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OcHoBow rpu_npogedeHHi aHarizy € opueziHan iHcmpyKuii

aHenilcbKo MOo8o, ekradeHoi 8 Habip. Homep i dama
e8epcii _opueiHany ma __nepeknady [HCMPYKUii _MO8UHHI
" criignadamu.

HA3BA | MTPUBHAYEHHA 3ACTOCYBAHHA

CnpaBxHii Habip BMKOPWCTOBYE MPWHLMM HEMPSIMOro TBepAoda3oBOro
I®A - ELISA. BiH po3pobneHnit ansi  sKICHOro  BMU3HAYEHHS
aHTuHykneapHux aHTuTin (ANAs) SS-A (52 ta 60 kDa), SS-B, RNP-70,
Sm, RNP/Sm, Scl-70, LieHTpomepa B Ta Jo-1 B cupoBartui abo nnasmi
noanHu.  lMpu3HayaeTbCca  TiNbKM  ONS  BUMKOPUCTaAHHA B in-Vitro
naiarHocTuu,i.

KNIHIYHE 3HAYEHHSA (fus. OpueiHan iHcmpykuii).

APUHUUN TECTY

Cymiw ounmwieHnx aHTureHie SS-A 52, SS-A 60, SS-B, RNP-70, Sm,
RNP/Sm, Scl-70, LieHTpomepa B Ta Jo-1 B HaHeceHa B MiKpOMNyHKH.
AHTUTINA 0O UMX AHTUIEHIB, SIKWO MPUCYTHI B PO3BEAEHOMY 3pasKy
nauieHta, 3B'A3yl0TbCA 3 BiAMOBIAHUM  aHTUreHom. [MpomwuBaHHSA
MIKpONyHOK BuAansie HecneumngivHi KOMNOHEHTU Nna3Mm abo CUPOBaTKMU.
AHTU-NIOACHKI @HTUTINA, KOH'IOroBaHi MepoKcuaasok XPOHY, iIMyHOMNOrYHO
3B'A3YIOTbCA 3 NOB'A3aHMMMW aHTUTINaMK nauieHTa, dopmytoun KoH'torat-
aHTUTINno-aHTUreH komnnekc. [lpoMuBaHHs  MIKPONMyHOK  BuAansie
He3B'A3aHui KoH'loraT. EH3MMHMIA cybecTpaT B NMPMCYTHOCTI MOB'A3aHOro
KOH'loraTy rigponisyetbcsi A0 (POpMyBaHHA OnakuTHOro 3abapBreHHs.
[oaaBaHHS KMCNOTW 3YyNUHAE peakuito, PopMytoun KiHLEBUIA NpOgyKT
YKOBTOrO KOMbOPY. |HTEHCUBHICTb LbOrO >XOBTOrO KOMbOPY BMMIPIOETHCSA
doTtomeTpuyHOo npu 450 HM. IHTEHCMBHICTb 3abapBneHHs npsiMO
NpOonopLinHa KOHUEHTPaLii aHTUTIN, WO NPUCYTHI B opuriHani 3paska.

BMICT HABOPY

MikponnaHweT, Wo cknagaeTbcs 3 12 CcMyxok no 8 nyHok

KOXXHa. FOTOBUIA 4O BUKOPUCTAHHS. 1
Kanibpatop, o MICTUTb aHTUTINa ANA B
cmpoBaTKoBI/GydepHin matpuui (PBS, BSA, mutoumii 3aci6,

NaNj3 0,09%), >xoBTuiA. FOTOBWI [O BUKOPUCTAHHS. 1x1.5mn
KoHTponb HeratuBHui, WO MicTMTb aHtUTina ANA B
cmpoBaTKoBi/OydepHii matpuui (PBS, BSA, muounii 3acio,
NaN; 0,09%), >xoBTuit. [0TOBWI 4O BUKOPUCTaHHS. 1x1.5mn

Bydep ans 3paskie P; mictute PBS, BSA, mutouunin 3aci6,
KOHCepBaHT asuay Hatpito 0,09%, xoBTui, KoHueHTpaT (5 X).
DepMeHTHUI KOH'loraT, WO MICTUTb aHTUIACBKI aHTWUTINa
IgG, wMmiveHi nepokcupaso XxpoHy; MicTutb PBS, BSA,
netepreHT, koHcepBaHT [MpoknuH 0.05%, CBiTNO-4epBOHWINA.
[OTOBWI 1O BUKOPUCTaHHS.

