMH IMK IIaBJICHHMS,
OTIINYAIOIIHICS OT
IIKO-N He Oonee uem
Ha 2°C

JIBa muKa TIUIaBICHUS,
OTJIMYAIOIIHECS oT
I[TIKO-M u IIKO-N He
6oinee yem Ha 2°C

OO0OHapyxeHa MyTalus
BRCAL ¢.3700_3704del

JlBa mnumka IUIaBICHMUS,
OTJIMYAIOIITUECS oT
I[IKO-M u IIKO-N He
6omee uem Ha 2°C

OIWH MUK TIJIaBJICHHUS,
OTJIMYAFOIIHNHCS oT
ITIKO-N ne 6omee uem
Ha 2°C

OO0OHapyxeHa MyTalus

BRCAL c.68_69del

Temnepatypa miasnenus otimdaercs ot [IKO-N u | PezymbraT
[TIKO-M 6o1ee yem Ha 2°C COMHUTEJIbHBIN
ITpumeuanwue: «N» - HOpManbHbII reHOTUT, « M) - MyTaHTHBIA T€HOTHII.

Tabmuna 16 — TlpuHIMI WHTEPHPETaMU Pe3yJIbTaTOB IS
myabTHILIEKCa 8754/4689 (ompenenenne Hamuuuss Mytaiuii BRCA2
€.8754+1G>A, BRCA1c.4689C>QG)

Kanans! dryopecrieHmu

IIKO-N He Oonee yem
Ha 2°C

[IKO-N He Ooiiee yem
Ha 2°C

OnpeaenseMbli
FAM HEX T€HOTHUII
Onuu muk miaasnenus, | Oqua nuk 1asnenus, | NN —  HopmasbHas
OTJIMYAIOIIUNACS OT | OTIMYAIOLIUNCS OT | TOMO3UTOTa (MyTaIllH

BRCA2 c.8754+1G>A,
BRCA1 c.4689C>G ne

[IKO-N He Oonee yem
Ha 2°C

IMKO-M u ITKO-N He
bonee ueM Ha 2°C, 1160
TpaneueBUIHbIN
rpaduk

00HapYyXEeHO)
OmnH muk mnaBieHud, | J{Ba mwuka mmasnenus, | OOHapyXeHa MyTanus
OTJINYAIOIINICS OT | OTJIMYAIOIINECs ot | BRCA1 c.4689C>G
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JlBa mmka IUTaBICHHS,
OTJIMYAIOIITUECS oT
I[IKO-M u IIKO-N ne

Ooiee yem Ha 2°C

OnvMH NHK IIIaBJICHMS,
OTJINYAIOIIHAICS oT
IIKO-N ne Gonee uem
Ha 2°C

OO6HapyxeHa My TaIus
BRCAZ2 c.8754+1G>A

Temnepatypa riaenenus ornuuaercs ot [IKO-N u
T[TIKO-M o6oiee yem Ha 2°C

PesynbTar
COMHUTEJIbHBIN

IIpumeuanue: «N» - HOpMaIbHBIN TeHOTHII, «M) - MyTaHTHBII TEHOTHII.

Tabmuua 17 — IlpuHUMO HHTEpHpETAlMd PE3yJIbTAaTOB JUIS
myabTHITIEKCa 3756/6174 (onpenenenune Hamuuus myTtanuii BRCAL
.3756_3759del, BRCA2 6174delT)

I[IKO-N ue Ooiiee uem
Ha 2°C

IIKO-N He Oonee uem
Ha 2°C

Kanassl ¢uryopecueHmu OrpeienseMbIi
FAM HEX TeHOTHUI
Omun nuk twasnenus, | OauH nuk riasneHus, | N/N  —  HopmanbHas
OTJIMYAIOLIUICS OT | OTJIMYAIOLIUICS OT | TOMO3UroTa (MyTaluu

BRCA1
¢.3756 _3759del,
BRCA2 6174delT =me

ITKO-N Hue G6onee yem
Ha 2°C

TIKO-M u ITKO-N =ne
Ooitee yem Ha 2°C

00HApYXKEHO)
OnuH nuk 1oiasienus, | J[Ba nwka mnasneHus, | OOHapyxeHa MyTaIus
OTJINYAFOIIIUACS OT | OTJIMYAFOLIHECST ot | BRCA2 6174delT

