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naudojimui kiy zenklai ir/arba registruoti prekiy zenklai. www.thermoscientific.com/copeptin
TRACE™

Sio produkto pagaminimui ir/ar naudojimui taikomas vienas ar keli $ie patentai:

EP1488209, MX255044, JP4602321, CN1759319, HK1089232, JP5021791, US9541549, EP2347266, C E

CN102317790, HK1163813, IN283666, JP5584695, US9012151, JP5711131, EP2097748

Data Si versija pakeiéia visas kitas versijas.
14.10.2019 Pakeitimai lyginant su ankstesne versija
o KRYPTOR GOLD atlikti pakeitimai

® Didesniam aiSkumui perfrazuotos skyriuje ,Naudojimas pagal paskirtj“ pateiktos medicini-

nés indikacijos
® Didesniam aiSkumui iSpléstas skyrius ,|vadas”

e Skyriuje ,Atsargumo priemonés" jtrauktas neapdoroty gyvininés ir Zzmogaus kilmés me-

dziagy saugos teiginys

e Skyriuje ,Instrukcijos” jtrauktas teiginys dél metodo palyginamumo
® Skyriuje ,Instrukcijos” iki keturiy karty pakeistas uzsaldymo / atSildymo cikly kiekis
® Uzbaigtas esamas rekomenduojamy reikSmiy profilis: Sveiky asmeny medianos verté pa-

keista j 0,38 nmol/L

® Tikslumo / didelés dozés ,kilpos” efekto verté pakeista | 100 nmol/L.

e Uzbaigtas esamas tikslumo profilis
® Pertvarkyti literatdros Saltiniai

B Numatytoji Paskirtis / Naudojimas
Pagal Paskirtj

B‘R-A-H-M-S MR-proADM KRYPTOR yra automatinis imunofluorescentinis
tyrimas, skirtas vidurinio regiono proadrenomedulino (MR-proADM) kiekybi-
niam nustatymui Zmogaus EDTA plazmoje.

B-R-A-H-M-S MR-proADM KRYPTOR tyrimas naudojamas kaip pagalbiné

paciento rizikos patirti nepalankias pasekmes jvertinimo priemoné, naudoja-

tatais, esant Sioms indikacijoms ar salygoms:

— apatiniy kvépavimo taky infekcijos (APTI, kurias sudaro visuomenéje jgy-
ta pneumonija (V|P), létiné obstrukciné plauciy liga (LOPL) ir bronchitas),

- &lapimo taky infekcijos (STI) ir inksty liga,

— sepsis, sunkus sepsis ar septinis Sokas,

- Uminis $irdies nepakankamumas (JSN),

— létinis Sirdies nepakankamumas (LSN),

— miokardo infarktas (M),

— bdtinosios pagalbos skyriuje arba reanimacijos palatoje.

MW Prietaisai

B-R‘A-H-M-S MR-proADM KRYPTOR gali bati naudojami su:
B-:R-A-H-M-S KRYPTOR

B-R-A-H-M-S KRYPTOR compact

B-R-A-H-M-S KRYPTOR compact PLUS

B-R-A-H-M-S KRYPTOR GOLD

SESENEN|

Prietaisy pasiila priklauso nuo registracijos biklés atitinkamoje Salyje

W |[Zanga

Adrenomedulinas (ADM) yra vienas i§ veiksmingiausiy vazodilatatoriy, turin-
tis didele reikSme mikrocirkuliacijai ir endotelio (dis)funkcijail”l. Patikimas
ADM matavimas netinka jprastiniam klinikiniam diagnozés jvertinimui dél sa-
vo nestabilumo ,ex vivo“ (skubus prisijungimas prie receptoriy, 22 min. pus-
periodis)®. Pro-adrenomedulino vidurinio regiono (MR-proADM) fragmentas,
sudarytas i§ amino rugsties sekos 45-92, buvo nustatytas kaip stabilus ir pa-
tikimas ADM isleidimo surogatinis zymuo!?. B-R-A-H-M-S MR-proADM
KRYPTOR tyrimas matuoja aktyvaus adrenomedulino prohormono vidurinio
regiono amino riigsties sekg 68-94L1,

MR-proADM yra diagnostinis parametras, padedantis tiksliau nustatyti pa-
sekmes ir rizikg pacientams, sergantiems apatiniy kvépavimo taky infekcijo-
misl“I®l, $lapimo taky infekcijomis ir inksty ligal®), taip pat pacientams, paty-
rusiems sepsj, sunky seps;j ir septinj $okg®ol'o'"l, Be to, paaiskéjo, kad jis
yra vertingas prognozuojant $irdies nepakankamumo, pavyzdziui, Gmaus!'?
ir létinio Sirdies nepakankamumol!'® formy bei miokardo infarkto pasekmes ir
rizikg['?l. Jj taip pat galima naudoti vertinant rizikg bltinosios pagalbos teiki-
mo skyriuose.!"
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W Turinys

Komplektas
B-R-A-H-M-S MR-proADM KRYPTOR

REF 829.050 V
50

8°C
2°C

galiojimo laikas
nurodytas etiketéje

Pavadinimas Kiekis Kokybé ApraSymas
CRYPTATE- |VIAL| 1 |LYOPH| Anti-pro-ADM aviy polikloni-
CONJUGATE niai antikiinai, sujungti su eu-
ropio kriptatu, buferis, jauciy
albuminas, kalio fluoridas.
DILUENT VIAL |1 paruosta | Neseniai gimusio versiuko se-
naudoti rumas, EDTA, NaN,
XL665-CONJU- | |VIAL|1 paruosta | Anti-pro-ADM aviy polikloni-
GATE naudoti niai antiklinai, sujungti su
XL665, buferis, jauciy albumi-
nas, neimunizuoty peliy, aviy
ir jauciy imunoglobulinai, kalio
fluoridas.
Bar code card 1 paruosta | zr. B-R-‘A-H-M-S KRYPTOR/
naudoti KRYPTOR compact/KRYP-

TOR compact PLUS/KRYP-
TOR GOLD naudotojo vado-
va. Bruksninio kodo korteléje
yra visa informacija, reikalinga
naujai reagento partijai jregist-
ruoti.

Priedai

B-R-A-H-M-S MR-proADM KRYPTOR CAL

| komplekta nejeina.

CAL

REF 82991

8°C
2°C

g galiojimo laikas
nurodytas etiketéje

Numatytoji Paskirtis / Naudojimas Pagal Paskirtj: Pakoreguoti standartine
kreive, kuri yra iSsaugota B-R-A-H-M-S KRYPTOR/KRYPTOR compact/
KRYPTOR compact PLUS/KRYPTOR GOLD.

Pavadinimas Kiekis Kokybé Aprasymas

B-R-A-H-M-S VIALS | 6 LYOPH sintetinis pro-ADM Zmogaus

MR-proADM plazmoje

KRYPTOR CAL

Bar code card 1 paruosta | zr. B-R-A-H-M-S KRYPTOR/
naudoti KRYPTOR compact/KRYP-

TOR compact PLUS/KRYP-
TOR GOLD naudotojo vado-
va. Bruksninio kodo korteléje
pateikiama kalibratoriaus par-
tijos ir jo koncentracijos infor-
macija.

B-R-A-H-M-S MR-proADM KRYPTOR QC

| komplektg nejeina.

REF 82992

8°C
T

galiojimo laikas
nurodytas etiketéje

Numatytoji Paskirtis / Naudojimas Pagal Paskirtj: Kokybés kontrolé pradéjus
naudoti B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact

PLUS/KRYPTOR GOLD analizei.

Aprasymas

sintetinis pro-ADM Zmogaus
plazmoje

sintetinis pro-ADM Zmogaus
plazmoje

zr. B-R-A-H-M-S KRYPTOR/
KRYPTOR compact/KRYP-
TOR compact PLUS/KRYP-
TOR GOLD naudotojo vado-
va. Bruksninio kodo korteléje
pateikta informacija apie kont-
rolinés medziagos partija,
ypac apie tikslines koncentra-
cijas, gaunamas standartines
paklaidas ir priimtinos kon-
centracijos diapazonus. Si in-
formacija yra rodoma
B-R-A-H-M-S KRYPTOR/
KRYPTOR compact/KRYP-
TOR compact PLUS/KRYP-
TOR GOLD monitoriaus ekra-
ne kokybés kontrolés skyriuje.

zr. B-R-A-H-M-S KRYPTOR/
KRYPTOR compact/KRYP-
TOR compact PLUS/KRYP-
TOR GOLD naudotojo vado-
va. Prilipdytos etiketés su
braksniniu kodu yra naudoja-
mos identifikuoti kontrolinius
méginius, kai atliekama jy
analizé su B-R-A‘-H-M-S
KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact
PLUS/KRYPTOR GOLD.

Pavadinimas Kiekis Kokybé
B-R-A-H-M-S |VIALS|3 |[LYOPH|
MR-proADM
KRYPTOR QC
Control 1
B-R-A-H-M-S |VIALS|3 |[LYOPH|
MR-proADM
KRYPTOR QC
Control 2
Bar code card 1 paruosta
naudoti
Bar code stick- | 32 kiekvie- | paruosta
on labels nai kontro- | naudoti
linei me-
dziagai
Kiti rekvizitai

| komplektg nejeina.

B-R-A-H-M-S KRYPTOR naudojimo reikmenys

Pavadinimas REF

B-R-A-H-M-S KRYPTOR BUFFER 89970
B-R-A-H-M-S KRYPTOR SOLUTION 1 89971
B-R-A-H-M-S KRYPTOR SOLUTION 2 89972
B-R-A-H-M-S KRYPTOR SOLUTION 3 89973
B-R-A-H-M-S KRYPTOR SOLUTION 4 89974
B-R-A-H-M-S KRYPTOR DILCUP 89975
B-R-A-H-M-S KRYPTOR REACT 89976

B-R-A-H-M-S GmbH
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B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
naudojimo reikmenys

Pavadinimas REF

B-R-A-H-M-S KRYPTOR BUFFER 89970

B-R-A-H-M-S KRYPTOR compact SOLUTION 1 | 89981

— Nevalgykite, negerkite ir nerukykite patalpose, kuriose dir-
bama su méginiais ar reagenty rinkiniais.

B-R-A-H-M-S KRYPTOR compact SOLUTION 2 | 89982

B-R-A-H-M-S KRYPTOR compact SOLUTION 3 | 89983

B-R-A-H-M-S KRYPTOR compact SOLUTION 4 | 89984

B-R-A-H-M-S KRYPTOR compact DILCUP 89985

— Visos valymui naudotos medziagos turi bati Salinamos kaip
uzkreciamos laboratorijos atliekos.

— Neleiskite, kad atliekos patekty | kanalizacija, vandenj,
grunta.

3 — ISsiliejusias medziagas iSvalykite sugeriamuoju popieriumi.

B-R-A-H-M-S KRYPTOR compact REACT 89986

B-R-A-H-M-S naudojimo reikmenys KRYPTOR GOLD

° — Panaudotas reagenty léksteles ir reagenty rinkinius reikia
T Salinti kaip uzkreciancias laboratorijos atliekas pagal vietos
L valdzios potvarkius.

— Tuscios talpyklos turi buti grazintos vietos perdirbéjams.

Pavadinimas REF

B-R-A-H:M-S KRYPTOR BUFFER 89970
B-R-A-H-M-S Solution 1 KRYPTOR GOLD 89991
B-R-A-H-M-S Solution 2 KRYPTOR GOLD 89992
B-R-A-H:M-S Solution 3 KRYPTOR GOLD 89993
B-R-A-H-M-S Solution 4 KRYPTOR GOLD 89994

B-R-A-H-M-S Dilution Plates KRYPTOR GOLD 89995

B-R-A-H-M-S Reaction Plates KRYPTOR GOLD | 89996

W Atsargumo priemonés

vadove B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYP-
TOR compact PLUS/KRYPTOR GOLD ir Siame dokumente.
Atsizvelkite | naudotojo informacija, pateikiamg naudotojo va-
dove B-R-A-H-M-S KRYPTOR GOLD ir Siame dokumente.

EIE Laikykités vartotojui skirty nurodymuy, kurie pateikiami vartotojo

— Patikrinkite etiketéje nurodytas galiojimo datas.

— Negalima maisyti skirtingy reagenty rinkiniy reagenty.

— Rinkinio elementus laikykite kartu.

— Saugokite reagentus nuo uzkrétimo mikrobais.

— Prie$ pradedant svarbius veiksmus, Sios analizés rezultatai
visada turi bati vertinami kartu su kitais klinikiniy tyrimy, pa-
ciento ligos istorijos bei kitais duomenimis.

dZiagos, esancios reagenty sudétyje, buvo kiek jmanoma tirtos
\% ir (arba) apdorotos naudojant virusy inaktyvinimo procediras.
Taciau nejmanoma uztikrintai garantuoti, kad Sie preparatai ne-
perduos jokiy uzkre€iamuyjy agenty; visos neapdorotos zmo-
gaus ar gyvininés kilmés medziagos, jskaitant méginius, kurie
bus analizuojami, turi bati laikomos potencialiai uzkréstomis.

‘.l Visos neapdorotos Zmogaus ir (arba) gyvininés kilmés me-

Dirbant su reagentais ir pacienty meginiais privalu laikytis vi-
suotinai pripazinty saugumo instrukcijy ir laboratorijos darbo
metody.

— Perpylimui nenaudokite burnos.

— Po darbo nusiplaukite rankas.

— Darbe dévékite apsauginius drabuzius, apsaugines pirsti-
nes ir apsauginius akinius.

