HABOP UDA

Aand NnPAMOro KOnM4eCTBEHHOIO
OMNPEOEJNEHUA CBOBOAHOIO
KOPTU3OIJIA B MOYE
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OcHoeoli _npu npogedeHuu aHanusa sie/isemcs opusuHars
UHCMPYKUUU Ha aHa/ulckoM Si3biKe, 8/10XeHHOU 8 Habop.
Homep u Odama 8epcuu opusuHana u _nepegoda
— UHCMpYKUUU O0/IKHbI cogrnadame.

Ans pymuHHbIX uccnedosaHul

HA3HAYEHUE
[aHHbI Habop O0CHOBAH Ha KOHKYPEHTHOM MMMYHOEPMEHTHOM MeToAe
W npefHa3HayeH [Ans  KONWYeCTBEHHOro onpeaeneHns cBoboaHoro
KopTnsona B Mouve. Habop npegHasHayeH Tonbko Ans nabopaTtopHOro
MCNonb30BaHUS.

1. KMTUHUYECKAA 3HAYMMOCTb

Koptuson — 23TO CTepouaHbIn  TOPMOH, CEeKpeTUpyeMblii  KOpoW
HagnoveyHvka B oTBET Ha ropmoH AKTI (mpoayumpyembiii runocumsom).
OH yuyacTByeT B OTBETe Ha CTpecc, MOBbILLAET KPOBSHOE [aBreHuve,
YypOBeHb Caxapa B KPOBMW, MOXeT Bbl3blBaTb OeCnnove y XeHWWH U
noaaBnsiTe UMMYHHYIO CUCTEMY.

Koptuson pgencreyer 4epe3 cneumduyeckme  BHYTPUKIETOYHbIE
peLenTopbl U BANSET Ha MHOrMe busnonormyeckme nNpoLeccsl, BKMYas
YHKLMIO UIMMYHHOW CUCTEMbI, PErYNSALMIO YPOBHS FMIOKO3bl COCYANCTbIN
TOHyC, yTunusaumw cybcTpaTa M KOCTHbIM MeTabonusm. bonblien
YacTbio KOPTM30M IKCKPETUPYETCA C MOYOM, B HECBA3aHHOW (cBOGOAHOW)

copme.

B nnasme «kopTusonm cCBsi3aH C  KOPTUKOCTEPOWA-CBS3blBAOLLMM
mobynnHom (CBG, TpaHCKOTUH), C BbICOKOW adduHHOCTBIO, W
anbbymuHom. [na  GonblUMHCTBA peLenTopoB  [OCTYMEH TOMNbKO
cBOOOAHBIN KOPTU3ON.

OTU  HopMmanbHble  3HAOrEeHHble  (PYHKUMM nexaT B OCHOBe
r3nonornyeckmnx nocneacTaum XPOHWUYECKOro cTpecca -

NpoAOIKUTENBHAS CEKpeLnsl KopTu3ona NPUBOAUT K MOTEPE MbILLEYHOW
Macchbl, TMMNEPriTKEMUA W MOLABIEHUIO MMMYHHOrO/BOCNanmTeNnbHOro
otBeToB. K Tem e nocneactsusiM MNpUBOAUT ANUTENbHBIA  MpUeEM
TNOKOKOPTUKOWUOB.

®pakumsi cBOGOAHOrO KOpTU3ona npeacrtasnseT cobor metabonuyecku
aKTUBHbIA kopTU3on. B Hopme meHee 1% akckpeTupyetcst ¢ Mmoyol. [Mpu
natonormn (Hanpumep, cuHgpom KywiumHra) ypoBeHb CBOGOAHOMO
KOpTU3ona B MoYe MoBbIlEeH, Tak kak CBG He cBsA3bIBaeT M3ObITOYHbIN
KOPTM301 Mna3smbl, ¥ OH yAansieTcst C MOYOWA.