1 conakoH 15 mn

1 conakoH 15 mn

Po3unH cybcTpaty TMB, MICTUTb 3,3, 5.5'-
TeTpameTunbeH3namH, 6e36apBHUIA. [oToBUI no
BUKOPUCTaHHS. 1 donakoH 15 mn

CTON-pO34MH, MICTUTb KMCIOTY. [OTOBUIN [0 BUKOPUCTAHHS.
BydepHuin po3unH Ans NPOMMBAHHSA, MiCTUTL Tris, AeTepreHT,
KOHCepBaHT asug Hatpito 0.09%; koHueHTpaT (50x) 1 cpnakoH 20 mn
IHCTPYKUist NO 3aCTOCYBaHHIO 1 wr.
CepTudpikaT KOHTPOSO SKOCTI 1 wr.

1 cpnakoH 15 mn

HEOBXIOHI MATEPIANU

. MikponnaHweTHUA pigep 3 [O0BXMHOW XxBuUNi 450 HM; OMUiNHO:
KOHTPOMNbHUI InNbTP 3 AOBXMHOK XBUAi 620 HM

. MporpamHe 3abe3neyeHHs ons pigepa

BaratokananbHuii gucneHcep abo ninetka Ansi 6aratopa3oBoro

nosyBaHHs 06'emom 100 mKn

BopTekcHui mikcep

Minetkn Ha 10, 100 i 1000 mkn

Tavimep

OuctunsoBaHa abo aeioHi3oBaHa Boaa

MipHi umningpu Ha 100 i 1000 mn

MnacTukoBuii KOHTENHEP Ans 36epiraHHs po34nHY AN NPOMUBaHHS

Habopu Orgentec IPA nigxogaTb ANS BUKOPUCTAHHSA Ha  BiOKPUTMX

aBTOMaTM30BaHMX npouecopax. KoxeH aHania mae 6yTv ouiHeHWA Ha

BiQNOBIgHIN aBTOMaTM30BaHi cuctemi. [letanbHa iHbopmaLis HagaeTbcs
3a 3anMTom.

3BIP, 3BEPIFTAHHA | POBOTA 31 3PA3KAMU

. 306epiTb  3pa3ku  ULiNbHOI  KPOBi, BUKOPUCTOBYHOUM
MELMNYHY TEXHOOTIO, YHMKa4M reMoniay.

. [aiiTe MOXNMBICTb KPOBi 3rycTUTUCHA | BiJOKPEMTE CUPOBATKY
LEHTPUdYryBaHHAM.

. CupoBaTka MOBMHHa ByTW 4McTOl i HeremonisoBaHow. HeobxigHo
YHUKaTU remoniTnyHoi abo ninemivyHoi cupoBaTKu.

e  3pasku noBuHHI 36epiratnca npu 2-8 °C go 5 gHiB abo npu -20 °C
[0 WecTn micauis.

e  YHuKaviTe NOBTOPHOIO 3aMOPOXYBaHHS i PO3MOPOXYBaHHS 3pa3kiB.
Lle moxe npuaBecTu fo BTpaTh aKTUBHOCTI ayToaHTUTENaMu.

. He pekomeHO0BaHO TeCTyBaHHS iHAKTMBOBaHOI TEMMOM CUPOBATKM.

NPURHATHY

3BEPIFAHHA TA CTABINBHICTb

e  3bepirat Habip npn 2 - 8 °C

e  TpumaTh MiKponnaHWeTHi NyHKU B TFEepMETUYHOMY Milleyky 3
oCyLLyBayeM.

. PeareHTu cTabinbHi 40 3akiHYEHHS1 TepMiHY NpUAaTHOCTI Habopy.

. He nippaBatn peareHTn Ana aHaniy BNAvMBY Tenna, coHus abo
cunbHoro ceiTna B nepebiry 36epiraHHs Ta BUKOPUCTaHHS.

e PossegeHun 6Gydep 3paska Ta npomuBHUA Oydpep cTabinbHi
npuHaimMHi 30 gHiB npu 2-8 °C. PekoMeHOyeTbCA BMKOPUCTAHHS B
TOW e A€eHb.