B Principas

Prietaiso B'-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS/KRYPTOR GOLD matavimo principas pagristas TRACE™ technologija
(laikui bégant sugeriama papildyta kriptato emisija, angl. Time-Resolved Am-
plified Cryptate Emission), matuojanti signala, kurj su uzdelsimu iSleidzia
imuninis kompleksas. TRACE™ technologijos pagrindas yra nespindulinés
energijos perdavimas i§ donoro (narvo formos struktlira su europio jonu
centre [kriptatas]) akceptoriui, kuris yra dalis chemiskai modifikuoto, Sviesg
surenkancio algalo baltymo (XL 665).

Donoro (kriptatas) ir akceptoriaus (XL 665) artumas, kai jie yra imuninio
komplekso dalis, ir spektrinis donoro emisijos ir akceptoriaus absorbcijos
spektry persidengimas, viena vertus, suintensyvina fluorescencinj kriptato
signala, kita vertus, prailgina akceptoriaus signalo trukme ir leidZia iSmatuoti
uzdelstg fluorescencija.

Tikslus analités koncentracijos matavimas: Kai méginys suzadinamas azoto
lazeriu 337 nm, donoras (kriptatas) iSleidZia ilgalaikj fluorescencinj signalg
milisekundziy diapazone 620 nm, tuo tarpu akceptorius (XL 665) sukuria
trumpalaikj signala nanosekundziy diapazone 665 nm.

Kai du komponentai yra susieti imuniniame komplekse, tiek signalo papildy-
mas, tiek akceptoriaus signalo trukmés pailgéjimas jvyksta ties 665 nm, todel
tai galima iSmatuoti per mikrosekundes.

Patikima apsauga nuo trukdziy: Nespecifiniai signalai, t. y., trumpalaikiai ir
nesusieto akceptoriaus XL 665 signalai bei terpei budingi trukdziy signalai,
kuriuos sukelia natdrali méginio fluorescencija, yra pasalinami dél fluores-
cencijos matavimo laiko uzdelsimo. Kriptato sukurtas 620 nm signalas pasi-
tarnauja kaip vidiné nuoroda ir yra matuojamas vienu metu su ilgalaikiu ak-
ceptoriaus 665 nm signalu, kuris yra specifinis signalas. TrukdZius sukelian-
tys poveikiai, pvz., drumsto serumo, yra automatiskai iStaisomi panaudojant
viduje apskaiciuotg Siy bangy ilgiy intensyvumo proporcija.

B-R-A-H-M-S GmbH
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W Instrukcijos

Méginio Kiekis............cc.ccoverieniiniiiiiiiicicnee 26 pL
Inkubavimo laikas........... 29 min.
Rezultatai yra pateikiami Siais matavimo

VIENELAIS. ......c.veeiieeiieeeeee e nmol/L
Perskaiciavimo koeficientas......................... netaikoma,
Tiesioginio matavimo diapazonas................. 0,05-10 nmol/L
Matavimo diapazonas su automatiniu
atskiedimu..................ooooeii 0,05-100 nmol/L
MEGINIo tipas...........ccvevveereeiiiiiie e EDTA plazma
Rinkinio patvarumas pradéjus ji naudoti 2 savaites
Kalibratorius...............ccooeiiiiiiiiiiicicecs 1 taskas
Kalibravimo patvarumas............................... 8 dieny

Tyrimo PrinCIPas..........ccoeveerueeneenieaeeeieeenes sumustinio

® Jei tyrimas atliekamas per 24 valandas nuo kraujo paémi-
mo, meéginius laikykite kambario temperatiroje arba 2...
8 °C. Jei ne, méginius reikia padalyti j lygias porcijas ir lai-
kyti uzsaldytus (-20 °C).

® Méginiai gali bati uzSaldyti ir atSildyti tris kartus.
Draudziama naudoti kity rasiy méginius, nei rekomenduoja-
ma.

® |dékite méginj | mégintuvélj, tinkamg naudoti su
B-R-A-H:M-S KRYPTOR/KRYPTOR compact/KRYPTOR
compact PLUS/KRYPTOR GOLD (11-17 mm skersmens).
Tai gali bati pirminis mégintuvélis.

® Mégintuvélio kiekis turi bati minimalus, jis gali skirtis, pri-
klausomai nuo mégintuvélio skersmens. 13 mm skersmens
mégintuvéliui dar reikés papildomai 150 yLméginio.

® Ar atskiedima atliks vartotojas, ar jj automatiskai atliks pats
jrenginys, méginio tiris batinai turi bati daugiausia 26 pL.

® Geltos, hemolitiniy ar hiperlipeminiy meginiy arba méginiuy,
kurie yra drumsti ar kuriy sudétyje yra fibrino, rezultatai gali
bati netikslUs. Tokius méginius nurodo B-R-A-H-M-S KRYP-
TOR/KRYPTOR compact/KRYPTOR compact PLUS/
KRYPTOR GOLD.

B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/
KRYPTOR GOLD veikimas ir prieziura aprasyti atitinkamame naudotojo va-
dove.

Atidarytas reagentas gali buti laikomas B-R-A-H-M-S KRYPTOR/KRYPTOR
compact/KRYPTOR compact PLUS/KRYPTOR GOLD nurodytoje vietoje.
Kiekvienas reagenty vienetas yra individualiai identifikuojamas (briksniniu
kodu) ir jo tinkamumo naudoti po atidarymo laika kontroliuoja jrenginys.
Norint paruosti reagenty vieneta, reikia atlikti Siuos veiksmus:

— Nuimkite apsaugine reagenty pakuotés juostele.

— |stumkite dangtelj jj stipriai paspausdami (zr. schemg apacioje).

Atsargiai nuimkite visa folijg.

Rinkinio atidarymas

Pastaba: Su reagenty vienetu visada elkités atsargiai, kad nesusidaryty puty
ar burbuliuky. Putos ar burbuliukai gali pakenkti tinkamam reagenty aptiki-
mui ir (arba) reagenty pasiskirstymui. Prie$ naudodami palaikykite rinkinj
5...10 min. prietaise B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYP-
TOR compact PLUS/KRYPTOR GOLD.

Prietaise B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS/KRYPTOR GOLD nereikia nustatyti standartinés kreivés.

Nuskaites briksninj koda reagenty korteléje jrenginys iSsaugo reikiama in-
formacijg. Pakartotinj kalibravima reikia atlikti su kiekviena nauja reagenty
partija, o veliau jj reikia reguliariai pakartoti. B-R-A-H-M-S KRYPTOR/KRYP-
TOR compact/KRYPTOR compact PLUS/KRYPTOR GOLD automati$kai
nurodo, kada reikia atlikti kalibravima. Ekrane gali biti rodoma tiek atmintyje
i§saugota, tiek naujai sukalibruota standartiné kreive.

Reikia atlikti Siuos veiksmus:

® Junginiai ir méginys supilami ant reakcijy lékstelés, o siunc¢iamas fluores-
cencinis signalas periodiSkai matuojamas.

® Pirmosiomis inkubacijos minutémis nustatomi méginiai, kuriy koncentra-
cija yra aukstesné nei tiesioginio matavimo diapazonas, po to jie atskie-
dziami ir tiriami i$ naujo.

® |Smatavus fluorescencinj signalg, i$ programos gauti duomenys palygina-
mi su iSsaugota standartine kreive.

Kalibravimas

e Kiekviename buteliuke parenkite tokio turio tirpala su distiliuotu vandeniu
(rekomenduojamas mazesnis nei 50 pS/cm laidumas), kaip nurodyta ant
buteliuko etiketés.

® Parengty tirpalg atsargiai pamaisykite. Palaukite 15 min., kol liofilizuotos
medziagos visiskai istirps.

e Kalibravima reikia atlikti su kiekviena nauja reagenty rinkiniy partija. Tada
ji nuolat automatiskai pakartoja B-R-A-H-M-S KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact PLUS/KRYPTOR GOLD, kad vél baty pakore-
guota standartine kreive.

® Rekomenduojama kontroling analize atlikti po kiekvieno kalibravimo.

e Kalibratoriy (-ius) naudokite tik vieng karta.

® Nepalikite kalibratoriaus (-iy) kambario temperatiroje arba ant sukamojo
jrenginio ilgiau nei 5 valandas.

e Kalibratoriaus broksninio kodo kortelé turi blti nuskaitoma kiekvienai
naujai kalibratoriy partijai.

® Daugiau informacijos zr. B'R-A-H-M-S KRYPTOR/KRYPTOR compact/
KRYPTOR compact PLUS/KRYPTOR GOLD naudotojo vadove.

Kontrolé

® Rekomenduojama kontroling analize atlikti bent kartg per dieng ir po
kiekvieno kalibravimo.

e Kontrolés mégintuvélis apdorojamas taip pat, kaip ir méginio mégintuveé-
lis.

e Kiekviename buteliuke parenkite tokio turio tirpalg su distiliuotu vandeniu
(rekomenduojamas mazesnis laidumas nei 50 yS/cm), koks yra nurody-
tas ant buteliuko etiketés.

® Palaukite 15 min., kol liofilizuotos medziagos visiSkai itirps.

® Parengty tirpalg atsargiai sumaiSykite.

® Parenge tirpalg buteliuko nelaikykite ilgiau kaip 5 valandas 18...25 °C
temperatiroje arba 24 valandas 2...8 °C temperatiroje.

® Rekomenduojama padalyti buteliuke parengta tirpalg j alikvotas, kurias

galima laikyti uzSaldytas -20 °C temperaturoje ilgiausiai iki 1 ménesio.

Nedelsdami naudokite vieng i§ mégintuveéliy matavimui.

Atsilde porcijg, Svelniai pamaisykite ir nedelsdami naudokite matavimui.

AtSildytos kontrolinés porcijos negalima vél uzsaldyti.

Prilipdytos etiketés su briik$niniu kodu naudojamos kontroliniams mégi-

niams identifikuoti, kai atliekama analizé su B-R-A-H-M-S KRYPTOR/

KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR GOLD.

e Kontrolés rinkinio braksninio kodo kortelé turi bati nuskaitoma kiekvienai
naujai kontrolés partijai.

® Daugiau informacijos rasite B-R‘A-H-M-S KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact PLUS/KRYPTOR GOLD naudotojo vadove.

B Kokybés kontrolé

Gera laboratorijos darbo praktika reikalauja, kad kontroliniai méginiai bty
reguliariai matuojami siekiant uztikrinti gauty rezultaty kokybe. Sie méginiai
turi bati apdorojami lygiai taip pat kaip ir analizés méginiai, be to, rekomen-
duojama, kad rezultatai baty analizuojami naudojant atitinkamus statistikos
metodus.

Jei reikia, B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS gali automatiSkai nustatytais laiko tarpais patikrinti analizés kokybe
pritaikant statistine analize, kuri remiasi Levey Jennings grafikais.

B-R-A-H-M-S GmbH
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Bdtina atitikti nacionalinius kokybés uztikrinimo potvarkius kiekybiniams tes-
tams medicinos laboratorijoje (dabartiné versija). PavyzdZiui, testy tikslumas
turi bati stebimas naudojant pacioje laboratorijoje esancias ir/ar jsigyjamas
kontrolés medziagas. Jei gaunamos nepriimtinos kontrolinés vertés, veikite
taip, kaip yra nurodyta standartinés laboratorijos diagnostikos procedirose,
kad bity nustatyta priezastis ir jgyvendintos iStaisymo priemonés.

W Etaloninis intervalas

Sveiki asmenys

Remiantis turimais duomenimis, vidurinio regiono pro-ADM koncentracijai
sveiky tiriamuyjy organizmuose (n=144, 87 vyry, 57 motery) jvertinti galima
sudaryti Sig etaloniniy verciy lentele.

Sveiki asmenys vidurio regiono pro-ADM [ nmol/L]

97,5 % procentilio 0,55 nmol/L

Vidurkis 0,38 nmol/L

MR-proADM yra gera bendroji prognozavimo priemoné pacientams, turin-
tiems umy stazinj Sirdies nepakankamuma ir dispnéja; be to, labai tinka
trumpalaikéms prognozéms per 30 dieny po jvertinimo. Remiantis naujausio-
mis publikacijomis, apskai€iuotas >1,5 nmol/L diapazonas rodo didele indivi-
dualig ligos sunkumo ir prognozeés rizikg. 53l

Pastaba: Kiekvienai laboratorijai rekomenduojama nustatyti savo etaloninio
intervalo ribas, pagrijstas pakankamai didelio pacienty skai€iaus duomeni-
mis, ir (arba) patikrinti, ar galioja gamintojo parduodamo tyrimy rinkinio duo-
menys. Toliau nurodytos vertés buvo nustatytos naudojant EDTA plazma,
jos pateikiamos tik kaip nuoroda.

Prie$ pradedant svarbius veiksmus, Sios analizés rezultatai visada turi bati
vertinami kartu su kitais klinikiniy tyrimy, paciento ligos istorijos bei kitais
duomenimis.

B Tyrimy metodo charakteristikos

Aptikimo riba

Aptikimo riba, apskai¢iuota naudojant netikslumo profilj, buvo jvertinta kaip
0,05 nmol/L.

CLSIEP 17-A

Jautrumas

Funkcinis tyrimo jautrumas (angl. Functional Assay Sensitivity, FAS), nusta-
tytas palyginant tyrimus tarpusavyje 20 % VK, buvo jvertintas kaip
0,25 nmol/L.

Kiekybinio nustatymo riba (KNR), apskaiciuota atsizvelgiant | CLSI direktyva
EP 17-A (klinikiniy cheminiy prietaisy tikslaus veikimo nustatymas). Nustaty-
ta reik§mé 0,23 nmol/L.