Bo Bpemss OepemeHHOCTM wnuM Tepanuu npenapatamum  3CTPO-
nporecTtoreHa noBbILLEHNE KOPTU30Na B Niia3Me CBSI3aHO C YBENUYEHUEM
npoayKkumum TpaHcrnopTHoro 6enka, Ho ypoBeHb CBOGOAHOrO KopTu3ona B
MOYe OCTaeTCsl B HOpMe, yKa3sblBasi Ha NpaBuIibHOE (OYHKLIMOHUPOBAHUE.
[aHHbIN TECT OYeHb MONe3eH ANst OLEHKM peHanbHOW yHKUMM, TaK Kak
OH onpeaensieT cBOGOAHbLIN KOPTU30M — T.e. MeTaboNUYeckn akTUBHYH
¢dopmy. Kpome TOro, usmepeHme cBOOGOAHOTO KoOpTU3oONa B Moue
SIBNSIETCA OOHUM W3 JNy4ylUMX TEeCTOB ANs AMArHOCTUKM CUHOpOMa
KywimHra.

2. MPUHLUMN METOOA

CBOGOAHbBIN  KOPTU30N  (@HTWreH), NpUCYTCTBYOWMA B  obpasuax,
KOHKYPUPYeT C KOPTM30MOM, KOHBLIOTMPOBAaHHBLIM C NEPOKCUAA30M XpeHa
(koHBblOraT (PepMEHT-aHTUreH), 3a CBsI3biBaHWE C  OrpaHUYEHHbIM
KONMYECTBOM aHTUTEN K KOPTWU30My, COpOMpPOBaHHbLIX B  fyHKax
MuKkponnaHwerta (TBepgas dasa). Mocne nHkybaumm 13 nyHok ygansiot
He CBfI3aBLUMECS KOMMOHEHTbl. 3aTeM B NyHKU BHOCST (DEPMEHTHbI
cybetpatr (H202) u cybetpat TMB (TMB). MNocne cooTBeTcTBYylOLLEN

MHKy6auuu, Heobxoaumowm ans pas3BuTUS OKpaLLMBaHus,
3H3MMAaTMYECKYIO peakumio OCTaHaBNMBAOT 1 onpeaensioT abcopbumio B
NyHKax.

KoHueHTpaumio cBoboaHoro koptusona B obpasuax paccuuTbiBalOT Ha
OCHOBaHWM  KanubpoBOYHOW  KPWBOW, MOCTPOEHHOW Ans  cepun
CTaHOapToB.

MHTeHcuBHOCTb oKpaLLMBaHus obpatHo nponopunoHanbHa

KOHLieHTpauum cBo6oaHOro koptusona B o6pasuax.

3. PEATEHTbI, MATEPUAINDbI U OBOPYOOBAHUE
3.1 PeareHTbl, nocTaBnsieMblie B Habope
Kar. Ne:

1. Kanubpartopsbl kopTr3sona (5 chnakoHoB)

CALO (4 mn) DCE002/1806-0
CAL1 (1wmn) DCE002/1807-0
CAL2 (1wn) DCE002/1808-0
CAL3 (1 wmn) DCE002/1809-0
CAL4 (1wmn) DCE002/1810-0

2.  KoHTponu (2 donakoHa, 1 Mn Kaxgpli, rOTOBbI K MUCMOMb30BaHMI0)
HW3KMIn KOHTpONb DCE045/1801-0
Bbicokuii KOHTpOIb DCE045/1802-0

3. Konwbtorar (1 dpnakoH, 33 mn)

KopTu3on, koHblorMpoBaHHbIN ¢ nepokcuaason xpeHa (HPR)
DCE002/1802-0

4. HacblueHHbIN MykponnaHweT (1 pasgensiemblii MUKPOMaHLLET)

AHTWTENO K aHTN KOPTW30ITy, HAHECEHHOE Ha NNacTuHy
DCE002/1803-0

5. TMB Cy6ctpar (1 donakoH, 15 mn)
H,0,-TMB 0.26 r/n (usbeeampb KoHmMakma ¢ Koxeul)

DCE004-0
6. Cton pactBop (1dnakoH, 15 mn)
CepHas kucnota 0.15 monb/n (usbeeamb kKoHmMakma ¢ Koxed)
DCE005-0
7. KoHueHTpaT NpombiBo4HOro pacreopa (1 cdnakoH, 50 mn)
DCE054-0

3.2. Heo6xoauMble peareHTbl, He NocTaBnsieMble ¢ HAa6opom
OucTunnuposaHHas Boaa

3.3. JononHuTenbHbIe MaTepuanbl u o6opyaoBaHue
ABTOMaTUYECKME NUNETKM.
MwKkponnaHLeTHbIVi cnekTpodoTomeTp (puaep)

3ameyaHus:

XpaHume ece peazeHmsl ripu +2... + 8C° 8 memHome.