JIBa THMKa TIIaBJICHUS,
OTJIMYAIOIITHECS oT
I[IKO-M u IIKO-N He
6osee uem Ha 2°C

OnMH MK IUIaBJICHU,
OTJIMYAIOIIUICS oT
ITKO-N He Oosnee yem
Ha 2°C

OOHapyxeHa MyTaIus
BRCAL ¢.3756 3759del

Temmeparypa mnasnenus ommmdaercs ot IIKO-N
ullKO-M Gosnee uem Ha 2°C

Pesynbrar
COMHUTEIILHBIHN

IIpumeuanue: «N» - HOpMAJIBHBII F'€eHOTH, «M>» - MyTaHTHBIM F€HOTHII.

s

HUCKIIIOYCHUA

JIO)KHOOTPHUIATCIBHBIX

pe3yJIbTaToOB

pexomeHyeTcst oBTopHO nposectu [P Beinenennoro npenapara JJHK.
[Ipn4rHON MOTy4YEHNs HEBAIMIHOTO PE3YJIbTaTa MOXKET CITYKUTh HU3Kas
koHuentpauuss JIHK, mpucyrcrBue unrubutopoB B mpemnapare JIHK,
MIOJIy4EHHOM H3 KJIMHUYECKOTO MAaTepHalla; HEBEPHOE BBINOJHEHUE
IPOTOKOJIa aHANIN3a; HecoOroieHne Temneparyproro pexuma [P u ap.

B cirydae HeBaIMAHOIO U COMHUTENIBHOTO PE3yJIbTaTa 3aKJIIOUECHUE
HE BbIIAETCs, HEOOXOIUMO TIOBTOPHO B3ATh Y MallMEHTa OnoMarepuan u

3aHOBO ITPOBECTHU aHAIU3.
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IIpy TNOBTOPEHMHM COMHUTEIBHOTO  peE3yJbTaTa IOBTOPHUTH
UCCIIeJOBaHHE HA0OPOM PEareHTOB JPYroro Npou3BOAUTENS I JPYTHM
METOJIOM.

12. YcenoBusi XxpaHeHHsl, TPAHCIIOPTHPOBAHUS U IKCILTYyaTAllUU
Hadopa

XpaHeHue

Ha6op «BRCAl,2 — nuarHocTthika» B YyHaKOBKE MPEANPHITHSI-
M3TOTOBUTEIS XPaHUTh IpU TeMIleparype oT Munyc 16 no munyc 24°C B
TE€YEHHE BCEro CPOKa roJJHOCTU Habopa

[Tocne BCKPBITHS XpaHUTh B TEX )K€ YCIOBHUSX, YTO U PEareHTHI J10
BCKPBITHSL.

[TLP-0ydep nepen ucmonp30BaHHEM Pa3MOPO3UTh MTPU KOMHATHOM
TEMIEpaType U XOpOIIO MepeMeliaTs nepeBopayuBaHueM npooupku 6e3
00pa3oBaHus TICHBI.

Homyckaercss 3amopo3ka/oTrauBanue Habopa «BRCAL2 —
JTUArHOCTHKA» He Ooiiee 5 pas.

HaGop pEareHToB, XPpaHUBIIUICS C HapyLICHHEM
PEMIIaMCHTUPOBAHHOI'O PEIKHUMA, IPUMEHCHUTIO HC IMOJICIKHAT.
TpancnoprupoBanue

TpaucrioptupoBate Habop peareHToB «BRCAL,2 — nuarHoctukay
ClIeZlyeT TPaHCIIOPTOM BCEX BUOB B KPBITHIX TPAHCHOPTHBIX CPEICTBAX B
COOTBETCTBUH C PAaBUIIAMHU TIEPEBO30K, JACHCTBYIONUMH Ha TPAHCIIOPTE
JTAHHOTO BHJIA.

Habop «BRCA1,2 — numarHocTtuka» TpaHCIIOPTUPOBATH MpU
Temreparype or mMuHyc 16 no muHyc 24°C B TEUeHHE BCEro Cpoka
rofHOCTH Habopa. [lomyckaercst TpaHCIOPTUPOBKA IPU TeMIepaType oT 2
1m0 8 °C no 30 cytok, wiu nipu Temneparype ot 15 mo 25°C we Gonee 5
CYTOK.

ATtmochepHoe naBieHHe HE KOHTPOJUPYETCs, T.K. HE BIHUSIET Ha
Ka4eCTBO M3JIENHA.