SpecifiSkumas

KryZminiy reakcijy néra

cTNI iki 400 ng/mL
Mioglobinas iki 852 ng/mL
CKMB iki 204 ng/mL

PCT iki 50,2 ng/mL
MR-proANP iki 905 pmol/L
CT-proET1 iki 409 pmol/L
CRP iki 110 pg/mL

Tikslumas/TiesiSkumas

Atskiedus labai koncentruotus méginius nustatytas nuo 80 % iki 120 % atka-
rimas.

CLSI EP 6-A

Tikslumas/ "Uzkabinimo didelémis dozémis"
Efektas

"Didelés dozés ,kilpos” efektas" nepasireiSkia iki 100 nmol/L.

Variacijos koeficiento (VK) tikslumas/
pasikartojamumas tyrimo ribose

Tai buvo vertinama su skirtingos koncentracijos méginiais pagal CLSI EP05-
A3 direktyva (kiekybiniy tyrimy metody procediry tikslumo jvertinimas).

Vidurkis [ nmol/L] VK padiame tyrime %
1 méginys 0,282 10,8
2 méginys 1,63 3.1
3 méginys 2,20 1,2
4 méginys 7,74 3,0
5 méginys 120 6,3

Variacijos koeficiento (VK) tikslumas/
pasikartojamumas tarp tyrimy

|vertinta pagal CLSI EP5-A3 direktyva (kiekybiniy tyrimy metody tikslumo
jvertinimas), naudojant jvairiy koncentracijy meginius.

Vidurkis [ nmol/L] VK padiame tyrime %
6 méginys 0,282 17,5
7 meéginys 0,85 10,4
8 méginys 3,07 7,3
9 méginys 7,35 5,6
10 méginys 120 6,8

[takojantys veiksniai (interferencija)

Faktorius ApraSas

Hemoglobinas ReikSmingas poveikis nepasireiSkia

iki 5 g/L

Bilirubinas ReikSmingas poveikis nepasireiSkia
iki 400 mg/L

Trigliceridai ReikSmingas poveikis nepasireiSkia

iki 10 g/L

Reumatoidinis faktorius ReikSmingas poveikis nepasireiskia

iki 1100 1U/mL

Albuminas ReikSmingas poveikis nepasireiSkia

iki 6 g/dL

Be Zymesnio poveikio

B-R-A-H-M-S GmbH
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Faktorius Aprasas

Imipenemas ReikSmingas poveikis nepasireiSkia
iki 1,18 mg/mL

Heparinas ReikSmingas poveikis nepasireiskia

iki 8000 U/L

Furozemidas

ReikSmingas poveikis nepasireiSkia
iki 2 mg/dL

Tiotropis Reik§mingas poveikis nepasireiskia
iki 21,6 ng/mL

Salbutamolis ReikSmingas poveikis nepasireiSkia
iki 1,67 pmol/L

Salmeterolis ReikSmingas poveikis nepasireiskia
iki 60 ng/mL

Teofilinas ReikSmingas poveikis nepasireiSkia

iki 228 pmol/L

Montelukastas

Reik§mingas poveikis nepasireiskia
iki 6 pg/mL

Epinefrinas

ReikSmingas poveikis nepasireiSkia
iki 1,8 pg/mL

Terbutalinas

ReikSmingas poveikis nepasireiskia
iki 0,9 ug/mL

Ipratropio bromidas

ReikSmingas poveikis nepasireiSkia
iki 0,9 pg/mL

Metilprednizolonas

Reik§mingas poveikis nepasireiskia
iki 72 pg/mL

Prednizolonas

ReikSmingas poveikis nepasireiSkia
iki 8,31 pmol/L

Prednizonas

Reik§mingas poveikis nepasireiskia
iki 0,84 pymol/L

Kromolinas

ReikSmingas poveikis nepasireiSkia
iki 480 pg/mL

Nedokromilas

Reik§mingas poveikis nepasireiskia
iki 8,4 pg/mL

Beklometazono dipropionatas

ReikSmingas poveikis nepasireiSkia
iki 1 yg/mL

Budezonidas

ReikSmingas poveikis nepasireiskia
iki 0,72 pg/mL

Flunizolidas

ReikSmingas poveikis nepasireiSkia
iki 2,4 pg/mL

Flutikazonas

ReikSmingas poveikis nepasireiskia
iki 0,3 pg/mL

Formoterolis

ReikSmingas poveikis nepasireiSkia
iki 28,8 ng/mL

Cefotaksimas

ReikSmingas poveikis nepasireiskia
iki 90 mg/dL

Vankomicinas

ReikSmingas poveikis nepasireiSkia
iki 3,5 mg/mL

Dopaminas

ReikSmingas poveikis nepasireiskia
iki 13 mg/dL

Dobutaminas

ReikSmingas poveikis nepasireiSkia
iki 11,2 pg/mL

Triamcinolonas

ReikSmingas poveikis nepasireiskia
iki 2,4 ug/mL

CLSI EP 7-A2

Susekamumas

— Netaikomas —
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B Simboliai

Simboliai, naudojami B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR GOLD gaminiy naudojimo
instrukcijoje ir gaminiy zyméjimui.

mas, mazesnis kaip 50 pS/cm),
pvz., 0,75 mL

tas

Simbolis Vartojimas Simbolis Vartojimas Simbolis Vartojimas
Nuoroda | numatytaja medicinos Medicinos jrenginys in vitro diag- "
Intended Use irenginio paskirt nostikai Partijos kodas
CONT Turinys Kalibratorius CONTROL Kontrolé
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
TION 1/B-R-A-H-M-S KRYPTOR TION 2/B-R-A‘H-M-S KRYPTOR
BUF Buferis SOLN|1] compact SOLUTION 1/ SOLN|2] compact SOLUTION 2/
B-R-A-H-M-S Solution 1 KRYP- B-R-A-H-M-S Solution 2 KRYP-
TOR GOLD TOR GOLD
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
TION 3/B-R-A-H-M-S KRYPTOR TION 4/B-R-A-H-M-S KRYPTOR
SOLN compact SOLUTION 3/ SOLN | 4] compact SOLUTION 4/ CONT |BAGS| | Turimi maiSeliai
B-R-A-H-M-S Solution 3 KRYP- B-R-A-H-M-S Solution 4 KRYP-
TOR GOLD TOR GOLD
MaiSeliai PLATES]| Turimos Iekstelés Leksteles
CONT | VIALS| | Turimi buteliukai VIALS Buteliukai VIAL Buteliukas
Tirpalui parengti naudokite nuro-
dyta kiek] distiliuoto vandens (re- Liofilizuotas, uzsaldytas isdZiovin-
komenduojamas specifinis laidu- LYOPH ’ 4 RCNS Paruoskite tirpalg

Gamintojas

Naudoti iki

o
2
s
A
v

2
@
&

o

Zaliasis tagkas pagal Vokietijos
jstatymus

Registruotas prekiy zenklas

Prekiy Zenklas

A
m
-

Prekés numeris / katalogo nume-
ris

Turinio pakanka (skaicius) testu,
pvz., 50

Paskaitykite naudojimo instrukci-
jas

Jy

Zitrékite pridedama kompaktinj
diskg

Biologinis pavojus

Muavékite apsaugines pirstines

Nesiokite apsauginius akinius

Plaukite rankas

Bendras reglamentinis Zenklas

Bendras draudziamasis Zenklas

Nerukyti

Nevalgyti ir negerti

GHSO05, Korozija

GHS07, Sauktukas

GHS02, Liepsna

GHSO03, Liepsna per apskritimg

TRACE

TRACE™ technologijos prekés
Zenklas

CE atitikties Zyméjimas pagal
98/79/EB direktyva dél in vitro
diagnostikos medicinos prietaisy

CE atitikties Zyméjimas pagal
98/79/EB direktyva dél medicinos
jrenginiy in vitro diagnostikai, Il
prieda su notifikuotos organizaci-
jos registracijos numeriu

Temperaturos apribojimas

Nenaudoti pakartotinai

Atsargiai, skaitykite pridedamus
dokumentus

Atsargumo priemoneés, taikomos
netycinio iSleidimo atveju

1 » © @@k -

=

Atliekos
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Instruction for Use

B-R-A‘H-M-S CgA Il KRYPTOR

B-R-A"H-M-S is a registered trademark of B-R-A-H-M-S GmbH.
for pmfs::li;nal use  Alexa Fluor® is a registered trademark of Molecular Probes, licensed for use by B-R-A-H-M-S.
registered trademarks of their respective companies.
TRACE™
Date This version supersedes all earlier versions.

06.11.2014  Changes versus previous version:
® New version

B Intended Use

B':R-A-H-M-S CgA Il KRYPTOR is an automated immunofluorescent assay
for the quantitative determination of the concentration of Chromogranin A in
human serum.

B Instruments

B'R-A-H-M-S CgA Il KRYPTOR may be used on:
¥ B-R-A‘H:M-S KRYPTOR

M B-R-A-H-M-S KRYPTOR compact

¥ B-R-A‘H-M-S KRYPTOR compact PLUS

B Introduction

The B-R-A-H-M-S CgA Il KRYPTOR test is indicated as an aid to be used in
conjunction with clinical evaluation in the follow up / monitoring of patients
with Neuroendocrine Tumors (NET).

Chromogranin A (CgA) is an acidic, hydrophilic protein of 49 kDa present in
chromaffin granules of the neuroendocrine cells and is a member of the gra-
nin family.

High levels of CgA could also be found in cases of benign diseases (gastro-
intestinal disorders, kidney failure, cardiovascular disorders).

Chromogranin A values may rise during treatment with proton pump inhibi-
tors (PPI). It is recommended to stop PPI treatment for at least two weeks
before determination of CgA.

m Contents
Kit
B-R-A-H-M-S CgA Il KRYPTOR
REF 839050 V /H/ E see label for expiry
' 50 2..8°C date
Name Quantity | Quality Description
K- 1 Anti-CGA monoclonal antibody
CONJUGATE conjugated with cryptate, buffer,

bovine albumin, bovine immu-
noglobulins, mouse immunoglo-
bulins, trehalose, mannitol

B-R-A-H-M-S GmbH
Neuendorfstr. 25
16761 Hennigsdorf
GERMANY

Switchboard

phone: +49 3302 883-0

fax: +49 3302 883-100

e-mail: info.brahms@thermofisher.com

B-R-A-HM-S

CGAIl

KRYPTOR

Customer Service

phone: +49 3302 883-300

fax: +49 3302 883-388

e-mail: service.brahms@thermofisher.com

Orders

phone: +49 3302 883-600, -700, -800
fax: +49 3302 883-666

e-mail: order.brahms@thermofisher.com

Internet
www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin

Other product names in this document are used for identification purposes; they may be trademarks and/or C €

Name Quantity | Quality Description

DILUENT 1 ready for | Human serum, Kathon, EDTA
use

XL- 1 ready for | Anti-CGA monoclonal antibody

CONJUGATE use conjugated with Alexa Fluor®

647, buffer, bovine albumin, bo-
vine immunoglobulins, mouse
immunoglobulins, potassium flu-
orid

Bar code card |1 ready for | See the B-R-A-H-M-S KRYP-
use TOR/KRYPTOR compact/
KRYPTOR compact PLUS User
Manual. The bar code card con-
tains all information needed for
the registration of a new re-

agent lot.

Accessories
B-R-A‘-H-M-S CgA Il KRYPTOR CAL CAL

Not supplied with the kit.
g see label for expiry
2..8°C date

Intended Use: To readjust the standard curve memorized in B-R-A-H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS.

REF 83991

Name Quantity Quality Description

B-R-A'HM-S 1 Recombinant Chromogranin A
CgAlll diluted in horse serum
KRYPTOR

CAL

N

Bar code card ready for | See the B-R-A-H-M-S KRYP-
use TOR/KRYPTOR compact/
KRYPTOR compact PLUS User
Manual. The bar code card con-
tains information related to the
calibrator lot including its con-
centration

B-R-A-H-M-S GmbH
B-R-A-H-M-S CgA Il KRYPTOR

Instruction for Use (Version RO1en)
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B-:R-A-H-M-S CgA Il KRYPTOR QC
Not supplied with the kit.

E see label for expiry
2..8°C date

Intended Use: Quality control on board of B-R-A-H-M-S KRYPTOR/KRYP-
TOR compact/KRYPTOR compact PLUS for the assay.

REF 83992

B Precautions

Respect the user information given in the User Manual of the
B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR com-
pact PLUS and in this document.

— Observe the expiration dates specified on the label.

— Reagents from different reagent kits should not be mixed.
— Do not dissociate the elements of a unit.

— Avoid any microbic contamination of the reagents.

> 5

Name Quantity | Quality Description

B-R-A'HM-S 3 Recombinant Chromogranin A
CgAll diluted in horse serum
KRYPTOR QC

Control 1

B-R-A‘H-M-S 3 Recombinant Chromogranin A
CgAll diluted in horse serum
KRYPTOR QC

Control 2

-

Bar code card ready for | See the B-R-A-H-M-S KRYP-
use TOR/KRYPTOR compact/
KRYPTOR compact PLUS User
Manual. The bar code card con-
tains information related to the
control lot, particularly the target
concentrations, the standard
deviations obtained and the
concentration acceptance rang-
es. This information is visible on
the B-R-A-H-M-S KRYPTOR/
KRYPTOR compact/KRYPTOR
compact PLUS monitor screen
in the quality control section.

* Raw materials of human or animal origin contained in the re-

J agents have been tested with approved kits and found negative
for the anti-HIV 1, anti-HIV 2, anti-HCV antibodies and the HBs
antigen. However as it is impossible to strictly guarantee that
such products will not transmit hepatitis, the HIV virus, or any
other viral infection, all raw materials of human or animal origin
including the samples to be assayed must be treated as poten-
tially infectious.