Omkpbigalime nakem c KOMMOHEeHMOM 4 (MTOKPBLITBIN
MUKPOITAHLIET) monbko nocrne mo2o, Kak OH 0ocmugHem
KOMHamHoU memMrepamypbl, U 3akpbigalme eeo cpa3y [rocrne
ucronb308aHUs.

He cHumalime ad2e3usHyo Mn1eHKY C HeUCrob3yeMbIX CMpUIos.

4. MEPbI NPEAOCTOPOXHOCTHU

. Habop npegHasHaveH ons ncnonb3oBaHus B in-Vitro guarHocTuke.
He ona BHYTPEHHEro My BHELLIHErO UCMOMb30BaHNs Ha NIOAAX UNn
YKMBOTHBIX.

. Mcnonb3oBaTh COOTBETCTBYIOLLYIO 3aLLUTHYIO ogexay npu paboTe ¢
peareHTamu.

e Cobnopatb yCTaHOBIEHHbIE HOpPMbI Npu paboTe C npogykTamu
KPOBSIHOTO NMPOUCXOXAEHWS.

. PeareHTbl cogepxart MNpoknuH 300 B kayecTBe KOHCEpBaHTA.

. He ponyckainte nonagaHusi NpsIMOrO CONIHEYHOrO CBETa, KOHTaKTa
peareHta TMB/ H,0O, ¢ MeTannamu nnv okcuaaHTamu.

. Mpn pacTBOpeHUN 1 BHeECEHNM peareHTOB Heobxoaumo cobnoaaTthb

MaKcUMarbHY TOYHOCTb.

He ncnonb3yiiTe peareHTOB U3 pasHbIX NTOTOB.

He ucnonb3yinTe cUnbHO reMonuamMpoBaHHble 0bpasubl.

[aHHbIN MeToA No3BONAET NPOBOANTL N3MepPeHUsi CBOBOAHOIO

KopTusona B gnanasoHe ot 10 Hr/mn go 500 Hr/mn.

KnuHunyeckas 3HauMMmocTb onpefeneHnss cBobogHoro kopTu3orna

MOXET ObITb CHWXEHA, €Cni MauMeHT Mony4vaeT KOpTMKOCTepouabl

UnW HaTyparbHbIe UM CUHTETMYECKUE CTepounabl.

5. MIPEOOCTEPEXEHUA

e  CTporo npuaepxvBaTbCs BPEMEHHbIX LLAroB Npu NUNEeTMPOBaHWM.

. PeareHTbl xpaHuTb oxnaxaeHHbeiMu npu 2-8 °C B OpuUrMHanbHON
ynakoBke. PeareHTbl cTabunbHbl 4O OKOHYaHWUSA CpoKa rogHOCTH Npu
cobnogeHnn npaBun XxpaHeHusi N obpaLleHrs C HUMW.

e [lpvBecTn Bce KOMMOHEHTbI 1 0b6pasLpbl K KOMHATHOW TemnepaType
(22-28 °C) nepep ncnonb3oBaHUEM.

e  He cMelumBath cogepxumoe 13 pasHbix Habopos. He ncrnons3osaTtb
nocre UCTeYeHNs Cpoka roAHOCTU.

e  [pn ucnonb3oBaHuy aBTOMaTM4eckoro obopyaosaHus, yoeamTbcs B
Ha[JeXHOCTW TeCTUpoBaHUsi 060pyfoBaHNS.

e HenonHoe unu He akKypaTHOe yAaneHue XuakocTu U3 NyHOK MOXeT
NOBNWATL HA TOYHOCTb Pe3ynbTaToB.