NMPOLEAYPHI 3AYBAXEHHA

. He BMKOpPUCTOBYMNTE KOMMOHEHTN HABOPy MicNsi 3aKiHYEHHS TEPMIHY
npuaaTHOCTI.

. He MiHsiTe kOMNOHEHTN Habopy MiX Pi3HUMK NoTamu.

. Bci maTepianu cnig npvBecTy 4o KiMHaTHOI TemnepaTypu.

. Bci peareHTu nepen noyaTkom aHamisy MoBWHHI GyTW roTtosi Ao

poboTu. lMicna noyaTky aHania HeobXigHO NpoBoauTM BesnepepBHO

ONS OTPUMaHHSA HafiNHUX | TOYHWUX pe3ynbTaTiB.

lMpoBoabTe BCi KPOKM aHarnisy B 3a3Ha4EHOMY MOPSAKY.

3aBxau BUKOPUCTOBYNTE CBiXXY po3baBneHy cupoBartky.

MineTyBaTW BCi peareHT Ta 3paskn Ha AHO NYHOK.

[ns 3anobiraHHsA 3abpyaHEHHS MiHAWTE HAKOHEYHWKU MK 3paskamu

Ta pPi3HUMM KOHTpONAMM Habopy.

e [lyxe BaxNMBO MPOMMBATM NYHKU peTenbHO i BUAANATU MOBHICTIO
BCIO PiAVHY ANS OTPUMAaHHSA ONTUMarnbHUX pe3ynbTarTiB.

. Bci kpoku iHkyGauii NOBMHHI NPOBOAMTUCS Ha MPOTA3i BU3HAYEHOTO
yacy.

. KoHTponbHa cupoBaTka NOBWMHHA aHanidyBaTucs sk HeBigoma Ans
nepeBipKu peareHTiB Ta aHaniay.

. He BMKOpPUCTOBYITE MOBTOPHO NYHKN MiKPOMNMAHLLETIB.

I'IOI'IEPEJ:I,)KEHHﬂ TA 3ACTEPEXEHHA
Bci peareHTr Habopy Npu3HaYeHi Tinbky Ans AiarHoCTWKK in vitro.

> He 3miwwyiiTe kKOMNOHEHTV HabopiB 3 Pi3HMX NOTIB.

»  KomnoHeHTM Habopy MICTATb maTtepiany MOACLKOTO MOXOOXKEHHS,
AKi npoTecToBaHi mMetogamu, cxsaneHumu FDA, Ha BiACYTHICTb
aHTuTin go rematuty B i BIJl. OgHak, XogeH MeTod He Moxe
rapaHTyBaTy, L0 NPOAYKTU NIOACHKOr0 MOXOOAXKEHHSI He iH(iKOBaHi.
OTxe, 3 peareHTamMu Ta 3pa3kaMu CMpoBaTKW Chif NOBOAUTUCH SK 3
NOTEHLIMHO IHEKLINHO HeBe3nevYHnMN.

»  YHukante koHtakty 3 TMB (3,3, 5,5 - TeTpameTunbeH3nanHom).
Akwo TMB noTpanuB Ha LWKipy, peTenbHO BUMWUIATE BOAOK 3
MUIIOM.

»  CTon po3yMH MICTUTb KUCMOTY. FKWO PO3YMH MOTPanvB Ha LUKipy,
peTenbHO NPOMUIATE BOAOHD | 3BEPHITLCA A0 Nikapsi.

» [Oeski komnoHeHTW Habopy (Hanp., KoHTponi, ©ydep 3paskiB i
OydepHnii  MUIOYMIA  PO3YMH) MICTATb a3up  HaTpito B SIKOCTI
KOHCepBaHTy. A3ua HaTpilo € BUCOKO TOKCUYHUM i peaKTUBHUM B
yucTin copmi. lMpu koHueHTpauii B npoaykti 0,09% npote He
Hebe3neyHun. Beynepey knacudikauii sk 6e3nevHnii, Mn HacTiiHO
pekoMeHOYEMO BUKOPUCTOBYBATU 3BUYaliHi NpaBuna 6e3neku.

» [DOeski Habopu mictatb lMpoknuH 300 B AKOCTi kOHcepBaHTy. [Mpu

3HULLEHHI peareHTiB, Wo MicTaTb MpoknuH 300, npomuiATe BENUKOO

KINbKiCTIO BOAW Anst po36aBneHHs KOMMOHEHTIB 0 HWXYe akTUBHOMO

piBHS1.