X

The generally acknowledged safety precautions and laboratory
techniques must be observed when handling reagents and pa-
tient samples.

— Do not pipet by mouth.
— Wash hands after work.

Bar code stick- | 20 for
on labels

ready for | See the B-R-A‘H-M-S KRYP-
each con- |use TOR/KRYPTOR compact/

trol KRYPTOR compact PLUS User
Manual. The bar code stick-on
labels are used for identifying
the controls when assayed on
B-R-A‘H:M:S KRYPTOR/KRYP-
TOR compact/KRYPTOR com-

— Wear protective clothing, protective gloves and safety
glasses at work.

pact PLUS.

Other requisites
Not supplied with the kit.
B-R'A-H-M-S KRYPTOR Consumables

Do not eat, drink or smoke in areas where samples or kit-re-
agents are handled.

— Remove spills with absorbing paper.

— All the material used for cleaning up must be disposed of as
infectious laboratory waste.

— Prevent from getting into sewage, water, ground.

7/00@

o — Used reagent plates and reagent kits are disposed of as po-
lm_l tential infectious laboratory waste according to local regula-
tions.

— Empty containers should be returned to local recyclers.

Name REF

B-R-A-H-M-S KRYPTOR BUFFER 89970
B-R-A-H-M-S KRYPTOR SOLUTION 1 89971
B-R‘A-H-M-S KRYPTOR SOLUTION 2 89972
B-R-A-H-M-S KRYPTOR SOLUTION 3 89973
B-R-A-H-M-S KRYPTOR SOLUTION 4 89974
B-R-A-H-M-S KRYPTOR DILCUP 89975
B-R‘A-H-M-S KRYPTOR REACT 89976

B-R‘A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS Consumables

Name REF

B-R-A‘H-M-S KRYPTOR BUFFER 89970
B-R-A-H-M-S KRYPTOR compact SOLUTION 1 89981
B-R-A-H-M-S KRYPTOR compact SOLUTION 2 89982
B-R-A-H-M-S KRYPTOR compact SOLUTION 3 89983
B-R-A-H-M-S KRYPTOR compact SOLUTION 4 89984
B-R-A-H-M-S KRYPTOR compact DILCUP 89985
B-R-A-H-M-S KRYPTOR compact REACT 89986

W Principle

The measurement principle of B-R-A-H-M-S KRYPTOR/KRYPTOR compact/
KRYPTOR compact PLUS is based on TRACE™ Technology (Time-Re-
solved Amplified Cryptate Emission), which measures the signal that is emit-
ted from an immunocomplex with time delay. The basis of the TRACE™
Technology is non-radiative energy transfer from a donor (a cage-like struc-
ture with an europium ion in the center [Cryptate]) to an acceptor (Alexa Flu-
or® 647). The proximity of donor (Cryptate) and acceptor (Alexa Fluor® 647)
when they are part of an immunocomplex and the spectral overlap between
donor emission and acceptor absorption spectra on the one hand, intensify
the fluorescent signal of the cryptate and on the other hand they extend the
life span of the acceptor signal, permitting the measurement of temporally
delayed fluorescence.

Precise measuring of analyte concentration: When the sample is excited
with a nitrogen laser at 337 nm, the donor (Cryptate) emits a long-life fluo-
rescent signal in the milli-second range at 620 nm, while the acceptor (Alexa
Fluor® 647) generates a short-life signal in the nanosecond-range at

647 nm.

When the two components are bound in an immunocomplex, both the signal
amplification and the prolongation of the life span of the acceptor signal oc-
cur at 647 nm, so that it can be measured over p-seconds.
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Reliable prevention of interference: Non-specific signals, e.g. the signals of
the short-life and unbound acceptor Alexa Fluor® 647 and the medium-spe-
cific interference signals conditional upon the natural fluorescence of the
sample, are eliminated by temporal delay of the fluorescence measurement.
The signal generated by the cryptate at 620 nm serves as an internal refer-
ence and is measured simultaneously with the long-life acceptor signal at
647 nm which is the specific signal. Interfering influences, e.g. from turbid
sera, are automatically corrected by means of the internally calculated ratio
of the intensities at these wavelengths.

B Instructions

Sample VOIUME............ccccoeevieiieiieeeie e 14 pL

Incubation time ................cccooiiiiiie 29 min

Results are givenin...............cccccooiiinininenne ng/mL

Conversion factor ...............cccccoceiiiiiininenne 1 ng/mL = 0.0204 nmol/L
Direct measuringrange.................ccccccceeeereene 11.8...3 000 ng/mL
Measuring range with automatic dilution.......... 11.8...1 000 000 ng/mL
Sample type .......cccoovrieiiiiee e serum, EDTA plasma
Kit stability on board ................ccoccooiiiiiiinnne 29 days
Calibrator........... .... 1 point

Calibration stability ... 15 days

Assay principle ... sandwich

store samples at room temperature or at 2...8 °C If not,
samples shall be aliquoted and stored frozen (-20 °C). Up
to four freezing/thawing cycles are possible.

e (Citrated plasma should not be used.

e |f the samples are taken on EDTA plasma, the values are
systematically lower compared to serum.

® Place the sample in a tube suited for use on B-R-A-H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS
(11-17 mm diameter). This might be the primary tube.

® The sample tube must contain a minimum volume which will
vary depending on the diameter of the sample tube. A
13 mm diameter tube will require an additional 150 pL of
sample.

® Should a dilution be requested either automatically or by the
user, the volume of sample necessary will be 75 L maxi-
mum.

® |cteric, hemolytic or hyperlipemic samples, or samples
which are turbid or contain fibrin may yield imprecise results.
Such samples are signaled by B-R-A-H-M-S KRYPTOR/
KRYPTOR compact/KRYPTOR compact PLUS.

é e |f the assay is carried out within 48 hours of blood collection,

The operation and maintenance of B-R-A-H-M-S KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact PLUS are described in the related User Manual.

After it has been opened the reagent unit may be stored on the B-R-A‘H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS in the space pro-
vided. Each reagent unit is individually identified (bar code) and its maximum
period of use after opening is controlled by the instrument.

To prepare a reagent unit, proceed as follows:
— Remove the security band from the reagent pack.
— Push in the lid by pressing it firmly (see diagram below).

Take care to remove all the foil.

o Y

Opening the Kit

Note: Always handle the reagent unit carefully to avoid generation of foam or
bubbles. Such foam/bubbles may interfere with proper detection of reagent

but also correct dispensing of reagents. To avoid the presence of foam/ bub-
bles allow the kit to stand 5...10 min within B-R-A-H-M-S KRYPTOR/KRYP-
TOR compact/KRYPTOR compact PLUS prior to use.

A standard curve does not need to be constructed on B-R-A-H-M-S KRYP-
TOR/KRYPTOR compact/KRYPTOR compact PLUS.

The instrument stores the required information after reading the bar code
from the reagent card. A calibration must be carried out for every new re-
agent lot, then repeated on a regular basis. B-R-A-H-M-S KRYPTOR/KRYP-
TOR compact/KRYPTOR compact PLUS automatically indicate when a cali-
bration is required. Both the stored and recalibrated standard curve may be
displayed on the screen.

The following steps are carried out:

® Conjugates and sample are dispensed into the reaction plate and the sig-
nal emitted is measured periodically.

e After measurement of the fluorescent signal, the data obtained from the
software are compared to the memorized standard curve.

Calibration

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 pS/cm is recommended) indicated on the vial label.

® Mix gently after reconstitution. Allow 15 min for the complete dissolution
of the lyophilisate.

® Calibration must be carried out with every new reagent kit lot, it is then
repeated on a regular basis automatically managed by B-R-A-H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS in order to re-
adjust the standard curve.

® |tis recommended that controls be run after each calibration.

® Use the calibrator/calibrators only once.

® Do not leave the calibrator/calibrators at room temperature or on the car-
ousel for more than 5 hours.

® The calibrator bar code card must be read in for each new lot of calibra-
tor.

® For further information see the B-R-A-H-M-S KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact PLUS User Manual.

Control

® |tis recommended that controls be run at least once a day and after each
calibration.

® A control tube is processed like a sample tube.

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 pS/cm is recommended) given on the vial label.

e Allow 15 min. for the complete dissolution of the lyophilisate.

® Mix gently after reconstitution.

® After reconstitution, do not keep a vial more than 2 hours at 18...25 °C or
24 hours at 2...8 °C.

® |tis recommended that the contents of a reconstituted vial be divided into
aliquots which may then be stored frozen at -20 °C for a maximum period
of 1 month.

® Use one of the tubes immediately for measurement.

e After thawing an aliquot, mix gently and use immediately for measure-
ment.

® Once thawed, a control aliquot must not be refrozen.

® The bar code stick-on labels are used for identifying the controls when
assayed on B-R'A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR
compact PLUS.

® The control kit bar code card must be scanned in for each new lot of con-
trol.

® For further information see the B-R-A-H-M-S KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact PLUS User Manual.

H Quality Control

Good laboratory practice requires that control samples are measured regu-
larly to ensure the quality of the results obtained. These samples must be
processed exactly the same way as the assay samples, and it is recommen-
ded that the results be analysed using appropriate statistical methods.

If desired, B-R-A-H:M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS can automatically check the quality of assays at intervals, by statistical
analysis on the basis of Levey Jennings graphs.

It is necessary to comply with national quality assurance guidelines for quan-
titative tests in the medical laboratory (current version). For instance, test ac-
curacy and precision should be monitored by means of laboratory in house
and/or commercially available control materials. If unacceptable control val-
ues are obtained, proceed as outlined in standard laboratory diagnostic pro-
cedures to determine the cause and implement corrective measures.
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m Reference Range

Serum samples: A study of apparently healthy population (n=176, both sex-
es) showed that 95 % of the samples were below 101.9 ng/mL (95th percen-
tile; median: 45.8 ng/mL).

EDTA plasma: A study of apparently healthy population (n=116, both sexes)
showed that 95 % of the samples were below 76.3 ng/mL (95th percentile;
median: 34.5 ng/mL).

Note: It is recommended that each laboratory establishes its own refer-
ence ranges based on representative patient collectives and/or test the
validity of the manufacturer’'s commercial test kit data. The values have
been established on serum and are given only as an example.

B Assay Performance
Detection Limit

The Detection Limit (LOD), calculated using the imprecision profile, is esti-
mated in accordance with CLSI guidelines EP17-AE (Protocols for Determi-
nation of Limits of Detection and Limits of quantitation). It has been as-
sessed as being 11.8 ng/mL.

Sensitivity

The Functional Assay Sensitivity (FAS), detected by inter-assay precision of
20 %, is estimated in accordance with CLSI guidelines EP5-A2 ( Evaluation
of Precision Performance of Quantitative Measurement Methods). It has
been assessed as being 13.7 ng/mL.

The Limit of Quantitation (LOQ) is the lowest reported concentration level
with total error (imprecision and bias) at 40 %. The LOQ Is estimated in ac-
cordance with CLSI guidelines EP17-AE (Protocols for Determination of Lim-
its of Detection and Limits of quantitation). It has been assessed as being
13.71 ng/mL.

Specificity

The following cross-reactivities were found:

cross-reactant Amino acids concentration | max. cross reac-
tested tivity

Parastatin (por- 347 to 365 100 nmol/L 0.08 %
cine)
Catestatin (hu- 352 to 372 452 nmol/L 0.15 %
man)
Pancreastatin 250 to 301 182 nmol/L 21 %
(human)
Vasostatin | (hu- 17to 76 9 nmol/L 6.7 %
man)
Vasostatin Il C- 97 to 131 15 nmol/L 1.8 %
term (human)
Vasostatin Il (hu- 19 to 131 5 nmol/L 216 %
man)
Chromostatin 124 to 143 10 nmol/L 11.0 %
(bovin)
Chromogranin A 260 to 454 217 nmol/L 0.19 %
protein fragment
(human)
Chromogranin B 21to 677 72 nmol/L 1.3 %
(Secretogranin
1) (human)
Chromogranin C 110 617 148 nmol/L 0.72 %
(Secretogranin
2) (human)
WE14 (human) 315to 329 606 nmol/L 0.18 %

Accuracy/ Linearity

Dilution of highly concentrated samples revealed recovery rates between
80 % and 120 %. 0.02 % of the measured samples did not dilute linearly.

Accuracy/ "High Dose Hook" Effect

- not applicable —

Precision/ Reproducibility for Intra Assay CV

This was evaluated using samples of different concentration.

Concentration range Intra-Assay-CV
30-80 ng/mL <7%

80-120 ng/mL <3%
120-1000 ng/mL <3%

> 1000 ng/mL <3%

Out of range samples <5%

(> 3000 ng/mL)

Precision/ Reproducibility for Inter Assay CV

This was evaluated using samples of different concentration.