. Bpemsa peakumnm B kaxgonW INyHKE [AOMKHO ObiTb MOCTOSIHHBIM.
MuneTupoBaHne obpasLoB He AOMmKHO npeBbiwaTb 10 MyuHyT. Ecnin
Tpebyetca 6Gonbwe 10 MuHyT, cobniopante TOT Xe MNOPSAOK
nunetupoBaHus. Ecnu  ucnonb3yetca 6Gombwe 1 nnaHwerTa,
pekoMeHayeTCcs NOBTOPUTL KPUBYIO AMNSA KaXAoro nnaHLweTa.

e [lo6aBneHve TMB pacTBOopa MHUUMMPYET KMHETUYECKYID peakuuio,
KoTOpas ocTaHaBnuBaeTcs AobasneHnem cton pacteopa. [loatomy



TMB pactBop wn cTon
0[VHaKOBbIMW MHTEPBanamm.

e  CobniopgaTte Npaswna, yctaHoBMNeHHble nabopartopuei, npu paboTe
C KOHTPONSIMA U CbIBOPOTKOM.

e  MakcumanbHass TOYHOCTb HeobxoauMma [Ans BOCCTaHOBMNEHWS W©
pacnpegeneHvsi peareHToB.

e  (O6paseL (06pasubl) C MUKPOBHOW KOHTamMuMHaLMeln He MoryT ObiTb
1cnonb3oBaHbl AN aHanu3a AaHHblM MeTogoM. He MoryT 6biTb
1cnonb3oBaHbl 06pasLbl ¢ CUMbHBIM FEMOSIM30M UK NINEMUEN.

e VIamepeHus NpoBOANTL BEPTUKANbHO. He TporaTb AHO NYHOK.

pacTtBOp [OMKHbI [06GaBnsiTbCH  C

6. MPOLIEAYPA
6.1. NoagrotoBka kanu6paTopoB (Cy...Cy)
B Habope nocTaBnsoTCS CTaHA4apThl CO CMEAYOLMMM KOHLEHTpauuamm
cBoGoAHOro kopTH3ona:
Co C1 Cz C3 C4
Hr/Mn 0 10 50 150 500

CTabunbHOCTb: NOCMne BCKPbITUA CTaHAApThl CTabunbHbl B TeyeHue 6
Mecsues npu 2-8 °C.

6.2. MoproToBKa pa3baBreHHOro KOHbIOraTa
KoHbtoraT rotoB k MCMOMb30BaHUIO.
CrtabuneH B TeyeHue 6 mecsiues npu 2-8 °C.

6.3. MNopgroroBka obpasuoB

HeT HeobxogmmocTn pa3baBnaTbe obpasLbl.

Heobxoammo cobpaTb CyTOYHYH MOYY B OAMH KOHTEMHEep, TLiaTernbHO
nepemewartb. O6pasubl Mo4M, KOTOpble He OyayT npoTecTMpOBaHbI
cpasy, AOMKHbl XpaHuTbcs npu 2 + 8°c unu npu — 20°c, ecnu cpok
XpaHeHUs NpeBbILLIAET OAHY HeAento.

KoHTponu roToBbl k UCNONb30BaHWI, HE TPEOYIOT pa3BeaeHUs.

6.4. MoproroBka NpombiBo4YHOro PacTtBopa

PasBectn cogepxumoe kaxgoro gnakoHa KoHueHTpaTa [NpoMbIBOYHOrO
pacTtBopa C AUCTUIINIMPOBAHHON BOAOW OO0 KOHeYHoro obbema 500 mn.
Onst MeHbLUMX 06 bEMOB NpUroToBUTL pa3segeHue 1:10.

6.5 lNpoueaypa

. MpuBecTn Bce peareHTbl K KOMHaTHOM TemnepaTtype (22-28 °C).
Hewncnonb3yemble MUKPONaHLLETHbIE MOSIOCKM XPaHUTb TLiaTeNbHO
ynakoBaHHbIMU npn 2-8 °C ¢ ocylumTenem.

. Bo wu3bexaHne MUKPOOHOrO W/WMNM XUMWUYECKOrO 3arpsi3HeHUsi
Heucrnonb3dyemble peareHTbl He BO3BpallaTb B OpUrMHarbHble
nakoHbl.