Jns obecrnieueHus: coOMIOEHUS YCIOBUM TPAaHCHIOPTHUPOBAHUS Ha
OPOTSDKEHUM BCEr0 CPOKa TPAHCIOPTHPOBAHUS HAOOp peareHTOB
MIOMEIIAETCSI B TEPMOKOHTEHHEP MEHOMOJINYPETaHOBBI MHOTOPa30BOTO
UCIIOJIb30BAaHUS [UII BPEMEHHOI'O XPAaHEHUS U TPAHCIOPTUPOBAHHS C
MOJTOTOBICHHBIMH  XJIaJ03JieMeHTaMU. Turm, o0bEM U KOJIUYECTBO
XJIaJI03JIEMEHTOB, 3aKJIaJbIBAEMbIX B TEPMOKOHTEIHEp C
TPAaHCTIOPTUPYEMBIMH HaOOpaMHu peareHTOB, a TaKXe 00BhEM
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TEPMOKOHTEIHepa MoA0MPaIOTCs B 3aBUCUMOCTH OT MPOIOIHKUTEIIEHOCTH
U YCIIOBUH TPaHCIOPTHUPOBAHUS.

HabGopbl peareHTOB, TpaHCIOPTUPOBAHHbIE C HapyIICHHEM
TEMIIEpaTypHOro peKuMa, IPUMEHEHHIO HE MOAJIEKAT.

Cpoxk rogHocTn

Cpok rogaoctu Habopa pearentoB «BRCAL,2 — nuarnoctuka» — 12
mecsieB co aHs mnpuemMkd OTK  mpeanpusiTus-u3rotoBUTENs TpU
COOJIIOJICHMM BCEX YCIOBUM  TpPaHCIOPTHUPOBAHUSA, XPaHEHUS U
sKcrutyatanuu. Habop peareHTOB ¢ HCTEKIIMM CPOKOM TOJHOCTH
IPUMEHEHHUIO HE MOJIEKUT.

CpoK roIHOCTH BCKPBITHIX KOMIIOHEHTOB HaGopa

12 mecsues co aust npueMku OTK npennpusaTus-u3roTroBUTENs NpH
YCIIOBUU XpaHEHUs [IpH TeMIlepatype oT MUHYyC 16 1o munyc 24°C.

Cpok roHOCTH HNPUIOTOBJIEHHBIX ISl PaGoTbl KOMIIOHEHTOB
Habopa

1 yac mpu coOIIOJIEHUH YCIIOBUH, NPENSATCTBYIOIINX BbICHIXaHHIO
KOMITOHEHTOB, a TaK)Xe KOHTaMHUHAIMW ITOCTOPOHHUM OHOJOTHYECKUM
MaTepHaIOM.

13. Yruauzauus

HaGops! peareHToB, NpHIIeALINe B HENPUTOAHOCTb, B TOM YHCIE B
CBSI3M C HCTEUYEHHEM CpOKa TOMHOCTH, TMOJUIekKAT YTWIN3ALUU B
coorBercTBUM ¢ TpeboBaHusmMu CanlluH 2.1.3684-21 «CanutapHo-
SMUIEMHUOJIOTHYECKHEe TpPeOOBaHUS K  CONEPKAHHUIO  TEPPUTOPUI
TOPOJACKHX U CEJIbCKUX TMOCENIEHHH, K BOJHBIM 00BbEKTaM, MUTHEBON BOJIE
Y IITHEBOMY BOJOCHA0KEHHIO, aTMOC(PEPHOMY BO3IAYXY, TOUBAM, KHIIBIM
NOMEIIEHUSAM, OKCIUTyaTalldd HPOM3BOJICTBEHHBIX, OOIECTBEHHBIX
TIOMEIICHUH, OpTaHU3aIH u MIPOBEICHUIO CaHUTApPHO-
OPOTUBOAUIEMHUYECKUX (MTPODUITAKTUYECKIX) MEPOIIPUATHIN.