Concentration range Inter-Assay-CV

30-80 ng/mL <12 %

80-120 ng/mL <8%

120-1000 ng/mL <8%

> 1000 ng/mL <6 %

Out of range samples <9%

(> 3000 ng/mL)
Disturbing Factors

Factor Description

Hemoglobin No significant effect up to 5 mg/mL
Bilirubin No significant effect up to 0.5 mg/mL
Triglycerides No significant effect up to 5 mg/mL

Human albumin No significant effect up to 50 mg/mL

Traceability

A method comparison of B-R-A‘H-M-S CgA || KRYPTOR with a commercial
available assay (B-R-A-H-M-S Chromogranin A KRYPTOR; REF: 823.050)
using fresh routine samples gave the following correlation:

number of samples measured: 98

Passing/ Bablok: y=1.03x + 6.93

r spearman: r=0.99

The samples concentrations were between 17.9 to 2 197 ng/mL.
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B Symbols
Symbols used in Instruction for Use and Product Labelling of B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS products.
Symbol Usage Symbol Usage Symbol Usage
Reference to the Intended use of In Vitro Diagnostic Medical De-
Intended Use | o \jedical Device vice Batch Code
CONT Contents Calibrator Control
B-R-‘A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
U Buffer TION 1/B-R-A-H-M-S KRYPTOR TION 2/B-R-A'H-M-S KRYPTOR

compact SOLUTION 1

compact SOLUTION 2

B-R-A-H-M-S KRYPTOR SOLU-

B‘-R-A-H-M-S KRYPTOR SOLU-

SOLN|3 TION 3/B-R-A-H-M-S KRYPTOR 4 TION 4/B-R-A-H-M-S KRYPTOR Bags contained
compact SOLUTION 3 compact SOLUTION 4
BAGS Bags Plates contained Plates

Vials contained Vials Vial
Use given Volume of destilled
Water (conductivity of less than YoPH . . RCNS .

2 50 uS/cm is recommended) for Lyophilized, Freeze Dried Reconstitute
Reconstitution, e.g. 0.75 mL
GRONE
& 4, .
Manufacturer Use by c@ﬁ Green Dot according to German
Law

Registered Trade Mark Trade Mark Article Number/Catalogue Num-

ber

Contains sufficient for (Number
of) tests, e.g. 50

Consult Instructions for Use

<,

See Accompanying Compact Disk

REF

m

Biohazard Wear Protective Gloves W Wear Safety Glasses
Wash hands General Regulatory Sign (\ ) General Prohibitive Sign
=4

@B :|w O

Do not Smoke

Do not Eat and Drink

Harmful

.“@Q@EEII!EI

Irritant

TRACE

Trade Mark for TRACE ™-technol-
ogy

N
m

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices
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Symbol

Usage

Symbol Usage

Symbol

Usage

c € 0483

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices, An-
nex |l with Reg.Number of Noti-
fied Body

/H/ Temperature Limitation

Do not Reuse

A

Caution, consult accompanying
documents

%_ Accidental Release Measures

Waste
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thermoscientific

Naudojimo instrukcija

B-R-A-H-M-S CgA Il KRYPTOR

B-R-A-H-M-S yra registruotas prekiy zenklas, priklausantis, B-R-A-H-M-S GmbH.

B-R-A-H-M-S

CGAIl

KRYPTOR

tik profesionaliam "Alexa Fluor®' yra "Molecular Probes" registruotas prekés zenklas, kurio naudojimo licencija suteikta B-R-A-H-M-S.

naudojimui Kity produkty pavadinimai Siame dokumente yra naudojami atpazinimo tikslais; jie gali bati atitinkamy bendroviy pre-
kiy Zenklai ir/arba registruoti prekiy zenklai.
TRACE™
Data Si versija pakeiéia visas kitas versijas.
08.05.2018 Pakeitimai lyginant su ankstesne versija

o KRYPTOR GOLD jdiegti taisiniai

e Skyriuje ,Numatytoji paskirtis / naudojimas pagal paskirtj“ paaiSkinta rekomenduojama

matrica

® Medicininés indikacijos perkeltos i$ skyriaus ,Instrukcijos” | skyriy ,Numatytoji paskirtis /

naudojimas pagal paskirtj*

® Didesniam aiSkumui skyriuje ,Instrukcijos prie esamos matricos rekomendacijos dél ED-

TA plazmos pridéti duomenys

e Tikslumo profilyje koncentracijos intervalai pakeisti j aiSkias vertes

B Numatytoji paskirtis / naudojimas
pagal paskirtj

B'R-A-H-M-S CgA Il KRYPTOR tyrimas yra automatinis imunofluorescentinis
tyrimas, skirtas chromogranino A (CgA) koncentracijos kiekybiniam nustaty-
mui Zmogaus serume arba plazmoje (EDTA).

B-R‘A-H-M-S CgA Il KRYPTOR tyrimas naudojamas kaip pagalbiné priemo-
né, kuri vertinama atsizvelgiant j pacienty, serganciy neuroendokrininiais au-
gliais (NET), klinikinio iStyrimo stebésenos gydymo metu ir po jo rezultatus.

MW Prietaisai

B-R-A-H-M-S CgA Il KRYPTOR gali biti naudojami su:
B-R-A-H-M-S KRYPTOR

B-R-A-H-M-S KRYPTOR compact

B-R-A-H-M-S KRYPTOR compact PLUS
B-R-A-H-M-S KRYPTOR GOLD

[SESESEN

Prietaisy pasiula priklauso nuo registracijos buklés atitinkamoje Salyje.

W |Zanga

Chromograninas A (CgA) yra 49 kDa rugstus, hidrofilinis baltymas, aptinka-
mas neuroendokrininés sistemos chromafininése granulése, Sis baltymas
priklauso graniny Seimai.

Didelés CgA koncentracijos taip pat gali bati aptinkamos gerybiniy ligy atve-
jais (virSkinamojo trakto ligu, inksty nepakankamumo, kardiovaskuliniy ligy
atvejais).

Chromogranino A koncentracija gali padidéti gydant protony siurblio inhibito-
riais (PSI). Gydymag PSI rekomenduojama nutraukti likus ne maziau kaip
dviem savaitéms iki CgA tyrimo.

B Turinys

Komplektas

B-R-A-H-M-S CgA Il KRYPTOR

B-R-A‘H-M-S GmbH
Neuendorfstr. 25

16761 Hennigsdorf
VOKIETIJA

Priémimo skyrius

telefonas: +49 3302 883-0
Faksas: +49 3302 883-100

El. pastas:
info.brahms@thermofisher.com

Klienty aptarnavimas

telefonas: +49 3302 883-300

Faksas: +49 3302 883-388

El. pastas:
service.brahms@thermofisher.com
Uzsakymai

telefonas: +49 3302 883-600, -700, -800
Faksas: +49 3302 883-666

El. pastas:
order.brahms@thermofisher.com
Internetas
www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin

q3

REF 839.050 V
50

8
2°C

galiojimo laikas
nurodytas etiketéje

G

Pavadinimas Kiekis Kokybé ApraSymas

K-KONJUGA- |VIAL] 1 |LYOPH| | Anti-CGA monokloniniy anti-

TAS kiiny konjugatas su kriptatu,
buferis, galvijy albuminas, gal-
vijy imunoglobulinai, pelés
imunoglobulinai, trehaloze,
manitolis

SKIEDIKLIS 1 paruo$ta | Zmogaus serumas, Kathon,

naudoti EDTA

XL-KONJUGA- VIAL | 1 paruoSta | Anti-CgA monokloniniai pelés

TAS naudoti antikdinai, konjuguoti su Alexa
Fluor® 647, buferis, galvijy al-
buminas, galvijy imunoglobuli-
nai, pelés imunoglobulinai, ka-
lio fluoridas

Briksninio kodo | 1 paruo$ta | Zr. B-R-A-H:M-S KRYPTOR/

kortelé naudoti KRYPTOR compact/KRYP-

TOR compact PLUS/KRYP-
TOR GOLD naudotojo vado-
va. Bruksninio kodo korteléje
yra visa informacija, reikalinga
naujai reagento partijai jregist-
ruoti.
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Priedai

B-R-A-H-M-S CgA Il KRYPTOR CAL

| komplekta nejeina.

Kiti rekvizitai

| komplekta nejeina.

B-R-A-H-M-S KRYPTOR naudojimo reikmenys

8°C ioii i Pavadinimas REF
cof B3 mmees
Y ) B-R-A-H-M-S KRYPTOR BUFFER 89970

Numatytoji paskirtis / naudojimas pagal paskirtj: Pakoreguoti standarting B-R-A-H-M-S KRYPTOR SOLUTION 1 89971

kreive, kuri yra iSsaugota B-R-A-H-M-S KRYPTOR/KRYPTOR compact/

KRYPTOR compact PLUS/KRYPTOR GOLD. B-R-A-H-M-S KRYPTOR SOLUTION 2 89972
Pavadinimas Kiekis Kokybé ApraSymas B-R-A-H-M-S KRYPTOR SOLUTION 3 89973
B-R-A-H-M-S VIALS|6 ||LYOPH Rekombinantinis chromogra- B-R-A-H-M-S KRYPTOR SOLUTION 4 89974
CgA Il KRYP- ninas A, skiestas arklio seru-

TOR CAL me B-R-A-H-M-S KRYPTOR DILCUP 89975
Briik&ninio kodo | 1 paruosta | Zr. B-R-A'H-M-S KRYPTOR/ B-R-AH-M-S KRYPTOR REACT 89976
kortelé naudoti KRYPTOR compact/KRYP-

TOR compact PLUS/KRYP-
TOR GOLD naudotojo vado-
va. Briks$ninio kodo korteléje

naudojimo reikmenys

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS

; L . Pavadinimas REF

yra informacija apie kalibrato-
riaus partijg ir jo koncentracija B-R-A-H-M-S KRYPTOR BUFFER 89970
B-R-A-H-M-S KRYPTOR compact SOLUTION 1 | 89981
BRAHMS CgA ” KRYPTOR QC CONTROL B-R-A-H-M-S KRYPTOR compact SOLUTION 2 89982
| komplektg nejeina. B-R-A-H-M-S KRYPTOR compact SOLUTION 3 | 89983
REF 83662 /H/ 8°C g galiojimo laikas B-R-A-H-M-S KRYPTOR compact SOLUTION 4 | 89984
2°C nurodytas etiketéje B-R-A-H-M-S KRYPTOR compact DILCUP 89985
Numatytoji paskirtis / naudojimas pagal paskirtj: Kokybés kontrolé pradéjus B-R-A-H:M-S KRYPTOR compact REACT 89986

naudoti B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS/KRYPTOR GOLD analizei.

B-R-A-H-M-S naudojimo reikmenys KRYPTOR GOLD

va. UZklijuotos etiketés su
braksniniu kodu naudojamos
kontroliniams meéginiams
identifikuoti, kai atliekama
analizé su B-R-A-H-M-S
KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact
PLUS/KRYPTOR GOLD.

Pavadinimas Kiekis Kokybé Aprasymas Pavadinimas REF
B-RAHM-S 3 Rekombinantinis chromogra- B-R-A‘H-M-S KRYPTOR BUFFER 89970
CgA Il KRYP- ninas A, skiestas arklio seru-
TOR QC Control me B-R-A-H-M-S Solution 1 KRYPTOR GOLD 89991
1 B-R-A-H-M-S Solution 2 KRYPTOR GOLD 89992
B-R-A‘H-M-S |VIALS| 3 |LYOPH| Rekombingntinis chrqmogra- B-R-A-H-M-S Solution 3 KRYPTOR GOLD 89993
CgA Il KRYP- ninas A, skiestas arklio seru-
TOR QC Control me B-R-A-H-M-S Solution 4 KRYPTOR GOLD 89994
2 - B-R-A-H-M-S Dilution Plates KRYPTOR GOLD 89995
Briaksninio kodo | 1 paruosta | Zr. B-R-A-H-M-S KRYPTOR/
Kortelé naudoti KRYPTOR compact/KRYP- B-R-A-H-M-S Reaction Plates KRYPTOR GOLD | 89996
TOR compact PLUS/KRYP-
TOR GOLD naudotojo vado-
va. Bruksninio kodo korteléje 1 ~
pateikiama informacija apie u Atsargumo prlemones
kontrolinés medziagos partija,
ypat apie tikslines koncentra- Laikykités vartotojui skirty nurodymy, kurie pateikiami vartotojo
cijas, gaunamas standartines vadove B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYP-
paklaidas ir priimtinos kon- TOR compact PLUS/KRYPTOR GOLD ir Siame dokumente.
centracijos diapazonus. Si in-
formacija yra rodoma - Atkreipkite démesj j galiojimo datas, nurodytas etiketéje.
B-R-A‘H-M-S KRYPTOR/ — Negalima maisyti skirtingy reagenty rinkiniy reagenty.
KRYPTOR compact/KRYP- — Rinkinio elementus laikykite kartu.
TOR compact PLUS/KRYP- - Saugokite reagentus nuo uzkrétimo mikrobais.
TOR GOLD monitoriaus ekra-
ne kokybes kontrolés skyriuje. o Neapdorotos Zmogaus ir (arba) gyviuninés kilmés medziagos,
Etiketés su 32 kiekvie- | paruosta | Zr. B-R-A-H-M-S KRYPTOR/ 77 esancios reagent.q sud.étyje,‘ buvo Kiék imanoma_tirtos ir Sgrba)
briksniniu kodu | nai kontro- | naudoti KRYPTOR compact/KRYP- \*& apdorotos naudojant virusy inaktyvinimo procediras. Taciau
linei me- TOR compact PLUS/KRYP- nejmanoma absoliu€iai garantuoti, kad Sie preparatai neper-
dziagai TOR GOLD naudotojo vado- duos jokios virusinés infekcijos; visos neapdorotos Zmogaus ar

gyvininés kilmés medziagos, jskaitant méginius, kurie bus
analizuojami, turi bati laikomos potencialiai uzkrec¢iamomis
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Dirbant su reagentais ir pacienty meginiais privalu laikytis vi-
suotinai pripazinty saugumo instrukcijy ir laboratorijos darbo
metody.

— Perpylimui nenaudokite burnos.

— Po darbo nusiplaukite rankas.

Darbe dévékite apsauginius drabuzius, apsaugines pirsti-
nes ir apsauginius akinius.

Nevalgykite, negerkite ir nerokykite patalpose, kuriose dir-
bama su méginiais ar reagenty rinkiniais.

