


2.XAPAKTEPUCTUKA HABOPA

2.1. Ilpunnun metona.

[Tpunuun mMerona ocHOBaH Ha aMIuIMpukanuu BeiOpanHoro ydactka JIHK denoBeka u mo-
CIICAYIOIICH JETEKIUH KPUBBIX IUIABICHHUS TMOPUIHBIX KOMILIEKCOB mpoayktoB IIIP u creru-
¢uunbix 30H70B. Ilponecc aMrumMdukanuy 3aKII0YacTCs B MOBTOPSIOUIMXCS IMKIIAX: TeMIIepa-
TypHas aeHarypauus JJHK-maTpunsl, oTKur mpaiMepoB ¢ KOMIUIEMEHTapPHBIMU I1OCIIEN0BATEIIb-
HocTamMu JIHK-marpunbl, cuMHTE3 KOMIUIEMEHTapHOM uenu ¢ 3tux npaimepoB Taq JIHK-
MOJIMMEPa30il.

[Tocne peakuuy aMIUIM(pUKAIUU TOHUKEHUE TEMIIEPaTypbl IPUBOAUT K TMOPUIN3ALUU CIIe-
muduanoro JITHK-30H12 ¢ mpoaykTOM aMIun@uKanuy U K CHUKEHHIO YPOBHS (PIIyOPECHEHTHOTO
cUrHaja B npobupke. B nporiecce TemnepaTypHOro IiaBjieHus: 00pa30BaBIINXCS AYIIEKCOB MPO-
ucxoaut BeicBoOOkaeHue JJHK-30H1a, Hecymero ¢GayopecieHTHbIN KpacuTenb. B cioydae Hemol-
HOM kommuieMeHnTapHocTH JIHK-30Hma u BeiOpanHoro ywactka JIHK, Ttemmneparypa miaBieHus
AyIuiekca OyJeT HUXke, 4yeM B cllydae MOJHOM KomIuieMeHTapHocTd. ['mbpuausaunonssii JJHK-
30HA Ans jnetekuuu noiaumoppuzma C807T xoMIuieMEeHTapeH MYTAaHTHOHM IOCe10BaTeIbHOCTH
reda |ITGA2; rubpunuzanmonnsiii JIHK-30u1 ans nerexuuu nmomumopduszma G10976A komrie-
MEHTapeH MYTaHTHOW mocienoBaresbHOCTU reHa F7. Takum oOpa3om, A ABYX aJUIeNbHBIX Ba-
PHAHTOB TEMIIEPATyphbl IUIABJICHUS TYIUIEKCOB 30H/A U MPOJIYKTOB aMIUIM(UKAIUN OTJINYAIOTCA,
Omarosapst 3ToMy WACHTU(UIMPYETCS] TEHOTUIT (HOpMalibHasi TOMO3UIOTa, T€TepO3UTroTa, MyTaHT-
Hasi TOMO3HUTOTA).

2.2. CocraB Habopa:

B coctaB Habopa BXOJAT ClEAYIONNE KOMIIOHEHTHI:

—KOHTpPOJIbHBIHN 00pazen 1 «Hopmansaas romosurora» (KO1) — 1 npobupka, 1 mur;

—KOHTpPOJIBbHBIN 00pasen 2 «MytantHas romo3urota» (KO2) — 1 npobupka, 1 mi;

— rotoBas peakiroHHas cmech i [P (I'PC), nuodmmzupoBanHas — 48 mpoObHpoK;

— aroupyomuii pactBop «l'eHetnka» — 2 ¢u1. mo 12 mi.

[IpuHagnexxnocTu:

—OITHhYecKas MIeHKa — | JUCT.
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3. AHAJIMTNYECKUE U IMATHOCTUYECKHUE XAPAKTEPUCTUKU*

3.1. Cnemuduunocts onpeaenenus noaumopduzmoB C807T rena ITGA2 u G10976A rena

F7 onpenensiercst mo cranmaptaHomy obpasmy npeanpustus, COIT JIHK I'emocras (per. Ne 05-2-
491).

Crnenuduunocts cocraisger 100 % npu ycinoBuu, 4TO TEHOTUIT 0OPA3IOB MO MOIUMOP-
¢uzmam C807T rena ITGAZ2 u G10976A rena F7 B o6pasmax Ne 1 u Ne2 omnpenensieTcss B COOTBET-
ctBuM ¢ uHcTpykuuen k COIL.

3.2. nsa KO1 nomxHO GUKCHUpOBAThCS HAIMYKE OJJHOTO IIHKA IJIaBJICHUS, COOTBETCTBYIOIIIE-

T'O TCHOTHITY <<H0pMaJH)Ha$I TOMO3HIOTay.

3.3. lnsa KO2 nomkHO PUKCHPOBATHCS HAMYKME OJHOTO MUKA TUIABIICHUS, COOTBETCTBYIO-
HIer0 TeHOTUITY «MyTaHTHasi TOMO3UTOTAY.

3.4. JlnarHoctuyeckast CHeM(PpUUHOCTh ONMPEACICHUS MOIMMOP(HU3MOB T€HOB CHUCTEMBI
cBeprbiBaHus kpoBu ITGA2 u F7 cocraBuia:

- muarHoctudeckas cnenuduuHocTs onpeneneHus nomumophuzma C807T rena ITGA2 (uH-
TerpuH anbda-2, TPOMOOIMTAPHBIA PEUenTOp K KOJUIareHy): KJIMHWUYECKHE WCIBITAHUSA, TPOBE-
neHHble Ha 242 obpasnax ot 222 naruenToB, nmokazanu 100% cneuuduynocts (nHTEpBa 98,7 %
- 100 %, ¢ moBepuTenbHON BepoATHOCTHIO 90 %);

- IMarHOCTUYecKas creruduuHocTh onpeaenenus nomumoppuzma G10976A rena F7 (dpak-
top VII cBepThIBaHUS KPOBM): KIMHUYECKHE HUCIBITaHUS, IPOBEACHHbBIE Ha 242 oOpa3uax ot 222
nanuenToB, nmokazanu 100% cnemuduunocts (uaTepBat 98,7 % - 100 %, ¢ noBepuTEILHOI BEpO-
aTHOCTBIO 90 %).