B cooTBeTcTBHY ¢ KiTaccupUKanyei METUITTHCKIX OTX0/I0B HA0OPHI
OTHOCATCS K Kiaccy A (SIUAEMHOJOTHYECKH Oe30macHble OTXOJbI,
npuOIIKEHHbIE 1O COCTaBy K  TBEPAbIM  OBITOBBIM  OTXOJAaM).
Heucnonb3oBanubsle peaktuBbl B cooTrBercTBUM ¢ 1. 170 CanlluH
2.1.3684-21  «CaHHTapHO-dIUIEMHOJIOTHYECKHE  TpeOOBaHUS K
COJIEpKAHUIO TEPPUTOPHUNA TOPOJCKUX U CEIBCKUX MOCEICHUMN, K BOIHBIM
00BbeKTaM, TUTHEBOU BOJIC U TUTHEBOMY BOJOCHA0XKEHHUIO, aTMOCPEPHOMY
BO3/YXY, HOYBaM, KHITBIM MTOMEIICHUSM, HKCIUTyaTaIlluH
IPOM3BOJICTBEHHBIX, OOIIECTBEHHbIX IOMEIICHUH, OpraHu3aluu u
NPOBEICHUIO CAaHUTAPHO-TIPOTUBOSNUACMUYECKUX (MTPOPUIAKTHIECKUX )
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MEpONPHUATHIN» COOMPAIOTCS B MHOTOPA30BbIE €EMKOCTH HUJIH OJTHOPA30BbIE
MaKeThl JTI000TO0 1BeTa (KPpOMe KEITOT0 U KPACHOTO).

OcraBmiecs mocie BBIMOJHEHHUS paOdOT MpOOMPKH M MaTepualbl
YTHUIM3UPYIOT B COOTBETCTBUU ¢ MY 287-113 (MeTonuueckue yka3aHus
o AE3MH(EKINH, MPEACTSPUIM3ANNOHHON OYHUCTKE M CTEPHIIN3ALUU
U3JIEINIA MEUIIMHCKOTO Ha3HAYCHUS).

XKunkue KOMIIOHEHTHI (peareHThl, PEaKTHBBI) YHHUYTOXKAIOTCS
CIIMBOM B KaHaJIM3alUIO C MpeABapUTEIbHBIM pa30aBiICHHEM peareHra
BojonpoBoaHoil Bomoi 1:100 m BBHIBO30OM OCTAaTKOB YHAaKOBOK Kak
MIPOU3BOJICTBEHHBIN WIJIM OBITOBOW MYyCOD.

[TorpeOutennsckas ymakoBka Habopa peareHtoB «BRCAL,2 —
MUArHOCTHKA» TOJICKUT MEXaHUYECKOMY pa3pyIICHHIO C BBIBO30OM
OCTaTKOB KaK IMPOU3BOACTBEHHOTO MJIM OBITOBOTO MyCOpa.

[lepcoHan, OCYIIECTBISIONINI yHUUYTOKEHHE Habopa peareHTOB,
JIOJDKEH COOJI0IaTh MpaBuiia 0€30MacHOCTH MPOBEIECHHS TOTO HITH HHOTO
croco6a yHUUTOKESHHUS.

14. T'apaHTHiiHBIE 00513aTEJILCTBA, KOHTAKTHI
[TpennpusTHe-n3roTOBUTENb rapaHTUpyeT Ka4yecTBO U
6e3omacHocTh Habopa pearenToB «BRCAL,2 — nuarHoctuka» B TeueHHUe
CpOKa rOJJHOCTHU IIPU COOJII0IEHUH TPEOOBaHUN TPAHCIIOPTUPOBAHUS U
XpaHEeHUs MPOAYKIIUH, a TAKXKE MPU COOIIOACHUY MPaBHJI KCILTyaTalUH.
IIpy BO3HMKHOBEHMHM TpPETEH3UH 1O KadecTBy HaOOpOB,
HE)KeNaTeNIbHBIX COOBITUI MIIM MHLIUCHTOB HAPaBIATh HH()OPMAIUIO 110
azpecy:
O6mectBo ¢ OrpannyenHoit OtBeTcTBeHHOCTHIO «Tectl eny»
(000 «Tectl'en»),
432072 r. YabsHoBCcK, UHxeHepHbiit 44-ii poess, 1oM 9, oduc 13
Ten.: +7 (499) 705-03-75
www.testgen.ru
Cay:x0a TeXHHYeCKOM MO//IePKKHU:
Ten.: +7 927 981 58 81
E-mail: help@testgen.ru
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IIpunoxenne A

O0o3HaueHne HaumeHoBaHue TOKyMeHTa
I'OCT P UCO 23640- Uznenust MenuIUMHCKHE I OHATCHOCTHUKU In
2015 vitro. OneHka CTa0WJIBHOCTH PEareHTOB IS