ISsiliejusias medziagas i$valykite sugeriamuoju popieriumi.
Visos valymui naudotos medziagos turi bati Salinamos kaip
uzkreciamos laboratorijos atliekos.

— Neleiskite, kad atliekos patekty | kanalizacija, vandenj,

grunta.
° — Panaudotas reagenty lékstes ir reagenty rinkinius reikia $a-
T linti kaip uzkreciancias laboratorijos atliekas pagal vietos
L valdzios potvarkius.

— Tuscios talpyklos turi bati grazintos vietos perdirbéjams.

Matavimo diapazonas su automatiniu

atskiedimu... 11,8-1 000 000 ng/mL

Méginio tipas............cocceeveiiiii e serumas, EDTA plazma
Rinkinio patvarumas pradéjus ji naudoti....... 29 dienos
Kalibratorius.......................co 1 taskas

Kalibravimo patvarumas..............cccccoceveeuennes 15 dienos

Tyrimo PrinCipas............cccceevienieniiieieiesieeneen sumustinio

® Jei tyrimas atliekamas per 48 valandos nuo kraujo paémi-
mo, méginius saugokite kambario temperaturoje arba 2...
8 °C Jei ne, méginius reikia padalyti j lygias porcijas ir laikyti
uzsaldytus (-20 °C). Galimi ne daugiau kaip keturi Saldy-
mo / tirpinimo ciklai.

® Negalima naudoti plazmos su citratu.
Jei méginiai yra imami naudojant EDTA plazma, vertés yra
sistemingai mazesnés palyginti su serumu. (Spearman ko-
reliacijos koeficientas: r = 0,99, Passing Bablok regresija
EDTA plazma palyginti su serumu: y = 0,85 + 0,66x)

® |dékite méginj | vamzdelj, tinkama naudoti su B-R-A-H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/
KRYPTOR GOLD (11-17 mm skersmens). Tai gali bati pir-
minis mégintuvélis.

® Mégintuvélio kiekis turi bati minimalus, jis gali skirtis, pri-
klausomai nuo mégintuvélio skersmens. 13 mm skersmens
vamzdeliui dar reikés papildomai 150 yLmeginio.

® Ar atskiedima atliks vartotojas, ar jj automatiskai atliks pats
jrenginys, méginio turis butinai turi bati daugiausia 75 L.

® Geltos, hemolitiniy ar hiperlipeminiy meéginiy arba méginiy,
kurie yra drumsti ar kuriy sudétyje yra fibrino, rezultatai gali
bati netikslUs. Tokius méginius nurodo B-R-A-H-M-S KRYP-
TOR/KRYPTOR compact/KRYPTOR compact PLUS/
KRYPTOR GOLD.

B Principas

Prietaiso B-R-A‘H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS/KRYPTOR GOLD matavimo principas pagristas TRACE™ technologija
(laikui bégant sugeriama papildyta kriptato emisija, angl. Time-Resolved Am-
plified Cryptate Emission), matuojanti signala, kurj su uzdelsimu iSleidzia
imuninis kompleksas. TRACE™ technologijos pagrindas yra nespindulinés
energijos perdavimas i§ donoro (narvo formos struktlra su europio jonu
centre [kriptatas]) akceptoriui (Alexa Fluor® 647).

Donoro (kriptatas) ir akceptoriaus (Alexa Fluor® 647) artumas, kai jie yra
imuninio komplekso dalis, ir spektrinis donoro emisijos ir akceptoriaus ab-
sorbcijos spektry persidengimas, viena vertus, suintensyvina fluorescencinj
kriptato signala, kita vertus, prailgina akceptoriaus signalo trukme ir leidzia
iSmatuoti uzdelstg fluorescencija.

Tikslus analités koncentracijos matavimas: Kai méginys suzadinamas azoto
lazeriu 337 nm, donoras (kriptatas) iSleidZia ilgalaikj fluorescencinj signalg
milisekundziy diapazone 620 nm, tuo tarpu akceptorius (Alexa Fluor® 647)
sukuria trumpalaikj signalg nanosekundziy diapazone 647 nm.

Kai du komponentai yra susieti imuniniame komplekse, tiek signalo papildy-
mas, tiek akceptoriaus signalo trukmeés pailgéjimas jvyksta ties 647 nm, todel
tai galima iSmatuoti per mikrosekundes.

Patikima apsauga nuo trukdziy: Nespecifiniai signalai, t. y., trumpalaikiai ir
nesusieto akceptoriaus Alexa Fluor® 647 signalai bei terpei badingi trukdziy
signalai, kuriuos sukelia natdrali méginio fluorescencija, yra pasalinami del
fluorescencijos matavimo laiko uzdelsimo. Kriptato sukurtas 620 nm signalas
pasitarnauja kaip vidiné nuoroda ir yra matuojamas vienu metu su ilgalaikiu
akceptoriaus 647 nm signalu, kuris yra specifinis signalas. Trukdzius suke-
liantys poveikiai, pvz., drumsto serumo, yra automatiskai iStaisomi panaudo-
jant viduje apskaiciuotg Siy bangy ilgiy intensyvumo proporcijg.

B Instrukcijos

MeEginio Kiekis............cccorveiiiiiiiiiiieeeiee
Inkubavimo laikas

Rezultatai yra pateikiami Siais matavimo

vienetais. ..........ccooeoeiiiiie ng/mL
Perskaiciavimo koeficientas......................... 1 ng/mL = 0,0204 nmol/L
Tiesioginio matavimo diapazonas................. 11,8-3 000 ng/mL

B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/
KRYPTOR GOLD veikimas ir prieziura aprasyti atitinkamame naudotojo va-
dove.

Atidarytas reagentas gali bati laikomas B-R-A-H-M-S KRYPTOR/KRYPTOR
compact/KRYPTOR compact PLUS/KRYPTOR GOLD nurodytoje vietoje.
Kiekvienas reagenty vienetas yra individualiai identifikuojamas (briksniniu
kodu) ir jo tinkamumo naudoti po atidarymo laika kontroliuoja jrenginys.
Norint paruosti reagenty vieneta, reikia atlikti Siuos veiksmus:

— Nuimkite apsaugine reagenty pakuotés juostele.

— |stumkite dangtelj jj stipriai paspausdami (zr. schemg apacioje).

Atsargiai nuimkite visg folijg.

Rinkinio atidarymas

Pastaba: Su reagenty vienetu visada elkités atsargiai, kad nesusidaryty puty
ar burbuliuky. Susidariusios putos ar burbuliukai gali pakenkti tinkamam rea-
genty aptikimui bei reagenty pasiskirstymui. Prie§ naudodami rinkinj palaiky-
kite 5...10 min B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR
compact PLUS/KRYPTOR GOLD prietaise.

Standartinés kreivés B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYP-
TOR compact PLUS/KRYPTOR GOLD sukurti nereikia.

B-R-A-H-M-S GmbH
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Nuskaites briksninj koda reagenty korteléje jrenginys iSsaugo reikiama in-
formacijg. Kalibravima reikia i$ naujo atlikti kiekvienai naujai reagenty parti-
jai, po to jj reikia reguliariai pakartoti. B-R-A-H-M-S KRYPTOR/KRYPTOR
compact/KRYPTOR compact PLUS/KRYPTOR GOLD automatiSkai nurodo,
kada reikia atlikti kalibravimag. Ekrane gali bati rodoma tiek atmintyje iSsaugo-
ta, tiek naujai sukalibruota standartiné kreivé.

Reikia atlikti Siuos veiksmus:

® Junginiai ir méginys sudedami j reakcijy padéklg, o siunc¢iamas fluores-
cencinis signalas periodiSkai matuojamas.

® |Smatavus fluorescencinj signala, i§ programos gauti duomenys palygina-
mi su iSsaugota standartine kreive.

Kalibravimas

® Kiekviename buteliuke parenkite tokio turio tirpalg su distiliuotu vandeniu
(rekomenduojamas mazesnis nei 50 uS/cm laidumas), kaip nurodyta ant
buteliuko etiketés.

® Parengty tirpalg atsargiai pamaiSykite. Palaukite 15 min, kol liofilizuotos
medziagos visiSkai istirps.

e Kalibravimg reikia atlikti su kiekviena nauja reagenty rinkiniy partija. Tada
ji nuolat automatiskai pakartoja B-R-A-H-M-S KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact PLUS/KRYPTOR GOLD , kad vél baty pakore-
guota standartiné kreivé.

® Rekomenduojama kontroline analize atlikti po kiekvieno kalibravimo.

e Kalibratoriy (-ius) naudokite tik vieng karta.

® Nepalikite kalibratoriaus (-iy) kambario temperaturoje arba ant sukamojo
jrenginio ilgiau nei 5 valandos.

e Kalibratoriaus bruksninio kodo kortelé turi bati nuskaitoma kiekvienai
naujai kalibratoriy partijai.

® Daugiau informacijos zr. B-R-A-H-M-S KRYPTOR/KRYPTOR compact/
KRYPTOR compact PLUS/KRYPTOR GOLD naudotojo vadova.

Kontrole

o Rekomenduojama kontroline analize atlikti bent kartg per dieng ir po
kiekvieno kalibravimo.

e Kontrolés meégintuvélis apdorojamas taip pat, kaip ir méginio mégintuve-
lis.

e Kiekviename buteliuke parenkite tokio turio tirpala su distiliuotu vandeniu
(rekomenduojamas mazesnis nei 50 pS/cm laidumas), koks yra nurody-
tas ant buteliuko etiketés.

® Palaukite 15 min, kol liofilizuotos medziagos visiSkai istirps.

W Etaloninis intervalas

Serumo méginiai Tyrime, atliktame akivaizdziai sveiky asmeny grupéje
(n=176, abiejy lyCiy) nustatyta, kad 95 % méginiy rodmenys buvo mazesni
negu 101,9 ng/mL (95-as procentilis; mediana: 45,8 ng/mL).

EDTA plazma: Tyrime, atliktame akivaizdZziai sveiky asmeny grupéje (n=116,
abiejy ly¢iy) nustatyta, kad 95 % méginiy rodmenys buvo mazesni negu 76,3
ng/mL (95-as procentilis; mediana: 34,5 ng/mL).

Pastaba: Kiekvienai laboratorijai rekomenduojama nustatyti savo atskaitinio
diapazono ribas, pagristas pakankamai didelio pacienty skai¢iaus duomeni-
mis, ir (arba) patikrinti, ar galioja gamintojo parduodamo tyrimy rinkinio duo-
menys. Reik§més nustatytos naudojant serumg ir pateikiamos tik kaip pa-
vyzdys.

B Tyrimy metodo charakteristikos

Aptikimo riba

Aptikimo riba (angl. Limit of detection, LOD), apskaic¢iuojama naudojant re-
zultaty nesutapimo profilj, yra vertinama pagal CLSI nurodymus EP17-AE
(aptikimo ir kiekybinio nustatymo riby apibrézimo protokolai). Nustatyta reiks-
mé 11,8 ng/mL.

Jautrumas

Funkcinis tyrimo jautrumas (angl. Functional Assay Sensitivity, FAS), nusta-
tytas palyginant tyrimus tarpusavyje 20 % tikslumu, yra vertinamas pagal
CLSI nurodymus EP5-A2 (kiekybiniy tyrimy metody tikslumo jvertinimas).
Nustatyta reikSmeé 13,7 ng/mL.

Kiekybinio nustatymo riba (angl. Limit of Quantitation, LOQ) yra maziausias
stebétas koncentracijos lygmuo su bendraja paklaida (rezultaty nesutapimas
ir paklaida) — 40 %. LOQ yra vertinama pagal CLSI nurodymus EP17-A2 (ap-
tikimo ir kiekybinio nustatymo riby apibrézimo protokolai). Nustatyta reikSmé
13,71 ng/mL.