4 MEPBI TIPEJOCTOPOXKHOCTH

Buumanue! HecoOuronenue npuBeiéHHBIX HUKe TPeOOBaHNI MOKET IPUBECTH K HCKAa-
skeHu10 pesyabraros IILP.

4.1. [loreHunanbHBIA pUCK puMeHeHUs: Habopa — kiace 26 (IIpukaz M3 PO ot 06.06.2012
Ne 4n).

4.2. Ilpu pabdote ¢ Habopom cienyet coomoaars CIT 1.3.2322-08 «be3omacHOCTh pabOTHI €
mukpoopranuzMamu III-IV rpynn nmaToreHHocTH (OMacHOCTH) M BO30OYAMUTENSIMU Mapa3suTapHBIX
Oone3Hen».

4.3. JIns npenoTBpaIieHusi KOHTAaMUHAIIMM HEOOXOIUMO TEPPUTOPHATIBHO Pa3eNsiTh Tarlbl

BeieneHus JJHK/PHK u mocranoBku I[P cormacno MY 1.3. 2569-09 «Opranuzanus paOoThl
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nabopaTopuid, UCTIONB3YIOMIMX METObl aMIUTM(UKALMN HYKIEHHOBBIX KHCJIOT IpU paboTe ¢ Ma-
TEpUAIOM, COACPKALIUM MUKpOoOpranu3mel [-IV rpynn nmatoreHHoCTH».

4.4. Ilpu pabote ¢ HabOpOM clieIyeT HaIeBaTh OAHOPA30BbIE MEAUIIMHCKHE MTEPUATKH.

4.5. Kaxnoe pabouee MECTO JOJDKHO OBITH CHa0XEHO COOCTBEHHBIM HAOOPOM J03aTOPOB
MEPEMEHHOT0 00beMa, HE0OXOAUMBIMU BCIIOMOTATEIbHBIMUA MaTepualiaMi U 000pyioBaHreM. 3a-
MIpelaeTcs UX nepeMenieHrne MexXay pabouuMy MECTaMH.

4.6. JIns npoBenenus peaknuu amruindukanuu ¢ aerexkuueit npoxykros [P B pexxume pe-
aJIbHOTO BPEMEHU HEOOXOIMMO HCIOJIB30BATh TOJBKO OJHOPA30BbIe HAKOHEYHHKH C (PUIBTPOM
IS 103aTOPOB.

4.7. He nomyckaeTcsi UCTIOIB30BaHUE OJHUX M TEX K€ HAKOHECYHHUKOB MPHU JTI00ABICHUU pa3-
HBIX 00pas3IoB.

4.8. Ilocne okoHuaHus paboT A7 Ae3uH(EKINH U PEAOTBpAIlleHNs KOHTAMUHAIIH BCE pa-
004re MOBEPXHOCTH U 000PYAOBAaHUE CIIEYET MOJABEPrHYTh ACHCTBHUIO OaKTepuuAHbIX YD mami
B TedyeHue | gaca. 3atem 00paboOTaTh periIaMEeHTHPOBAHHBIMUA CAaHHUTAPHBIMH MPABHJIAMH JI€3WH-
GUIUPYIOTMME CpeacTBaMu (maxumu, kak: 0,2% pacmeop «AI1-2Ty»; 1-3% pacmeop «/[uabaky,
0,5% pacmeop «Jluzaguny, 0,5-1% pacmeop « Mucmpanwy, 0,5-2% pacmeop «Benmoneny).

4.9. Bce ucnosnb30oBaHHBIE OJHOPA30BbIE MaTepHajbl MoJBeprarb 00paboTKe Ne3MHPHUIIM-
PYIOIIMMHU CPEICTBaMH ¢ Mocheayromeil yrummsanuei (cm. MY-287-113 «Metoaudeckue ykasa-
HUS TI0 JIe3UH(EKINH, IPEICTEPIITN3ANNOHHON OUNCTKE W CTEPUITH3AINN U3 MEIHIIMHCKOTO
Ha3HAYCHMUS).

4.10. Ilpu ucnonb3oBaHMKM Habopa o0pa3yroTcst oTXoAbl KinaccoB A, b u I', koTopsle kinac-
CUQUUIUPYIOTCS U yHMUYTOXaroTcsa (yTuimsupyrorcsi) B coorBerctBuu ¢ CanlluH 2.1.7.2790-10
«CaHuTapHO-3MHUIEMHOJIOTHYeCKe TpeOoBaHUS K OOpALIEHHI0 C MEJUIIMHCKUMHU OTXOJaMM».
JlesuH(eknno HabopoB peareHToB cleAyeT MpoBoAuTh mo MY 287-113 «Meronuyeckue ykasa-
HUS TI0 Ie3UH(EKINH, IPEICTEPIITN3ANNOHHON OUNCTKE W CTEPUITH3AINN U3 MEIUIIMHCKOTO
Ha3HAYCHUS.

5.0bO0PYJIOBAHUE U MATEPHUAJIbBI

— amrudukarop ¢ (GpIyopecleHTHON NeTeKIHeld B pexxume peanbHoro BpemeHu «CFX96»

(dupma «Bio-Rady», CILIA);

— JIaMHHApHBIA OOKC 2-T0 Kilacca OMOJIOTHYECKOM 3aIuThl (Hampumep, O0Kc abakTepuab-
HO# Bo3aymHOM cpenbl Thna bBABn-01, «Jlamunap-c», 3A0 «Jlamuaapubie cuctemsl, Poccust);

— XOJOJWIBHUK OBITOBOM, MOAEpKUBAONINI TemmepaTypy (2-8) °C;
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— MHUHH-TIEHKEp ISl TPOOUPOK BMECTUMOCTHIO 0,2 MiI, 00eCIeunBarONINil TIepeMennBaHNe
npu 1200 06/mun (manpumep, PSU-2T, ¢pupma «BioSany, Jlateus);
— MHUKpOUeHTpudyra sl MpoOUpPOK BMECTUMOCTHIO 2 Mil, obecnieunBarommii 13000 06/mMuH