. Bce onpeneneHns HeobxoavMo BbINOMHATL B Ay6nsx. MpurotoBbTe
no ABe NyHkM Ans kaxgoro u3 kanubpartopoB (Co-Cs4) M Kaxgoro
obpasua, 1 1 nyHky ans bnaHka.

CraHpapT/koHTpONb O6pasey BnaHk
Kanu6patopbl Co-Cs 10 mkn
PasBegeHHble 10 mkn
06pasLibl/KOHTPONN
Pa3baBneHHbIit KOHbIOraT 300 mkn 300 mkn

VHkybupyiite npu 37°C B TeueHne 1 vaca. Ypanute COOEpXKUMOE BCEX IyHOK;
NPOMOMTE NyHKW ACTUNNMPOBAHHON BOAoM 3 pasa, no 350 Mk Ha nyHky. MosTopuTe
npouesypy NPOMbIBKM, NONHOCTbI0 YAANWB BOAY 13 NYHOK.

Cy6cTpat TMB 100 mkn | 100 mkn | 100 mkn

VIHKyBupyiiTe npu koMHaTHo! TemnepaType 22+28°C B TeyeHe 15 MUHYT B TEMHOTE.

Cron-pacTeop [ 100mkn | 100mkn | 100 mkn

Cuuraitte abcopbupto (E) npu gnvHe BonHbl 450 HM NpoTMB BnaHka B TEYEHNE 5 MUHYT.

7. KOHTPOJIb KAHECTBA

Kaxpas  nabopatopus  [omkHa  aHanu3uposaTb  KOHTPONM G
HOpMasibHbIMU, MOBBLILIEHHBIMU U CHMXEHHBIMU YPOBHAMU CBOGOAHOMO
KOpTW30Nna Ans KOHTPOMsl KayecTBa BbINOMHAEMbIX uccneosaHuii. Bee
KOHTPOMMW AOIKHbI aHanM3npoBaTbCs NPU KaXKJOW MOCTaHOBKE, TOYHO

Takke, B TeX e YCNoBUSIX, 4TO MK o06pasubl C HEU3BECTHLIMU
KOHLEHTPaLMAMU.

HeoGxoamMmo BecTu rpaduky KOHTPONsS KayecTBa AN MOHUTOPUHra
napameTpoB nocTaBnseMbIx peareHToB. Wcnonbayiite

COOTBETCTBYIOLLME CTATUCTUHECKME METOAbI ANs onpeAeneHnst TPeHAoB.
Kaxpgas nabopatopusi JomKHa YCTAHOBWUTb [OMYCTMMBIN  AManasoH
napameTpoB BbiNonHeHus metoda. Cpean Apyrux napameTpos
Heobxoaumo nposoanTb MoHuUTOpuHr 80, 50 n 20% nepeceveHui
CTaHOapTHOW KpUBOW ANSi BOCMPOM3BOAMMOCTU Mexay cepusmu. Kpome
TOro, nonyyYeHHas MakCMMarnbHas ONTUYeckas MMOTHOCTb [OMMKHA
COrnacoBbIBaTbCsl € pe3ynbTaTamu  Npeablaywmx  NOCTaHOBOK.
3HaunTenbHble OTKMOHEHWA OT YCTaHOBIIEHHbIX MNapaMeTpoB MOry
yKa3blBaTb He3aMe4eHHble U3MEHEHUs] B YCINOBUSIX 9KCMEepUMEeHTa umm
gerpagaunio  peareHToB Habopa. [Ons  onpegeneHnss  NpuyvHbl
OTKIMOHEHUI He0BX0AMMO MCMONb30BaTh CBEXMNE peareHTh.

8. PE3YINbTAThHI

8.1. CpepHsas abcopbums

PaccunTante cpegHiolo  abcopbumto  (Em) ans
kann6poBo4Hol kpueon (Co-C4) 1 ans kaxgoro obpasua.

KaXgonh  TOYKM

8.2. KanubpoBo4Has kpuBas

OTnoxute cpefHue 3HadeHuss abcopbumm craHpgaptoB (Em) npotus
COOTBETCTBYHOLMX KOHLUEHTpauui. [MpoBeaute oONTUMAribHYK KPUBYHO
Yepes norny4eHHble TOYKK (HanpumMep, 4x napameTpuyeckas perpeccusi).