SpecifiSkumas

Buvo nustatytos $ios kryZminés reakcijos:

® Parengty tirpalg atsargiai sumaisykite. . . E . . § § .
® Parenge tirpalg buteliuko nelaikykite ilgiau kaip 2 valandos 18...25 °C !(ryzm|n§ re.ak0|- Amino rigstys | tirta kor?centraCI- maks. kryfmlnes
temperatiroje arba 24 valandos 2...8 °Ctemperatiroje. ja sukg!lantl me- ja reakcijos
® Rekomenduojama padalyti buteliuke parengta tirpalg | bandinius, kuriuos dziaga
galima laikyti uzsaldytus -20 °C temperatiroje ilgiausiai iki 1 ménuo. Parastatinas 347-365 100 nmol/L 0.08 %
® Nedelsdami naudokite vieng i$§ mégintuvéliy matavimui. (Kiaulés) ’
e Atsilde porcija, Svelniai pamaisykite ir nedelsdami naudokite matavimui.
o AtSildytos kontrolinés porcijos negalima vél uzsaldyti. Katestatinas 352-372 452 nmol/L 0,15 %
® Prilipdytos etiketés su braksniniu kodu naudojamos kontroliniams mégi- (2mogaus)
niams identifikuoti, kai atliekama analizé su B-R-A-H-M-S KRYPTOR/
KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR GOLD. Pankreastatinas 250-301 182 nmol/L 21 %
e Kontrolés rinkinio briik$ninio kodo kortelé turi bati nuskaitoma kiekvienai (zmogaus)
naujai kontrolés partijai.
® Daugiau informacijos rasite B-R-A-H-M-S KRYPTOR/KRYPTOR com- Vazostatinas | 17-76 9 nmol/L 6,7 %
pact/KRYPTOR compact PLUS/KRYPTOR GOLD naudotojo vadove. (zmogaus)
Vazostatinas I, 97-131 15 nmol/L 1,8 %
. . C-terminalinis
B Kokybés kontrolé (2mogaus)
Gera laboratorijos darbo praktika reikalauja, kad kontroliniai méginiai biity \{azostatinas I 19-131 5 nmol/L 21,6 %
reguliariai matuojami siekiant uztikrinti gauty rezultaty kokybe. Sie méginiai (Zmogaus)
turi bati apdorojami lygiai kaip pat kaip ir analizés méginiai, be to, rekomen- .
duojama, kad rezultatai buty analizuojami naudojant atitinkamus statistikos Chrorpostatlnas 124-143 10 nmol/L 11.0%
metodus. (galvijy)
Jei reikia, B-R-A'H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS gali automatiskai nustatytais laiko tarpais patikrinti analizés kokybe
pritaikant statistine analize, kuri remiasi Levey Jennings grafikais.
Batina atitikti nacionalinius kokybés uztikrinimo potvarkius kiekybiniams tes-
tams medicinos laboratorijoje (dabartiné versija). Pavyzdziui, testy tikslumas
turi bati stebimas naudojant pacioje laboratorijoje esancias ir/ar jsigyjamas
kontrolés medziagas. Jei gaunamos nepriimtinos kontrolinés vertés, veikite
taip, kaip yra nurodyta standartinés laboratorijos diagnostikos procedirose,
kad baty nustatyta priezastis ir jgyvendintos iStaisymo priemoneés.
B-R-A-H-M-S GmbH
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kryzmine reakci- | Amino ragstys | tirta koncentraci- | maks. kryZminés
ja sukelianti me- ja reakcijos
dziaga

Chromogranino 260-454 217 nmol/L 0,19 %
A baltymo frag-
mentas (Zmo-
gaus)

Chromograninas 21-677 72 nmol/L 1,3 %
B (sekretograni-
nas 1) (Zzmo-
gaus)

Chromograninas 1-617 148 nmol/L 0,72 %
C (sekretograni-
nas 2) (zmo-
gaus)

WE14 (Zmo- 315-329 606 nmol/L 0,18 %
gaus)

Tikslumas/TiesiSkumas

TiesiSkumas nustatomas pagal CLSI nurodymus EP6-A (kiekybinio matavi-
mo procediry tiesiSkumo vertinimas). Atskiedus labai koncentruotus megi-
nius nustatytas nuo 80 % iki 120 % atkdrimas. 0,02 % méginiy, kuriy matavi-
mai buvo atlikti, atskiesti ne tiesiskai.

Tikslumas/ "Uzkabinimo didelémis dozémis"
Efektas

Didelés dozeés ,kilpos* efektas nepasireiskia iki 1 000 000 ng/mL.

Variacijos koeficiento (VK) tikslumas/
pasikartojamumas tyrimo ribose

Tikslumas buvo vertinamas su skirtingos koncentracijos meéginiais pagal
CLSI EP5-A3 direktyva (kiekybiniy tyrimy metody tikslumo jvertinimas).

Vidurkis [ ng/mL] VK % paciame tyrime
1 méginys 31,7 7,0%
2 méginys 115 2,6 %
3 méginys 448 21 %
4 méginys 2496 31%
5 méginys 19 888 2,0%

Variacijos koeficiento (VK) tikslumas/
pasikartojamumas tarp tyrimy

Tikslumas buvo vertinamas su skirtingos koncentracijos meéginiais pagal
CLSI EP5-A3 direktyva (kiekybiniy tyrimy metody tikslumo jvertinimas).

Vidurkis [ ng/mL] VK % skirtinguose tyri-
muose
6 meginys 51,9 12,6 %
7 méginys 91,5 8,8 %
8 meéginys 132 71 %
9 meginys 1577 77 %
10 méginys 23 491 8,7 %

Trukdantys faktoriai

Nustatoma pagal CLSI EP7-A2 direktyva (trukdziy tyrimas klinikinéje chemi-
joje).

Faktorius Aprasas

Hemoglobinas ReikSmingas poveikis nepasireiskia, jei kon-
centracija nesiekia 5 mg/mL

Bilirubinas ReikSmingas poveikis nepasireiskia, jei kon-
centracija nesiekia 0,5 mg/mL

Trigliceridai ReikSmingas poveikis nepasireiskia, jei kon-
centracija nesiekia 5 mg/mL

Zmogaus albuminas ReikSmingas poveikis nepasireiskia, jei kon-
centracija nesiekia 50 mg/mL

Susekamumas

Palyginus B:R-A-H-M-S CgA Il KRYPTOR metodg su rinkoje esanciu tyrimu
(B-R-A-H-M-S Chromogranin A KRYPTOR; nuoroda: naudojant Sviezius
jprastinius méginius, gauta tokia koreliacija

iSmatuoty meéginiy skaicius: 98
Passing/ Bablok regresija: y=1,03x + 6,93
Spearman r koeficientas: r=0,99

Méginio koncentracijos buvo tarp 17,9 ir 2 197 ng/mL.
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[C] B'‘R‘A‘H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS/KRYPTOR GOLD vartotojo vadova.

[D] B-R-‘A‘H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS/KRYPTOR GOLD vadovas.
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B Simboliai

Simboliai, naudojami B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR GOLD gaminiy naudojimo
instrukcijoje ir gaminiy zyméjimui.

mas, mazesnis kaip 50 pS/cm),
pvz., 0,75 mL

tas

Simbolis Vartojimas Simbolis Vartojimas Simbolis Vartojimas
Nuoroda | numatytaja medicinos Medicinos jrenginys in vitro diag- "
Intended Use irenginio paskirt nostikai Partijos kodas
CONT Turinys Kalibratorius CONTROL Kontrolé
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
TION 1/B-R-A-H-M-S KRYPTOR TION 2/B-R-A‘H-M-S KRYPTOR
BUF Buferis SOLN|1] compact SOLUTION 1/ SOLN|2] compact SOLUTION 2/
B-R-A-H-M-S Solution 1 KRYP- B-R-A-H-M-S Solution 2 KRYP-
TOR GOLD TOR GOLD
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
TION 3/B-R-A-H-M-S KRYPTOR TION 4/B-R-A-H-M-S KRYPTOR
SOLN compact SOLUTION 3/ SOLN | 4] compact SOLUTION 4/ CONT |BAGS| | Turimi maiSeliai
B-R-A-H-M-S Solution 3 KRYP- B-R-A-H-M-S Solution 4 KRYP-
TOR GOLD TOR GOLD
MaiSeliai PLATES]| Turimos lektes Lekstes
CONT | VIALS| | Turimi buteliukai VIALS Buteliukai VIAL Buteliukas
Tirpalui parengti naudokite nuro-
dyta kiek] distiliuoto vandens (re- Liofilizuotas, uzsaldytas isdZiovin-
komenduojamas specifinis laidu- LYOPH ’ 4 RCNS Paruoskite tirpalg

Gamintojas

Naudoti iki

o
2
s
A
v

2
@
&

o

Zaliasis tagkas pagal Vokietijos
jstatymus

Registruotas prekiy zenklas

Prekiy Zenklas

A
m
-

Prekés numeris / katalogo nume-
ris

Yra pakankamai (skaicius) testy,
pvz., 50

Paskaitykite naudojimo instrukci-
jas

Jy

Zitrékite pridedama kompaktinj
diskg

Biologinis pavojus

Muavékite apsaugines pirstines

Nesiokite apsauginius akinius

Plaukite rankas

Bendras reglamentinis Zenklas

Bendras draudziamasis Zenklas

Nerukyti

Nevalgyti ir negerti

GHSO05, Korozija

GHS07, Sauktukas

TRACE

TRACE™ technologijos prekés
zenklas

CE atitikties Zyméjimas pagal
98/79/EB direktyvag dél in vitro
diagnostikos medicinos prietaisy

CE atitikties zymejimas pagal
98/79/EB direktyva dél medicinos
jrenginiy in vitro diagnostikai, Il
prieda su notifikuotos organizaci-
jos registracijos numeriu

Temperaturos apribojimas

Nenaudoti pakartotinai

Atsargiai, skaitykite pridedamus
dokumentus

Atsargumo priemoneés, taikomos
netycinio isleidimo atveju

Atliekos
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Instruction for Use

B-R-A‘H-M-S PIGF KRYPTOR

B-R-A-HM-S

PIGF

KRYPTOR

B-R-A"H-M-S is a registered trademark of B-R-A-H-M-S GmbH.
for pmfs::li;nal use | ymi4®-Tb is a registered trademark of Lumiphore, Inc., licensed for use by B-R-A-H-M-S.
Other product names in this document are used for identification purposes; they may be trademarks and/or
registered trademarks of their respective companies.
TRACE™

The manufacture and/or use of this product is covered by one or more of the following patents:
AU2003265294; EP1575416, EP2172220; JP4711972; KR1215701; MX297152, MX275242;
PH12005500130; SG109728; US7407659, US7435419, US7947449, US5627027; ZL03822180.2

Date This version supersedes all earlier versions.

30.05.2013  Changes versus previous version:

® New version

Hm Intended Use

B-R-A-H-M-S PIGF KRYPTOR is an automated immunofluorescent assay for
the quantitative determination of the concentration of human PIGF (Placental
Growth Factor) in human serum.

B Instruments

B-R-A-H-M-S PIGF KRYPTOR may be used on:
O B'R-A‘HM-S KRYPTOR

O B-R-A‘H-M-S KRYPTOR compact

M B-R-A-H-M-S KRYPTOR compact PLUS

B Introduction

The B-R-A-H-M-S PIGF KRYPTOR test is indicated as an aid to be used in
conjunction with other biological and clinical data in the screening of preg-
nant women to assess the probability of developing pre-eclampsia.

Reduced levels of free PIGF imply an increased probability to subsequently
develop pre-eclampsia.

PIGF is an angiogenic factor and belongs to the vascular endothelial growth
factors (VEGF) family. PIGF acts as a vasodilator that increases the diame-
ter of maternal spiral arteries during placentation. In the blood circulation,
PIGF is mainly bound to VEGF receptor-1 (known as fms-like tyrosine kin-
ase-1 or Flt-1) but exists also as a free form.

Pre-eclampsia, which is characterized by gestational hypertension and pro-
teinuria, is a major cause of perinatal and maternal morbidity and mortality
and complicates about 2-8 % of pregnancies worldwide.

Clinically pre-eclampsia may vary from a mild or late form to a severe or ear-
ly form requiring delivery before 34 weeks of gestation.

B Contents

Kit

B-R-A'H-M-S PIGF KRYPTOR

B-R-A-H-M-S GmbH
Neuendorfstr. 25
16761 Hennigsdorf
GERMANY

Switchboard

phone: +49 3302 883-0

fax: +49 3302 883-100

e-mail: info.brahms@thermofisher.com

Customer Service

phone: +49 3302 883-300

fax: +49 3302 883-388

e-mail: service.brahms@thermofisher.com

Orders

phone: +49 3302 883-600, -700, -800
fax: +49 3302 883-666

e-mail: order.brahms@thermofisher.com

Internet
www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin

3

:75 /Hfz...es"c g date

see label for expiry

REF 844.075

Name Quantity | Quality Description

K- 1 Anti human PIGF polyclonal an-

CONJUGATE tibody conjugated with Lumi4®-
Tb, buffer, bovine albumin, rat
immonoglobulins, bovine immo-
noglobulins goat immonoglobu-
lins, trehalose , mannitol

XL- 1 ready for | Anti human PIGF monoclonal

CONJUGATE use antibody conjugated with Cya-
nin5.5, buffer, bovine albumin,
rat immonoglobulins, bovine im-
monoglobulins, goat immono-
globulins, kathon

Bar code card |1 ready for | see the B-R-A-H-M-S KRYP-

use TOR compact PLUS User Man-

ual. The bar code card contains
all information needed for the
registration of a new reagent lot.

B-R-A-H-M-S GmbH
B-R-A-H-M-S PIGF KRYPTOR

Instruction for Use (Version RO1en)
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Accessories Other requisites

B-R-A-H-M-S PIGF KRYPTOR CAL CAL Not supplied with the kit.
Not supplied with the kit. B-R-A-H-M-S KRYPTOR compact PLUS Consumables
REF 84491 /H/ . g zzfelabel for expiry Name REF
2..8°C B-R-A-H-M-S KRYPTOR BUFFER 89970
Intended Use: To readjust the standard curve memorized in B-R-A-H-M-S DAL,
KRYPTOR compact PLUS. B-R-A-H-M-S KRYPTOR compact SOLUTION 1 89981
B-R-A-H-M-S KRYPTOR compact SOLUTION 2 89982
Name Quantity | Quality Description
B-R-A-H-M-S KRYPTOR compact SOLUTION 3 89983
B-R-A-H-M-S [viALs]6 -LYOPH Defibrinated normal human
PIGF (0.85mL) plasma heat treated, recombi- B-R-A-H-M-S KRYPTOR compact SOLUTION 4 89984
giIPTOR nant human PIGF, kathon B-R-A"H-M-S KRYPTOR compact DILCUP 89985
Bar code card | 1 ready for | See the B-R-AH-M-S KRYP- B-RAHM-S KRYPTOR compact REACT 89986
use TOR compact PLUS User Man-
ual. The bar code card contains
information related to the cali- H
brator lot including its concen- u PrecaUtlonS
tration.
Respect the user information given in the User Manual of the
B-R-A-H-M-S KRYPTOR compact PLUS and in this document.
B-R-A‘H-M-S PIGF KRYPTOR QC
é — Observe the expiration dates specified on the label.
. . . — Reagents from different reagent kits should not be mixed.
Not supplied with the kit. — Do not dissociate the elements of a unit.
] — Avoid any microbic contamination of the reagents.
REF 84492 /H/ . g zt:taelabel for expiry
2..8°C f(.)\ Raw materials of human or animal origin contained in the re-
Intended Use: Quality control on board of B-R-A-H-M-S KRYPTOR compact \)/) | agents have been tested with approved kits and found negative
for the anti-HIV 1, anti-HIV 2, anti-HCV antibodies and the HBs
PLUS for the assay. . e ) .
antigen. However as it is impossible to strictly guarantee that
Name Quantity Quality Description such pljodqcts w_iII not transmit he_patitis, the HIV viru_s, orany
other viral infection, all raw materials of human or animal origin
B-R-A‘H-M-S 2 Defibrinated normal human including the samples to be assayed must be treated as poten-
PIGF @2 mL) plasma heat treated, recombi- tially infectious.
KRYPTOR nant human PIGF, kathon
Control 1 The generally acknowledged safety precautions and laboratory
B-R-A-H-M-S 2 Defibrinated normal human tgchnlques must be observed when handling reagents and pa-
PIGF @mL) plasma heat treated, recombi- tient samples.
KRYPTOR nant human PIGF, kathon — Do not pipet by mouth.
Control 2 ‘ — Wash hands after work.
B-R-A-H-M-S 2 Defibrinated normal human
PIGF (2 mL) plasma heat treated, recombi-
(KDSITtero-II-gR nant human PIGF, kathon — Wear protective clothing, protective gloves and safety

glasses at work.