(manpumep, «Eppendorf MiniSpin», ¢upma «Eppendort», ['epmanmus);

— J03aTOpbl OJHOKAHAJIBHBIC C ICPEMEHHBIM 06’beMOM, CO CMCHHBIMHM HaAKOHCYHHKaMU

(manpumep, hupma «Biohit», OuHIAHINA);

— BCTpsAXHUBATeNb s nmpooupok (Hanpumep, Bio-Vortex V-1 plus, dupma «BioSany, Jlat-

BUS),

— TepyYaTKd MEIUIIMHCKHAE OJHOPA30BbIE HECTEPUIIbHBIE HEOIyAPECHHBIC JIATEKCHBIC WIIH
HeomnpeHoBble (Hanpumep, nepuatku «NeoTouchy, pupma «Ansell HealthCarey», ['epmanns);

— OJIHOPa30BbIE HAKOHEYHHKH IS JI03aTOPOB C 3AIIUTHBIM (DMIIBTPOM /a3pO30JIbHBIM Oapbe-
poM (aampumep, pupma «FinnTip», OuaITHANA);
— IITaTHBBI JJISI MHKPOIPOOUPOK BMecTUMOCThIO 1,5 — 2 M u 0,2 M (Hanpumep, pupma

«Xenmukon», Poccus);

— KOHTeHHep i cOpoca oTxonoB (Hampumep, «KoHTelHep ans cOpoca OCTPOro MHCTPY-
menTtapus — EK-01», pupma «KM-ITPOEKT», Poccus);
— HOX KaHUESPCKUM.

6.MMOATOTOBKA AHAJIMBUPYEMBIX OBPA3LIOB U PEATEHTOB

6.1. IToaroroBka aHaJM3upyeMbIX 00pa3loB.

Jl5is aHanmm3a MOJArOTOBUTH KIMHUYECKHE 00pa3iibl (OYKKaTIbHOTO SMUTENHS, IIeTbHON KPOBH)
¢ nomotisto HabopoB i Beienenus JJHK «Peanbect-I'enetnka JIHK-akcnpece» unu «Peanbect
skctpakius 100».

Kaxxnas rpynmna o6pasios, npoxoasiias uepes npouenypy Beyaenenus [JHK, nomkna coxep-
xatb KOI n KO2, xoTopbie ABISAIOTCS KOMIOHEHTaMH JIaHHOTO Habopa.

6.1.1. Beinenenue JIHK ¢ momomnipto Habopa pearentoB «Peanbect skcrpaxiust 100».

Brinenenue JIHK u3 o6pa3sioB npoBoauTh 0e3 100aBiIeHNUsS BHYTPEHHET0 KOHTPOJIBHOIO 00-
pasna (BKO). KO1 u KO2 npoxoasar npouenypy Boiaenenus JJHK ananornyso monoxxurensHoOMy
KoHTpoibHOMY 00pasiny (ITKO) (cMm. uHCTpyKIHIO HaOOpa I BBIACTICHUS).

Omronuio 00pa3noB MpoBouTh B 200 MKII 3ITIOMPYIOIIEr0 pacTBOpa, BXOJSIIETO B COCTaB
Habopa ams BeiaeneHus. 3areM 100aBuTh 400 MK 31I0MPYIOLIETro pacTBopa «I eHeTnkay, BXosIie-
ro B cOCTaB JAaHHOro Habopa. TmiarensHO mepeMeriate Ha BopTekce. LleHTpudyrupoars Ha MUK-

pouentpudyre nmpu 13000 06/muH 1 MUHYTY. Y CTaHOBUTH TPOOUPKH B MATHUTHBIN IITATUB.
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6.1.2. Beinenenue JIHK ¢ momomsro Habopa pearenToB «Peanbect-I'enernka JIHK-skcmipeccey.

Brinenenue JIHK u3 006pasnioB mpoBOAUTH COrMIACHO MHCTPYKIMH Habopa. IIpoOsl TOTOBHI K
nmocranoBke I11[P-ananu3a.
6.1.3. Beinenennyto JIHK xpanuts npu remmeparype (2-8) °C e 6omnee 24 gacos.

6.2. IToaroroBka peareHToB.

[lepen navaaoM paboThl M3BJIEYs HAOOP U3 XOJIOAWIBHUKA, BhIAEpPKaTh npodupku ¢ ['PC B
ynakoBke (He BckpbiBas!) npu temmeparype (18-25) °C e menee 30 MuHyT. 3aT€M BCKPBITH yIla-
KOBKY, aKKypaTHO C TIOMOIIBIO0 KAaHLEISIPCKOTO0 HOXKa OTpe3aTh HEOOXOAUMOE KOJIMYECTBO (IO
YKCIly HOJATOTOBJIEHHBIX Mpo0, BKItOYast KoHTposibHbIE oOpa3upl: 1 KO1 u 1 KO2) npobupok c
I'PC. Otpe3atb npoOUpKH CIEAYET BMECTE C OKPHIBAIOLIEH UX MJIEHKOM.

Buumanwme! OctaBmmecst Hercosib3oBaHHBIME TpoOupku ¢ ['PC ymakoBath B 1iedieHOBBII
MAKET C OCYLIUTENEM, YIAIUTh U3 HETO JIUIIHUNA BO3YX U IJIOTHO 3aKPBITh 3aKUM.

ITocne nepBoro BCKpeITUS yHakoBkH cpok roanoctu I'PC npu temneparype xpaHenus (28)
°C cocraBiser 3 MecsLa.

KO1 u KO2 nocne BckpbITUs IPOOUPOK XpaHUTH IpH TemmepaType (2-8) °C ne 6omnee 1 me-
csila WK anukBotamu no 50 mxu1 pu Temneparype munyc (18-24) °C He Gonee 3 mecses.
7. IPOBEJEHUE AHAJIN3A

7.1. HeoOxoaumoe xonmuuecTBo mpobupok ¢ I'PC nponymMepoBaTh U paclojIOkKHUTh B IITATH-
BE.

Buumanue! Hannucu cienyer pacnonaraTh Ha OOKOBOM wacTu mpoOupok. OnTuueckas
IUIEHKA JOJKHA OCTaBaThCs YUCTOH !