BukopucToByiiTe pykaBuyku npu poboTi i3 3pas3kamu i peareHTamu i

peTenbHO MUIATE PYKM Nicns po6oTu.

He ninetyBaTtn potom.

He >xTe, He NuITe, He KypiTb | HE 3aCTOCOBYNTE KOCMETUKY Y MiCUSAX

poboTu i3 3paskamu abo peareHTamu Habopy.

He ponyckavte KOHTaKTy MiX OydepHuM poO34MHOM nepekucy i

nerko OKWUCMBanbHUMKU MaTtepianamu: nigBullieHa Temnepartypa

MOXe BUKINMKATW CMIOHTaHHWUIA cnanax.

»  [oTpumynTecs HacCTaHOB LWOAO 34IMCHEHHSI KOHTPOMO $SIKOCTi B
nabopatopii, BUKOPUCTOBYNTE [OOCMIMKEHHS KOHTponis Ta/abo
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Hacu4YeHux cupoBaTok. [OTpMMyMTECst iCHyHHOro 3aKOHOAaBCTBa
npv poboTi 3 ycima peareHTaMu Ta 3paskamu.

NMPUTOTYBAHHA PEATEHTIB

lMpuzomyeaHHsi PO34UHY OJisl IPOMUBAaHHSI

Pos6aBTe BMicT chnakoHa 3 50-kpaTHUM KOHLEHTpaTOM NMPOMMUBAarbHOMO
6ydepa ancTunboBaHo abo AeioHiZ0oBaHOW BOAOK A0 KiHLEBOro o6'emy
1000 mMn nepeA BUKOPUCTaHHAM.

lpuzomyeaHHs1 6ychepa Ons 3paskie

PosbaBTe BMIiCT ¢hriakoHa 3 5-kpaTHUM KOHUeHTpaTtoMm Gydhepa 3paskiB
OMCTUNbOBaHO abo AeioHiZ0BaHO BOAO A0 KiHueBoro ob'emy 100 mn
nepesn BUKOPUCTAHHSM.

lpuzomyeaHHs1 3pa3Ka

PosbaBte 3pasku nauieHTiB 1:100 Oycdepom pans 3paskis nepepj
aHanisoM. [ins uboro gogante Ao 10 mkn 3paska 990 mkn Gydepa Ans
3pa3ka B npobipui 3 nonictupony. PeTenbHo nepemillanTe.
Mpumitka: KanibpaTtopu/KoHTponi roToBi [0 BUKOPUCTAHHS,
noTpibHo po3basnaTy.

iX He

NPOLIEAYPA AHANI3Y
MpuroTynTe [OCTaTHIO KINBbKICTb CMYXOK ANS KOHTpornis/kanibpaTopis i
npo6 navieHTiB.
1. [Hopante 100 Mkn kaniGpaTtopiB, KOHTPOMIB i po3BedeHUX 3paskisB
NaLiEHTIB B KOXHY NYHKY.
IHKyByinTe 30 XBUNUH Mpw KiMHaTHI TemnepaTypi (20-28 °C).
Bupanite BMICT nyHOK i Tpuyi npomunte 300 Mkn
NPOMWBHOIO PO3YMHY.
2. [Oopante 100 MK po3ymHy (PepMEHTHOro KOH'torata B KOXHY JyHKY.
IHKy6yiTe 15 XBUNUH Npu KIMHATHIN TemnepaTypi.
Bupanite BMICT nyHOK i Tpudi npomunte 300 Mkn
NMPOMMBHOIO PO3YMHY.
3. [Oopaiite 100 mkn cy6cTtpaty TMB B KOXHY NMyHKY.
IHKyOynTEe 15 XBUNUH Npuy KiIMHATHIN TemnepaTypi.
4. [Hopante 100 MKN CTON PO3YMHY B KOXHY NYHKY i BUTpuMante 5
XBUNUH npu KT.
3untante onNTMYHY wWinbHicTe npu 450 HM i pospaxynte
pesynbTaTn. BixpomaTnyHe BMMIptoBaHHA nposoabTe npu 600-
690 HM.
3abapBneHHs, sike pO3BUHYNOCS, 3aNMLLAETLCS
cTabinbHnm npoTsarom 30 XBUNWH. 3untanTe ONTUYHY
WiNbHICTb 3a LUen Yyac.