8.3. PacueT pe3synbtaTtoB

3HayeHns KOHUEHTpauMmn aHanuTa B uccriegyemblx obpasuax nonyyure
WHTEPMNONsiUMen COOTBETCTBYIOLUMX CPEeAHUX 3HadeHuin abcopbuum
06pasuoB 13 KanMbpPOBOYHOM KPUBOWM, B HI/MI1.

Ana pacyeTa KOHLEHTpauuu KopTM3ona B Moue, MoOny4YyeHHoe U3
KanM6poBOYHON KPUBOWN 3HayYeHWe CKOPPEKTUpyWTe Mo obuemy
06bemMy co6paHHOM CYyTOYHOW MOUU:

Hr/Mn x 06beM (Mn) moun 24 4/ 1.000 = MKr KopTusona /24 4

9. KOHTPOJIbHbIE 3HAYEHUA
KoHLieHTpaLns kopTu3ona B Moue B TeueHMe 24 4acoB AOMKHA
HaxXOAUTLCA B CrIeAYIOLIEM Nana3oHe:

| 50 — 190 mkr/24 yaca |

10. PABOYUE XAPAKTEPUCTUKU

10.1. BocnpousBoaumocTb

10.1.1. Bocnpou3godumocmb 8Hympu cepuu

BocnponssoanMocTe BHYTpWM cepuu onpefensnu TecTupoBaHnem 10
NOBTOPOB TPEX Pas3fWYHbIX KOHTPONbHBIX CbIBOPOTOK B  OAHOM
nocraHoBke. Bocnpon3soanmocTb BHYTpK cepun coctaBuna < 6.5 %.
10.1.2. Bocripoudgodumocmb Mex0y cepusimu

BocnpoussoguMocTb Mexay cepusiMu  onpefensnu noBTOpHbIM 10X
TECTMPOBaHMEM TPEX Pa3fNMYHbIX KOHTPOMbHbIX CbIBOPOTOK Habopamu
OBYX pasnuuyHbIX NOTOB. BocnpousBogMmocTb Mexagy cepusimu
cocTtaBuna £ 7.2 %.

10.2. U3BneyeHune

M3BneyeHune 12.5 - 25- 50 — 100 Hr/mn kopTu3ona B Moye, J06aBNeHHOro
B obpasubl cocTtasuno B cpegHem (¥SD) 107.48 % £ 8.16 % no
CPaBHEHWIO C UCXOLHOW KOHLEHTpaLMEN.

10.3. YyBCTBUTENBLHOCTbL

MuvHUmManbHas onpefensiemMas KOHUEHTpaums cBOOOAHOro KopTu3ona,
OTNMYHasa OT HyNneBOro ctaHgapTa, coctasBnseT 2.95 Hr/mn npu 95 %
[OBepUTENbHOM UHTEpBare.

10.4. CneuncuyHoCTb

MepekpecTHaa peakTMBHOCTb aHTUTEN 6bina paccuntaHa npu 50%, no
Abraham, pesynbTaTel npuBefeHbl B Tabnuue: (Cm. opuauHan
UHCMPYKYUU).

10.5. Koppensiumsa c metogom PUA

OanHbin meTop Diametra cBo6ogHbii kopTtuson (UPA) 6bin cpaBHeH C
APYrMM KOMMEPYeCKU AOCTYMHbIM MeTOAOM OorfpegeneHns cBoboaHoro
kopTnsona. O6pasubl CbIBOPOTOK 23 JXEHWWMH U 27 MYX4YMH Obinn
npoaHanusnposaHbl 060MMM MeToAaMW, COrmacHo npoTokonam. beina
nonyyeHa cneaytoLias nMHenHas perpeccus:

y =0.90 x +9.95

r*=0.836

y = KopTunson moun Diametra

x = kopTuson Immunotech RIA

11. YTUNU3ALNA OTXOOOB
PeareHTbl AOMKHbI YTUNN3MPOBATLCHA COMNACHO MOKarnbHbLIM NpaBunam.
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