7.2. B xaxayro npoOUPKY 103aTOPOM C OTJ/ICTbHBIM HAKOHEYHUKOM C (DUILTPOM BHECTH I10

50 Mk pactBopa BeiaeneHHoi JJHK. He 3axBarbiBaTh ocanok!

[110THO 3aKIeUTh NPOOUPKH ONTUYECKOH MIEHKOH.

7.3. [lomectuth MpoOUpKH B MUHU-TIEHKep. [lepeMeniate conep:kuMoe MpoOUPOK C YacTo-
Toil Bpauienust 1200 06/MuH B TeueHre 1 MUHYTHI.

7.4. IloMecTuTh TPOOUPKH B aMIUTU(UKATOP.

7.5. 3anporpaMMupoBaTh MpuOOp I MPOBeIeHHs aMIUTUPUKAIMK crienupuieckoro ¢par-
MenTa JJHK uenoBeka n peructpanny KpuBbIX IUIaBIEHUS.

[IporpammupoBanue amIuinpuKaTopa IPOBOIUTH B COOTBETCTBUU C MHCTPYKIMEH K MpHUOO-
py u . 7.6.-7.9.

7.6. 3anporpaMMHUpOBaTh MPOTOKOJ MPOBEACHUS PEAKLUU aMIUTU(PUKAIIMH U IETEKIIMH KpH-

BbIX IIJIABJICHUA:
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— 1 cragus: 50 °C — 2 MUHYTHI;
— 2 cragus: 95 °C — 2 MUHYTHI,
— 3 cragus: 50 nukinoB (94 °C — 10 cexynn, 60 °C — 20 cekyHn); — 4 craaus:
«xpuBas miaasienus» ot 27 °C go 75 °C ¢ marom 1 °C B TedeHue S5 CeKyH]
(n3mepenue GIyopecieHIInH MPOBOJANTh HAa KaXKI0M Iare); — 5 cragus: 10
°C — 1 MuHyrTa.
7.7. BeiOpath KaHAIBI ACTEKIIMH KPUBBIX TUTABIICHUS AyruiekcoB cnenuduanoro JJHK-30u1a
Y IPOAYKTA aMIUTH(DUKAIIUY JIJIS PETUCTPAIIIN T€HETHYECKUX TTOTUMOP(PU3MOB:
«FAM» — peructpanus C807T rena ITGAZ,
«ROX» — peructparus G10976A rena F7.
7.8. 3anporpaMMHUpOBaTh MOJOKEHUE MTPOOUPOK C UCCIEAYEMBIMH U KOHTPOJIBHBIMU 00pa3-
[[aMU COTJIACHO MHCTPYKIIMH K UCIIOJIb3yeMOMY TpHOopy.
7.9. 3amycTUTh MPOrpaMMy M MPOBECTH PEAKLUI0 aMIUTH(PHUKAIUU C perucTpauueit ¢uyo-
PECIEHIIUH B PEXKUME PEATBHOT'O BPEMEHH.
8. AHAJIN3 U YUET PE3YJIbTATOB
YcaoBust anaau3a U yuéTa pe3ybTaToB
s KO1 B xananax nerexkuuu «FAM» u «ROX» momxHO (GUKCHPOBATHCS HAJIMYHUE OJTHOTO
MKMKa TUIABJIEHMS, COOTBETCTBYIOLIEr0 reHoTuny «HopmanbHas roMo3urora», U ONPEAeNAThCs
3HAYEHHE TEeMIIEPATyPhI TIJIaBICHUSI.
Jns KO2 B xananax nerexkuuu «FAM» u «ROX» momxHO (UKCHUpPOBATHCS HATUYHE OJHOTO
MKKa IJIABJIEHUs, COOTBETCTBYIOIIETO reHOTUNY «MyTaHTHasi TOMO3UTOTa», U ONPEAENSITHCS 3Ha-
YeHUE TEMIEPATYPhI MJIABJICHUS.

8.2. Anaam3 pe3yabtaroB onpeneienus noaumopgusmon C807T rena ITGA2 n
G10976A rena F7.

8.2.1. Jlns xaxaoro ucciaeayeMoro odpasia B kaHanax aerekiuu «FAM» u «ROX» nomxeH
¢bukcupoBaTbcsi OAMH (B Cllydae TOMO3UTOTHOTO HOCUTENIBCTBA) UJIU JiBa (B Cllydyae TeTepO3UroT-
HOT'O HOCUTEJIbCTBA) MIMKA IJIABJICHUS U ONPEJENSIThCS 3HAaU€HUE TEMIIepaTyphl IIaBJICHUS.

8.2.2. 'enoTun ananusupyemoro oOpasua y4uutbiBaeTcs kak «HopmanbHas roMo3urora», ec-
JM U1 3TOro oOpasua (pukcupyercs HaIUYUE OJHOTO MHKa IJIaBJICHUS, IPU 3TOM 3HAYEHUE TEM-
nepaTypsl oTian4aercs He 6osee yeM Ha 2 °C ot Temniepatypsl miaBnenus s KO1.

8.2.3. 'enoTun ananu3upyeMoro oopasia yqyuThIBacTCsa Kak «MyTaHTHasi TOMO3UTOTay, €CIH
JUIS 3TOT0 00pa3ia GUKCUPYETCsl HATMYKME OJHOTO MUKA IUIABJICHUS, IPU STOM 3HaUEHUE TeMIiepa-

Typbl oTInyaeTcst He 6omee yem Ha 2 °C ot TemrepaTypsbl tiasienus aiss KO2.
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8.2.4. 'eHoTHI aHATU3UPYEMOTO 00paslia yuyUThIBaeTcs Kak «I eTepo3uroTa, €Ciu AJs 3TOro
obpasua pukcupyeTcs HaJHMuue ABYX NMHUKOB IUIABJICHHS, IPH 3TOM 3HAUYECHUE TEMIIEPaTyphl OJIHO-
ro MUKa oTiaudaercs He Oonee yem Ha 2 °C ot Temnepatypsl masnenus 1 KO1, a remmeparypa
BTOpPOTO OoTiu4aeTcs He 6osee yeMm Ha 2 °C ot Temrieparypsl twiaBnenus s KO2 (moapoduee cm.
B [Ipunoxxennu 1 u [Ipunosxenuu 2 K JTaHHOW MHCTPYKLUN).