Mpuknag nineTysaHHsA:
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P1 ... - 3pa3ku naujieHTiB, CAL- kanibpaTtop C- - KOHTponb HeraTuBHWUiA
OLIHKA

[aHun TecT BBaXaeTbCa OINCHUM Tinbku B pasi, sakwo O npu 450 HM
ans kanibpatopie/koHTponto | pe3ynbTaTiB koHTponiB 36iraeTbca 3
BiANOBIOHMM Aiana3oHoM, 3a3HadyeHum y CepTudpikaTti KOHTPOMO SAKOCTI,
Lo AofdaeTbCcs A0 Habopy. AKWO sKuii-Hebyab i3 3a3HayeHnx KpuTepiiB
He BignoBidae, pe3ynbTaTM MawTb OyTW BW3HaHI  HegiicHuMKn i
TeCcTyBaHHs Mae ByTu NOBTOPEHO.

PO3PAXYHOK PE3YNIbTATIB

CnoyaTtKy Ansi KOXHOTO psiAka 3 HaHEeCEeHWM aHTUreHOM PerynieTbest
ontTuyHa winbHicte (OLWL) cut-off 3a ponomoroto  koediuieHTa,
cneumnaivHoro ansa koxHoi napTii 0.5:

OLLyt.o1r = OLL KanibpaTopa * 0.5
MoTim OLL 3paska nopiBHOETLCS 3 OLL gyt off:
HeratmHwuii: OLL 3pa3ska < OlWcytoff

MoantmBHUIA: OLL 3pa3ska = OLLyt.of

Onsa  pgetanbHuX pesyanaTiB: OnA  KOXHOro psagka 3 HaHeceHum
aHTUreHOM OLU, 3paska BUpaxaeTbCH SK 3Ha4YeHHs IHaekca

IH.U.eKC = Ou—lspazka/ OLU.cut-off

XAPAKTEPUCTUKUN TECTY

Kani6pyBaHHs

Cuctema aHamisy KkanibpyetbCcs nNpoTM  MiXHapOOHO
KOHTpOnbHOI cupoBaTku Big CDC, AtnaHTta, CLUA.

BU3HAHOT

[iana3oH BUMiproBaHHSA
He 3aCTOCOBYETLCS

OuikyBaHi 3Ha4eHHsA
Y HopmanbHOMY AianasoHi AOCMifXeHHs i3 3paskamu Big 300pOBMX
[OHOPIB KPOBi HACTYMHi Aiana3oHn Oynv BCTAHOBMEHI 3 UMM aHaniaom

I®A: MpaHnyHe 3HaveHHs Cut-off IHgekc 1.0
IHTepnpeTauis pesynbTaTiB
HeratusHun: IHoekc < 1.0
CyMHiBHUIA: IHoekc 1.0 - 1.2
Mo3nTuBHWUIA: IHoekc > 1.2
NMiHinHicTb

3pasku nauieHTiB, L0 MICTATb BUCOKi PiBHI CNeumndivYHUX aHTUTIN, CepiiHO
po3soaunu B Bydepi Ansa 3paska, Wwob NpoaeMOHCTPYBaTN AMHAMIYHUIA

fdianasoH aHanidy. AKTMBHICTb [ANs  KOXHOTO po3BeAeHHst Byna
po3paxoBaHa sk 3HaYeHHs [HOekcy.
3pasok PosBe- OtpumaHe OuikyBaHe 0/0,
OEHHSA 3Ha4eHHs lHgekcy 3Ha4eHHs lHgekcy %
1 1:100 5.8 5.8 100
1:200 2.7 2.9 93
1:400 16 15 110
1:800 0.8 0.7 110
1:1600 04 04 106
2 1:100 4.9 4.9 100
1:200 2.7 2.5 110
1:400 1.3 1.2 106
1:800 0.6 0.6 98
1:1600 0.3 0.3 90