JIMATHOCTHKM iN Vitro

I'OCT 15150-69

MammmHbI, TprOOPH U APYTHE TEXHUIECKUE
u3nenus. VicnonHeHus Jist pa3iuaHbIX
KJIMMAaTHYECKUX pailoHOB. KaTeropuu, ycioBus
SKCIUTyaTallid, XPaHEHUs W TPAHCHOPTHUPOBAHUS B
YacTH BO3JICUCTBUS  KIIMMATHYECKUX  (DaKTOPOB
BHEITHEH cpepl

I'OCT P 51088-2013

MenunuHcKke u3enus Ijsl JMarHOCTUKU UH BUTPO.
Pearentbl, HAOOPHI peareHTOB, TECT- CUCTEMEI,
KOHTPOJIbHBIE MaTepUabl, MUTATEIbHbIE CPEBI.
TpeOoBaHUs K U3ICIIUSM U0 ICPKUBAIOIICH
JIOKYMEHTAIUH.

I'OCT P UCO 15223-1-
2020

Wznenust meqununackue. CUMBOJIBL,
MIpUMEHsAEMBIE TP MAPKUPOBAaHUH Ha
MEIUIMHCKUX U3AETUAX, STUKETKAX U B
COIPOBOAUTENILHOM TOKyMeHTaluu. YacThb
1.OcHoBHBIE TpeOOBaHUS

I'OCT P UCO 18113-1-
2015

MenuuHCcK e W3IeNus ISt JUarHOCTHKHY in
vitro. Madopmanust, npexocraBusemas
H3rotoBuTeneM (MapkupoBka). Yacts 1.
Tepmunsl, onpenenenys 1 o0mue TpeOoBaHusl.

I'OCT P UCO 18113-2-
2015

MenunuHCcKe u3aens Ui JUarHOCTUKM in Vitro.
Wndopmanus, npegocrapnsiemMas
u3roroButeneM(MapkupoBka). Yacte 2. PeareHTo s
JUAarHOCTHKH in Vitro 1yist npohecCHOHaIBHOTO
IPUMEHEHUS

I'OCT 18321-73

Cratuctuyeckuii KOHTPOJIb KauecTBa. MeTo b
CIIy4aifHOTO 0TOOpPa BEIOOPOK IITYyYHOU
MIPOTYKITHH

I'OCT P 50444-2020

[Tpubopsl, anmapaTsl U 000pyAOBaHUE
MenuiuHckue. OOIIre TEXHUIECKIE YCIIOBUS

CaulluH 2.1.3684-21

CaHUTapHO-3IHIEMUOJIOTUYECKUE TPEOOBAHHS K
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COJIep>)KaHUIO TEPPUTOPHUI TOPOJICKUX U CETBCKUX
MOCEJICHMH, K BOXHBIM 00BbEKTaM, IIMTHEBOM BOJIEH
IMMTEEBOMY BOJIOCHA0)KEHHUIO, aTMOC(HEPHOMY
BO3YXY, TOYBAM, KUJIBIM TOMEIIECHUSIM,
9KCIUTyaTalliy MPOU3BOICTBEHHBIX, OOLIECTBEHHBIX
[IOMEIIEHUH, OpraHU3aluy U IPOBEICHHIO
CaHWTApPHO- MPOTHUBOAHIEMUIECKUX
(mpodumaKTHYECKUX)MEPOIIPUATHIH

I'OCT 7625-86

EyMara ATUKETOYHAs. TeXHUYeCKHue YyCJ10BUsA

I'OCT ISO 13485-2017

W3 nenus menunuackie. CHCTEMbI MEHEDKMEHTA
KadyecTBa. TpeboBaHMs IS LIeTIeH
peryupoBaHust

I'OCT 15.309-98

Cuctema pa3pabOTKH U TOCTAaHOBKY MPOIYKLIUUHA
MIPOM3BOACTBO. VcnbITaHus U IpHUeMKa
BbIITycKaeMoi mpoayKuuu. OCHOBHBIE MOJIOKEHUS

I'OCT P EH 13612-2010

OtuieHka (yHKIIMOHAIBHBIX XapaKTEPUCTHK
MEIUIMHCKUX M3ACIUN I IUATHOCTUKH iN Vitro

I'OCT 12.1.005-88

OO01ue cCaHUTapHO-TUTUEHUYECKHE TPeOOBAHUS K
BO3/yXy paboyeii 30HbI

I'OCT P 8.657-2016

I'ocynapctBenHast cucrema odecrieueHus
eaunctBa usmepenuit (I'CU). ®otomerpus
MMITyJIbCHAs. T€PMHUHBI U ONIpEIeNeHus

40