8.3. Pe3ynbTar reHOTUMHPOBAHUS CUUTACTCSI COMHUTENBLHBIM, €CJIM TeMIepaTypa IIaBICHUS
MIPOJYKTOB THOPUAN3AIUU OTINYaeTcsi 0ojee yeM Ha 2 °C oT 3HadeHwi, nmoydeHHbx st KOl
n/umn KO2. CoMHUTENbHBIE PE3YNIbTaThl HE TIOJIeKAT aHAM3Y U YU€Ty. B ciyyae COMHHUTENBHO-
ro pe3yJjibTaTa He00XOAMMO IPOBECTU NOBTOPHBIN aHAJIN3 JaHHOTO 00paslia, HauYMHasl C 3Tara Bbl-
nenennst JJTHK mnm 3a6opa matepuana.

8.4. JlmarHocTHYECKas 3HAUMMOCTh

HacnencTBennas mpenpacrnonokeHHOCTh SBISETCS OJHUM W3 KIIOYEBBIX 3BEHBEB IMPH pa3-
BUTHH TpoMOoduimu. Puck pa3Butus TpoMO030B, TPOMOOIMOOIINIA, UIIEMU 1 WH(APKTOB opra-
HOB 3HAYMTEJIGHO YBEIMYUBACTCS NPH COBMECTHOM JEHCTBUM HACIIEIACTBEHHOCTH U CPEIIOBBIX
(akTOpOB, TAKMX KaK KypeHHe, IPUEM OpaJbHBIX KOHTPAICTITUBOB H Psijia IPYTHX JIEKAPCTBEHHBIX
IpernapaToB, OEPEMEHHOCTD, JIUTEIbHA UMMOOMIIN3AIUS, XUPYPTUIECKHIE OTepaui B 00JIaCTH
KPYITHBIX BEHO3HBIX MAarucTpajeid, COUYeTaHne ¢ XpPOHWYECKHMHU 3a00JIeBaHUAMHU (OKUpEHHE, ca-
XapHBI Ua0eT, MaTOJNOTHH Cep/Ia, 3JI0KaueCTBEHHBIe ommyxoin). [Ipu 3TOM BBIABUTH Hacien-
CTBEHHYIO TIPEIPACIIONOKEHHOCTh N0 PAa3BUTHS OCIOXHEHHH O€3 NMPOBEACHUS T'€HETHYECKOTO
aHaM3a, KaK MPaBWIO, 3aTPYAHUTEIRHO. TpomMboduius — MHOTO(aKTOpHOE 3a00JIEBaHHE, U BbI-
JETUTh OJWH «OTBETCTBEHHBIN» I'eH HEBO3MOXKHO, CyMMApHBI PUCK CKJIJBIBACTCS M3 COYETaH-
HOTO JICUCTBHS psiia MOIMMOP(PU3MOB B Pa3IMUHBIX T€HAX, UMEIOIIUX OTHOIICHHE K CHCTEME Te-
MocTa3a.

I'en ITGA2 xomupyeT KOJJIareHOBBIM PEelenToOp WHTETPHH allb(a-2, OTBEYAIONIHMA 3a a/re-
3UI0 TPOMOOITUTOB U JPYTUX KJIETOK, PETYISIINIO AKCIPECCHH KOJUIareHa U KoJllareHas3sl, 00pa3o-
BaHUE M YIOPSIOYMBAHWE HOBOCHHTE3MPYEMOTO BHEKIETOYHOTO Marpukca. [lommmopdusm
C807T rena ITGA2 He oTpaxaeTcsi Ha CTPYKType Oenka, HO y Hocutenei amrens 807T 3Hauwm-
TEJNIBHO YBEITMYMBAETCS KOJHMYECTBO PELIENTOPOB HA MTOBEPXHOCTH TPOMOOIIMTOB M, COOTBETCTBEH-
HO, BO3PacTaeT BEPOSITHOCTh TpoMOooOpa3zoBaHus. AsutenbHbd BapuanT 807T acconumupoBaH C
MOBBIIIEHHBIM PUCKOM KOPOHApHOH apTepuanbHONW O0oJje3HH, MH(papKTa MUOKapia, TPOMOO30B.
st romosurot 807T/T ormeuena manugectanus nHpapKkTa MUOKapAa U UHCYJIBTOB B OoJiee paH-
HeM Bo3pacte. Hocutenu amnens 807T, ocobenno B romosurore 807T/T, MeHee 4yBCTBUTENBHBI K

AHTUTPOMOOIMTAPHOI Tepanuu U TpeOyroT Oojiee arpecCUBHBIX CXEM JIeUeHUs. AccoLualus aji-
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nenst 807T ¢ HEUYBCTBUTENFHOCTBIO K aCHUPUHY HanboJiee BhIpaKeHa B a3MATCKUX MOMYIISIIUAX U
B MEHBUIEH CTENEHU NPOSIBIISIETCS Y €BPOIIEOUIOB.

[Momumopdusm G10976A B rene F7 mnpuBoguT K 3amMeHE aMHUHOKHCIOTBI B O€lKe,
Arg353Gln, yTo oTpakaeTcs Ha HOpMAJIbHOM CUHTEe3e U (QyHKIHOHUpoBaHuU (dakTopa VII cBep-
ThIBaHUA KpoBU. Kak B TOMO3MIOTHOM, TaK M B Ie€TEPO3UTrOTHOM cocTosiHuU 3ameHa G10976A
MIPUBOJUT K CHIDKCHUIO KOJM4YecTBa akTUBHOrO ¢akropa VII B kpoBH, y TOMO3UTOT A/A aKTUB-
HocTh (hakTopa VII cHmwkeHa Ha 72% oT HOpMaibHOTO ypoBHA. [lokazaHo, 4TO TeTEpO3UTOTHOE
HocutenbcTBO G10976A F7 cHmkaeT puck pa3Butus Tpom0030B 1 HH(papKTa MHOKapaa B 2 pasa,
JaKe TpU HAIMYAHM aTepOCKIepPO3a KOPOHAPHBIX COCyIOB. TakuMm o0Opa3oM, mHoauMophu3m
G10976A F7 sBnsieTcs 3alIUTHBIM (aKTOPOM B Pa3BUTHUU TPOMOO30B U MH(PAPKTa MUOKAP/IA.