Mexa BusBneHHsA
He 3aCTOCOBYETLCS

BiaTBOploBaHicTb

ToyHicTb B Mexax TecTy: KoediuieHT Bapiauii (CV) po3paxoByBanu ans
KOXXHOrO 3 TPbOX 3paskiB 3 pe3ynbTaTtiB 24 BU3Ha4YeHb B OQHOMY aHanisi.
PesynbTaTy 4ns TOYHOCTI B MeXax aHanisy HaBefeHi B Tabnuui Huxkye.
MixcepiiHa TouHicTb: KoediuieHT Bapiauii (CV) pospaxoByBanu ans
KOXXHOro 3 TpbOX 3paskiB 3a pesynbTratamu 6 Bu3HAYeHb B 5 pi3HUX
aHanisax. Pe3ynbTaT Ana BUKOHaHHS A0 3amnycky TOYHOCTI HaBedeHi B
Tabnuui H1XYe.

B cepeguHi aHanisy Mix aHanizamu
CepepHe cv CepepHe cv
3pasok 3HaYeHHs [%) 3pasok 3HaYeHHs [%]
IHgekcy IHgekcy
1 11 35 1 1.2 6.5
2 1.9 24 2 1.9 4.0
3 32 2.2 3 33 3.8

IHTepdepytoyi pe4oBUHMU

He cnoctepiranocs iHTepdepeHLUii npy TecTyBaHHI 3paskiB 3 remoniaom
(mo 1000 mr/gn), ninemieto (no 3 r/an Tpurniuepuais) abo niaBULLEHUM
BMicToM 6inipy6iHy (8o 40 mr/an). He cnocTepiranocs 0yab-Akoro BAnmBy
npu BUKOPWUCTAHHI  aHTUkoarynsaHtiB. OpHak, He peKoMeHOYeTbCs
BMKOPMCTOBYBATU 3pasku 3 CUMbHUM reMonizom abo ninemieto.

Pe3ynbTaTtu gocnigxeHb

Study population -n

$ nPos %
SLE 63 60 952
Sjogren's Syndrome 10 10 1000
MCTD 10 10 100.0
Paly- Dermatomyositis 8 7 87.5
Scleroderma 10 10 100.0
CREST 9 ] 1000
Normal human sera 148 3 20

Clinical Diagnosis

Pos  Neg
ORG 538 Pos | 108 3
Neg 4 145

110 148 258

Sensitivity: 96.4 %
Specificity: 958.0 %
Overall agreement: 97.3 %




OBMEXEHHSA NMPOLEAQYPU

Llen aHania npusHayeHun B SAKOCTi AiarHOCTUYHOI gonomoru. [eBHui
KNiHIYHWA AiarHo3 He MNOBWHEH PYHTYBaTUCHA Ha pesynbTaTtax OAHOro
TEecCTy, BiH NOBUHEH ByTW 3pobreHnin nikapem nicnsi ouiHKM BCiX KMiHIMHUX
Ta nabopaTopHux AocnigXeHb.

Takox KoXHe pilleHHs1 4nsa Tepanii crig npuimaTty iHauBeigyansHo.

Buwie 3a3HayeHi natonoridHi i HOopMarbHi giana3oHn ANs aHTUTIN B
3paskax nauieHTa cnig po3rnagatv Tinbku sk pekomeHgauii. KoxkHa
nabopaTopisi MOBMHHaA BCTAHOBWTWU CBOI BACHi HOPMW, BiAMOBIAHO A0
1ISO 15189 abo iHwi gitovi npaBuna nadopaTopii.

CXEMA IHKYBAUII

1 MineTtyBatn 100 Mkn kanibpaTtopa, koHTponto abo B3ipusa nauieHTa
IHKyByBaT 30 XBUIIUH Npu KIMHaTHIA TemnepaTypi
a2 BuganuTu BMICT nyHoK i Tpuyi npomuty 3 300
MK MPOMMWBHOIO PO34MHY

2 [opatn 100 Mkn hepMeHTHOro KoH'torata
T® |uky6yBaTh 15 XBUAMH Npy KIMHATHIl TemnepaTypi
T Buganuti BMICT NyHOK i Tpudi npomMuTy 3 300 MKn
NPOMWBHOIO PO3YNHY

3 MinetyBatn 100 Mkn po3unHy CybcTpaty
IHkyByBaTV 15 XBUNMH Npu KiIMHaTHIN Temneparypi

4 [opatn 100 mkn Cton po3yunHy
Butpumatn 5 xBunuH
3uutaTtn pesynbTat npu 450 HM
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