bonee moapoOHO 03HAKOMUTHCSA C AMATHOCTUYECKON 3HAYUMOCTBIO ONpEAeNeHUS! OJHOHYK-
neotuabix noaumopduzMoB C807T rena ITGAZ2 u G10976A rena F7 MoxHO B tuTeparype:

IBeroBckas I'.A., Uukosa E.Jl., JIudpmmun .M. u ap. I'enernueckue (HakTopbl pUcKa TPOM-
60hunum y KEeHIUH PEernpoIyKTUBHOrO Bo3pacTta B 3anagHo-Cubupckom pervone // OyHaameH-
TanbHble uccieqoBanust. 2010. Ne 10. C.72-79.

Hlenotuna E.I'., ITpaconoBa M.A., MIBanoB M.K. HoBble HaOOpbI peareHTOB /71 BBISBICHUS
OJTHOHYKJICOTUHBIX MOJMMOP(PU3MOB I'€HOB (POTATHOTO LIUKJIA U CUCTEMBI CBEPTHIBAHUSI KPOBH //
Hosoctu Bekrop-bect. 2013. T.68. Ne2. C. 2-8.

[TerpukoB A. C., oiixer . H., bensix B. U., E.®. Korosmuxkosa, W.I". [leperymona, I".1.
Koctrouenko. Ponb renernyeckux noaumMop¢hu3MoB B BO3HUKHOBEHUH BEHO3HBIX TPOMO03IMOOIIH-
YeCKUX OCJIOoXKHeHuH / MenunuHa n obpazoBanue B Cubupu : cereBoe HayuyHoe uznanue. 2012.
Ne 4.

[TuzoBa H.B. Tpombo¢punmmu: reHeTHuecKkue noJauMoppu3Mbl U COCYAUCThIE KaTacTpodbl // M.:
NMA-ITPECC. 2013. 248 c.
9. YCJIOBUSA TPAHCITIOPTUPOBAHUS, XPAHEHUS U IPUMEHEHUWS HABOPA

9.1. TparCcIOPTUPOBATH U3JENHS CIEIYET TPAHCIIOPTOM BCEX BHJIOB B KPBITBIX TPAHCIIOPT-
HBIX CPEJICTBAaX B COOTBETCTBHMHM C IPAaBUJIAMU MEPEBO30K, IEHCTBYIOIMMHU HAa TPAHCHIOPTE AAHHO-
ro Bujaa, mpu Temmneparype (2-8) °C. JlomyckaeTcsi TpaHCTIOPTUPOBAHHUE TIPU TEMIlepaType 10 25

°C ne 6onee 10 cyTok.

9.2. Xpanenue Habopa B yNaKOBKE MPEANPHUATHIA-U3TOTOBUTENS JOJKHO OCYILECTBIISATHCS

npu temnepatype (2-8) °C B TeueHHe BCEro cpoka rOJHOCTH B XOJOJMIBHBIX KaMepax MM X0J0-
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TWIIBHUKAX, 00ECTIEYNBAIOIIUX PETIIAMEHTUPOBAHHBIN TEMIIEPATYPHBIN PEKUM C €XKEITHEBHOU pe-
TUCTPALUEN TEMIIEPATYPBI.

9.3. Cpok rogHocTn Habopa — 12 Mecs1eB co IHs BbllTycka. He qomyckaeTcs mpuMeHeHue

HaOOPOB 10 UCTEYEHUH CPOKA UX TOAHOCTH.

9.4. JIns monmydeHUs HAAESKHBIX PE3yabTaTOB HEOOXOJMMO CTPOTOE COONIOJCHHUE TaHHOU
MHCTPYKIIMU TI0 TPUMEHEHUI0 Habopa.

10. TAPAHTHMHBIE OBSI3ATEJIBCTBA

10.1. ITpousBOAMTENh TapaHTUPYET COOTBETCTBHE BBHIMYCKAEMBIX H3JICIUN TpeOOBaAHUSAM
HOPMAaTUBHOM U TEXHUYECKOMN TOKYMEHTALIUU.

be3onacHOCTh U KaUueCTBO M3/IEIHS TAPAHTUPYIOTCS B TEYEHUE BCETO CPOKA FOJTHOCTH.

10.2. IIpousBoauTeNnb OTBEYAET 3a HEAOCTATKU W3JIENHS, 32 UCKIIOYCHUEM J1e(hEeKTOB, BO3-
HUKIIUX BCJEICTBUE HAPYIIECHUS MPaBUI MOJb30BAHUS, YCIOBUN TPAaHCIOPTUPOBAHUSA M XpaHe-
HUS, JINOO NEHCTBUS TPEThUX JIMLL, TMO0 HETIPEOJOTUMOM CUJIBL.

10.3. IIpousBoauTens 00s3yeTcs 3a CBOM CUET 3aMEHHUTh M3JeNNe, TeXHUUYEeCKHe U (PyHKIIU-
OHAJIbHBIE XapaKTEPUCTHKU (MOTPEOUTENHCKUE CBOMCTBA) KOTOPOTO HE COOTBETCTBYIOT HOpMa-
TUBHOM M TEXHUYECKOUN JOKYMEHTAIIMH, €CJIM YKa3aHHbIE HEIOCTATKU SIBUITUCH CIEACTBUEM CKPbI-

TOTO I[e(l)eKTa MaTCpraJIOB UJIN HCKAYCCTBCHHOI'O U3TOTOBJICHUS U3ACIIUA IPOU3BOJUTCIICM.

ITo Bompocam, kacaronumes kadectBa Habopa «Peanbect-I'enetuka 'emoctaz ITGA2/F7»
cienyet oopamiarbes B AO «BekTop-bect» mo aapecy:

630559, HoBocubupckas 061., p.n. KonbioBo, Hayuno-nponsBoacTBeHHast 30Ha, Kopim.30,
koMmH.211, Ten. (383) 227-67-64, Ten./dpaxc (383) 363-13-46.

E-mail: vbobtk@vector-best.ru
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INPUJIOKEHUE 1
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Ten Mommop puszm Kanan I'EHOTHUII
«HopmanbHnasi, «MyTaHTHasn
TOMO3HTO0Ta» TOMO3HI0OTA» «I'eTeposuroray
Onu™ nuK JIBa nuka
ILIaBJICHHUS, OpH UK 1U1aB- IUIaBJICHHUS,
oTinyaercd He| JICHHA, OTIIMYACT- OTJINYAIOTCSA
boiee cs1 He Goee He 0oiree
yeM Ha 2 ueM Ha 2 °C gyeM Ha 2 °C
°C ot ot KO2 or KOl u
KOl KO2
ITGA2 C807T «FAM» C/C T/T CIT
F7 G10976A «ROX» G/G A/A G/A
11




MNPUJIIOKEHUE 2
Padora ¢ nerexktupyromum amnianpuxaropom «CFX96» (pupma «Bio-Rad», CLIIA).

IIpumeuanue. [Iyig WUTIOCTpAllMK B HACTOSIIENH MHCTPYKIUU HCIOJIB30BAHBl CKPUHIIOTHI
nporpammbl Bio-Rad CFX Manager v3.0. [lns npyrux Bepcuii [10 BHeUTHUN BT MOXKET HE3HAYHU-

TEJIbHO OTIUYATHCA OT MPUBEAEHHOTO HUXKE.

A. 3amyck peakuuu

1) 3anporpamMmmMupoBaTh MPOTOKOJI MPOBEICHUS PEAKIIUU aMIUTH(PUKAINN U JACTCKIINH KPH-
BBIX IJIaBJIeHUs (3aknaaka «Protocol»):

—YcranoButh 006EM 00pasma — 50 Mk («Sample Volume 50 pl»)

—1 mar: 50°C — 2 MUHYTHI;

—2 mar: 95°C — 2 MUHYTBHI;

—3 mar: 94°C — 10 cexyHz;

—4 miar: 60°C — 20 cexyHz;

—5 mar: noBTop («Insert GOTOy), HaunHas ¢ mara 3, emE 49 pa3z — cymmapao 50 UKIIOB;

—6 miar: «xpusas riasiaeHus» («Insert Melt Curvey) ot 27 °C go 75 °C ¢ yBenuueHuem Ha
1°C; nHKyOanus Ha KaXKI01 TeMIepaType B TEUEHUE 5 CEKyH/I C U3MEPEHHEM (PITyOpECLICHIINY;

— 7 mar: 10°C — 1 munyTa.

Protocol Editor - VB-Genetika-Melt.prcl @

File Settings Tools

H] g lnsertStep

Est.Run Time 01:33:00 2

Sample Volume ul

1 2 | 3 4 5 | 5
950 C 940 C
2:00 0:10 \ 750 C
500 C 800 C | @G 10 C
o 0:20 0
i = T 270 ¢
0 0:05
fol
3
l( 43 x
1 500 C for2:00
[ Inset Step ] 2 950 C for2:00
— 3 940 C for0:10
7] inset Gracient | ¢ 600 C for020
5 GoTO3 43 more times
3

1 Melt Curve 741 _to 750 C. increment 10 C.
for 0:05 + Plate Read

7 100 C for1:00
{@ Insert Melt Curve ] END

ied
[@ Delete Step

oK || Ccancel
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Buumanmue! Mzmepenue gyopecyenyuu na waee 4 6 danHom npomokone e nposooumcsi!

2) 3anporpaMMHpOBaTh IMOJIOKEHHE MPOOHPOK C UCCIEAYEMbIMH U KOHTPOJIbHBIMH
oOpa3uamu (3aknanka «Plate»). BeiOparh kaHanbl JETEKIIMU KPUBBIX IUIABJICHUS IYILIEKCOB CIie-
uupuynoro JIHK-3081a 1 mpoaykTa aMIuIU(pUKAIIUU JIs1 PETUCTPALIUU T€HETHYECKIX
noiuMopduzmoB: «FAM», «HEX», «KROX».

3) 3amycTuTh IporpamMmy (3akiajika U KHomka «Start Runy») u npoBecTu peakuuio am-

IN(UKAUY C perucTpanuei GpayopecueHuu B peXuMe pealbHOro BpeMEeHH.

B. Perucrpanus u y4éT pe3yabTaToB

File_ i ettings: Bxport  Tools €2 piate setup -

3| Fluorophore v | ?

Vet Curve | M) Mot Gurve Data | £8F Custom Deta View | 1) Run infomation

-d(RFU)/dT

i a s ; ;
30 40 50 60, 70
Temperature, Celsius,

FAM [T] ROX Peak Type: |Negative v ep Number: |6
7 8 9| Well ()\ Fuor {) Target 0: Content A} Sample ¢ 1'_\::]“" ) p
Unk [} Unk | Unk A5 FAM  GNB3  Unkn-01 234098522 47.00|=
ok ook lione A0S FAM  GNB3  Unkn01 234098522 57.00
B0S  FAM GNB3  Unkn02 2341073227 | 57.00
Unk || Unk || Unk |B05  FAM GNB3  Unkn02 2341073227 | 47.00
w7 e 05 FAM GNB3  Unkn03 2341075227 | 57.00
D05 FAM GNB3  Unkn04 2341082227 | 48.00
unk | unk | unk E05  FAM GNB3  Unkn05 2341090227 | 47.00
= Y Fos  FAM GNB3  UnknDs 2341094227 | 47.00
lGos  FAM GNB3  Unkn07 2341036227 | 47.00
unk || unk | unk Gos  FaM GNB3  Unkn07 2341096227 | 57.00
7 BT HO5  FAM GNB3  Unkn03 2341037227 | 57.00
AD6  FAM GNB3  Unkn03 2341085227 | 57.00)%
Completed | HScan Mode: All Channels ‘PIateType: BR Clear [Analysis Mode: Baseline Subtracted Curve Fit
Jlist MpOCMOTpa pe3ybTaToOB aHAIN3A 11OCIIe OKOHYaHMS PeaKkuy CleAyeT BRIOpaTh BBEPXY
3aknaaky «Melt Curvey» A el Cuve  Ha rpaduke cieBa 0TOGPaKAKOTCS HCXOHBIE IAHHBIC H3-
MEPEeHHSI WHTESHCHUBHOCTH (IYOPECIICHIIMK B 3aBHCHMOCTH OT TEMIIEPATyphl, 3TOT K€ Tpaduk
oToOpakaeTcss B peaiIbHOM BpEMEHH BO Bpems peakiuu. Ha rpaduke crmpaBa mnpeacTaBieHbl 00-
paboTaHHBIC KpHUBBIC, UMCIOIIME BUJ NMUKOB IUIaBICHUS. B MeHI0 moj rpadukoM HaJlo BBIOpaTh
THII MU~
KOB: OTPHIIATEIBHBIC yoe: | Hiogaline . B Tabmurie cripaBa BHA3Y 0TOOPAXKAIOTCS 3HAYCHHUS
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TeMIepaTyp IUIaBICHHs JUISl BBIACTICHHBIX 00pa3noB. O0Opasel, Ha KOTOPBIA HaBelEH Kypcop, Mo

CBCUMBACTCA )XUPHBIM B Ta6J'II/IHC 1 Ha Fpa(bI/IKaX.

Jis KO1 u KO2 B cOOTBETCTBYIONIMX KaHAJIAX JCTEKIMH JTOJDKHO (PUKCHPOBATHCS MO OJ-

HOMY UKy IUIaBJIeHUs. Bo3MOXKHBI 1Ba BapuaHTa pacrosnoxenus nukos miaasieHus KO1 u KO2:

1) KO2 moxeT umeTh 0oJiee BRICOKYIO TeMIlepaTypy riaBienus, uem KO1;

2) KO1 moxeT umeTh 0oJiee BBICOKYIO TeMIiepaTypy iasienus, uem KO2.

Tounas uapopMarus o 3HaueHn” Temmepatyp miasieHus ast KO1 u KO2 mist KoHKpeTHO-

ro Habopa peareHToB mpuBeaeHa B mil. 3.2. u 3.3. UHCTPYKIMH 110 TPUMEHEHHUIO 3TOr0 Habopa.

Bapuant 1. Onpenenenue renoruna odpasna (KO2 umeer Golee BBICOKYIO TemIepaTypy

riaBnenus, ueM KO1).

Melt Peak

Melt Peak

-d(RFU)idT

Temperature, Celsius

L R e
- 1 N BRI HARRSI I PORIRRS, \ AN,
2
5 : .
% i Y et P beee ) s ol ff L
I'eteposurora™ W\ 4/ W :
) : / 9 7/ MytaHTHas
_103--H ....................... \% ............ e
OopMalibHast </ - \\J/,~ romozurora
TOMO3HIOTA ] Ny 4 :
150 i i ; S ;
30 40 50 60 70

Temperature, Celsius

Bapuant 2. Onpenenenne reHoruna oo6paszna (KOl umeer Gosee BBICOKYIO TemmepaTypy

naBieHus, uem KO?2).

Melt Peak Melt Peak
04 PR S DU e O et s, e 01
00 s NG SN TTON e A g S BN R B B N 100 3 :
'_,200_.,.‘.,.:..‘.,...,.., .......................... AR L -200
2 ; 2 ;
R || S R SRS T S T, 1 SR G e Snssraantatinasraved = _300 ] <
g : : 4 :
v b s i o i et o et e s a1 w0 A R B o A \ ........ .......... ?_400_ A
........ Mo fd A KeL ] sob : j :
¢ : : i MyranTHas : : HopmainbHas
.............................................. RS S o SRR 600, RPN RN R SN e N S R R e G
. ; ; : : romosurora A ; - TOMO3HLOTA
30 40 50 60 70 30 40 50 60 70
Temperature, Celsius

Temperature, Celsius

I[J'IH KaKI0ro UcCCICayemMoro 06pa3ua B COOTBCTCTBYIOIIMX KaHaJlaX ACTCKIIMU (CM. HpI/IJ'IO-

xeHue 1) nommkeH ¢GuKcHpoBaThbes OAMH (B Cly4yae TOMO3MTOTHOIO HOCHTENIBCTBA) MU JABa (B

cj1ydyac rer€po3uroTHoro HOCI/ITGJ'II)CTBa) IMUKa IJIaBJICHUA U ONPCACIATHECA 3HAYCHHUE TEMIICpaTy-

PhbI IUIaBJICHUS.
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['enotun ananmusupyemoro oOpasma yduThiBaeTcsi Kak «HopMajbHas roMo3Mrora», eciu
11 3TOro 00pasua (pukcupyeTcs HaTM4re OJHOTO MHKA TUIABJICHUS, IPH 3TOM 3HAYEeHUE OTIIHYa-
ercs He Oonee yem Ha 2 °C oT TemnepaTypsl miasienus 1t KO1.

['eHoTHn ananmu3upyemMoro o0pasna y4uTeiBaeTcsa Kak «MyTaHTHAsi TOMO3UTOTA, €CIIU IS
3TOro OoOpasua (GukCUpyeTcs HATMYUE OJHOTO MUKA IJIABJICHUS, IPU 3TOM 3HAYCHUE OTIMYAETCS

He Oosiee yem Ha 2 °C ot Temmneparypsl miaBiaeHus s KO2.

['eHoTun ananu3upyemoro odpasia yuyuThiBaercs kak «I'eTepo3urora», eciu ajis 3TOro oo-
pasua puxkcupyercs HalM4yMe ABYX MUKOB IJIABJICHUS, IPU STOM 3HAYEHHUE OJHOTO OTJIMYAeTCs He
6oree uem Ha 2 °C ot Temneparypsl miasneHus 1 KO1, a remneparypa BTOporo oTjinyaercs He

6osee yem Ha 2 °C oT TeMrieparypsl miasneHus ans KO2.
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