-

Bar code card ready for | See the B-R-A-H-M-S KRYP-
use TOR compact PLUS user’s
manual. The bar code card con-
tains information related to the
control lot, particularly the target

concentrations, the standard

deviations obtained and the — Do not eat, drink or smoke in areas where samples or kit-re-
concentration acceptance rang- agents are handled.
es. This information is visible on

the B-R-‘A-H-M-S KRYPTOR
compact PLUS monitor screen
in the quality control section.

Bar code stick- | 20 for ready for | See the B-R-A-H-M-S KRYP-
on labels each con- |use TOR compact PLUS User Man-
trol ual. The bar code stick-on la- - Remove spills with absorbing paper.
bels are used for identifying the % — All the material used for cleaning up must be disposed of as
controls when assayed on - infectious |ab0rat0ry waste.
B-R-A-HM-S KRYPTOR com- — Prevent from getting into sewage, water, ground.
pact PLUS
o — Used reagent plates and reagent kits are disposed of as po-
m tential infectious laboratory waste according to local regula-
tions.

— Empty containers should be returned to local recyclers.

B-R-A-H-M-S GmbH
B-R-A-H-M-S PIGF KRYPTOR Instruction for Use (Version RO1en) Page 2 of 6



m Principle

The measurement principle of B-R-A-H-M-S KRYPTOR compact PLUS is
based on TRACE™ Technology (Time-Resolved Amplified Cryptate Emis-
sion), which measures the signal that is emitted from an immunocomplex
with time delay. The basis of the TRACE™ Technology is non-radiative ener-
gy transfer from a donor (Cryptate) to an acceptor (XL). The proximity of do-
nor (Cryptate) and acceptor (XL) when they are part of an immunocomplex
and the spectral overlap between donor emission and acceptor absorption
spectra on the one hand, intensify the fluorescent signal of the cryptate and
on the other hand they extend the life span of the acceptor signal, permitting
the measurement of temporally delayed fluorescence.

Precise measuring of analyte concentration: When the sample is excited
with a nitrogen laser at 337 nm, the donor (Cryptate) emits a long-life fluo-
rescent signal in the milli-second range at 620 nm, while the acceptor (XL)
generates a short-life signal in the nanosecond-range at 707 nm.

When the two components are bound in an immunocomplex, both the signal
amplification and the prolongation of the life span of the acceptor signal oc-
cur at 707 nm, so that it can be measured over p-seconds. This long-life sig-
nal is proportional to the concentration of the analyte to be measured.

Reliable prevention of interference: Non-specific signals, e.g. the signals of
the short-life and unbound acceptor XL and the medium-specific interference
signals conditional upon the natural fluorescence of the sample, are elimina-
ted by temporal delay of the fluorescence measurement. The signal gener-
ated by the cryptate at 620 nm serves as an internal reference and is meas-
ured simultaneously with the long-life acceptor signal at 707 nm which is the
specific signal. Interfering influences, e.g. from turbid sera, are automatically
corrected by means of the internally calculated ratio of the intensities at
these wavelengths.

B Instructions

Sample volume.............cccoeieiiiiniicce 70 uL
Incubation time ... 29 min
Results are given in.. .... pg/mL
Conversion factor ...............cccccooeviiininenenene not applicable
Direct measuringrange................ccccccoceeeneenne 3.6...7 000 pg/mL
Measuring range with automatic dilution.......... not applicable
Sample type .......cccooeeiiiiee e serum

Kit stability on board ...............cccocoiiiiiiiine 15 days
Calibrator.............cccooviiiiiiiiiie 1 point
Calibration stability ................cccccoooiiiiiiie 7 days

Assay principle ...............ccoccooiiiiiiie sandwich

store samples at 2...8 °C. If not, samples shall be aliquoted
and stored frozen (-20 °C).

e Citrated plasma, heparin and EDTA should not be used.

® Place the sample in a tube suited for use on B-R-A-H-M-S
KRYPTOR compact PLUS (11-17 mm diameter). This might
be the primary tube.

® The sample tube must contain a minimum volume which will
vary depending on the diameter of the sample tube. A
13 mm diameter tube will require an additional 150 pL of
sample.

® PIGF concentrations in patient samples are not expected to
exceed the direct measuring range. Samples cannot be dilu-
ted.

® |cteric, hemolytic or hyperlipemic samples, or samples
which are turbid or contain fibrin may yield imprecise results.
Such samples are signaled by B-R-A-H-M-S KRYPTOR
compact PLUS.

é e |f the assay is carried out within 24 hours of blood collection,

The operation and maintenance of B-R-A-H-M-S KRYPTOR compact PLUS
are described in the related User Manual.

After it has been opened the reagent unit may be stored on the B-R-A-H-M-S
KRYPTOR compact PLUS in the space provided. Each reagent unit is indi-
vidually identified (bar code) and its maximum period of use after opening is
controlled by the instrument.

To prepare a reagent unit, proceed as follows:
— Remove the security band from the reagent pack.
— Push in the lid by pressing it firmly (see diagram below).

Take care to remove all the foil.

Opening the Kit

Note: Always handle the reagent unit carefully to avoid generation of foam or
bubbles. Such foam/bubbles may interfere with proper detection of reagent
but also correct dispensing of reagents. To avoid the presence of foam/ bub-
bles allow the kit to stand 5...10 min within B-R-A-H-M-S KRYPTOR compact
PLUS prior to use.

A standard curve does not need to be constructed on B-R-A-H-M-S KRYP-
TOR compact PLUS.

The instrument stores the required information after reading the bar code
from the reagent card. A calibration must be carried out for every new re-
agent lot, then repeated on a regular basis. B-R-A-H-M-S KRYPTOR com-
pact PLUS automatically indicates when a calibration is required. Both the
stored and recalibrated standard curve may be displayed on the screen.

The following steps are carried out:

® Conjugates and sample are dispensed into the reaction plate and the sig-
nal emitted is measured periodically.

® After measurement of the fluorescent signal, the data obtained from the
software are compared to the memorized standard curve.

Calibration

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 pS/cm is recommended) indicated on the vial label.

® Allow 15 min for the complete dissolution of the lyophilisate.

® Mix gently after reconstitution.

® Calibration must be carried out with every new reagent kit lot, it is then
repeated on a regular basis automatically managed by B-R-A-H-M-S
KRYPTOR compact PLUS in order to readjust the standard curve.

® Use the calibrator/calibrators only once.

® Do not leave the calibrator/calibrators at room temperature or on the car-
ousel for more than 5 hours.

® The calibrator bar code card must be read in for each new lot of calibra-
tor.

® For further information see the B-R-A-H-M-S KRYPTOR compact PLUS
User Manual.

Control

® |tis recommended that controls be run at least once a day and after each
calibration.

® A control tube is processed like a sample tube.

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 uS/cm is recommended) given on the vial label.

® Allow 15 min. for the complete dissolution of the lyophilisate.

e Mix gently after reconstitution.

e After reconstitution, do not keep a vial more than 5 hours at 18...25 °C
or 24 hours at2...8 °C.

® |tis recommended that the contents of a reconstituted vial be divided into
aliquots which may then be stored frozen at -20 °C for a maximum period
of 1 month.

® Use one of the tubes immediately for measurement.

e After thawing an aliquot, mix gently and use immediately for measure-
ment.

® Once thawed, a control aliquot must not be refrozen.

® The bar code stick-on labels are used for identifying the controls when
assayed on B-R-A-H-M-S KRYPTOR compact PLUS.

® The control kit bar code card must be scanned in for each new lot of con-
trol.

® For further information see the B-R-A-H-M-S KRYPTOR compact PLUS
User Manual.

B-R-A-H-M-S GmbH
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m Quality Control

Good laboratory practice requires that control samples are measured regu-
larly to ensure the quality of the results obtained. These samples must be
processed exactly the same way as the assay samples, and it is recommen-
ded that the results be analysed using appropriate statistical methods.

If desired, B-R-A-H-M-S KRYPTOR compact PLUS can automatically check
the quality of assays at intervals, by statistical analysis on the basis of Levey
Jennings graphs.

It is necessary to comply with national quality assurance guidelines for quan-
titative tests in the medical laboratory (current version). For instance, test ac-
curacy and precision should be monitored by means of laboratory in house
and/or commercially available control materials. If unacceptable control val-
ues are obtained, proceed as outlined in standard laboratory diagnostic pro-
cedures to determine the cause and implement corrective measures.

B Reference Range
Normal non pregnant subjects

A study of 100 presumably healthy male and non pregnant female subjects
showed that 95 % of the samples were found below 16.5 pg/mL. The median
value was 10.3 pg/mL.

Normal values during pregnancy
A continuous study of the Fetal Medicine Foundation in U.K., based on 798

pregnant women, reveals the following results using the B-R-A-H-M-S PIGF
KRYPTOR assay:

Gestational n 5th percen- Median 95th percen-
age tile (pg/mL) (pg/mL) tile (pg/mL)
8 99 9.3 171 28.9
9 100 11.7 22.7 37.8
10 150 16.2 28.2 55.0
11 83 19.0 32.7 61.0
12 231 21.3 42.3 96.7
13 122 25.2 54.7 100.4
14 13 343 61.6 132.0
Note: It is recommended that each laboratory establishes its own refer-
ence ranges based on representative patient collectives and/or test the
validity of the manufacturer’'s commercial test kit data. The values have
been established on serum and are given only as an example.

W Assay Performance

Detection Limit

The Limit of Detection (LOD), and Limit of Blank (LOB) have been deter-
mined following CLSI EP17-A2 guideline (Protocols for Determination of Lim-
its of Detection and Limits of Quantitation). The LOB has been assessed as
being 0.0 pg/mL. The LOD has been assessed as being 3.6 pg/mL.

Sensitivity

The Functional Assay Sensitivity (FAS), detected by inter-assay precision of
20 %, is estimated in accordance with CLSI EP05-A2 guideline (Evaluation
of Precision Performance of Quantitative Measurement Methods). It has
been assessed as being 6.7 pg/mL.

The Limit of Quantitation (LOQ) is the lowest reported concentration level
with total error (imprecision and bias) at 40 %. The LOQ Is estimated in ac-
cordance with CLSI EP17-A guideline (Protocols for Determination of Limits
of Detection and Limits of Quantitation). It has been assessed as being

6.9 pg/mL.

Specificity

The antibodies used in this assay are specific for the measurement of free
PIGF-1.

The cross reactivity is determined in accordance with the CLSI EP7-A2
guideline (Interference Testing in Clinical Chemistry). The following substan-
ces were added to serum with PIGF concentrations of 12 pg/mL, 35 pg/mL
or 480 pg/mL and found to cross-react at the concentrations indicated below:

Tested substance Tested concentration Observed cross reac-

tivity
PIGF-2 (glycosylated) 10 000 pg/mL 13 %
PIGF-3 10 000 pg/mL 4%

VEGF 165 10 000 pg/mL No cross reactivity

VEGF/PIGF heterodim-
er

10 000 pg/mL <1%

The interference testing is performed in accordance with the CLSI EP7-A2
guideline (Interference Testing in Clinical Chemistry). The following substan-
ces were added to serum with PIGF concentrations of 12 pg/mL, 35 pg/mL
or 480 pg/mL and found not to interfere at the concentrations indicated be-
low:

Tested substance Tested concentration
Acetaminophen 200 mg/L
Acetylsalicylic Acid 652 mg/L
Ascorbic Acid 30 mg/mL
Caffeine 59 mg/L
Calcium 200 mg/L
Ethanol (99.5 %) 5%
Folic acid 18 pg/mL
Gentamicin 10 mg/L
Heparin 3000 U/L
Ibuprofen 500 mg/L

Accuracy/ Linearity

The linearity is determined in accordance with the CLSI EP6-A guideline
(Evaluation of the Linearity of Quantitative Measurement Procedures); based
on dilution with recombinant PIGF the linearity of the assay is demonstrated
from the LOQ up to 7 000 pg/mL. Patient samples cannot be diluted.

Accuracy/ "High Dose Hook" Effect

No "High Dose Hook" Effect up to 800 000 pg/mL.

Precision/ Reproducibility for Intra Assay CV

This was evaluated using samples of different concentrations in accordance
with the CLSI EP5-A2 guideline (Evaluation of Precision Performance of
Quantitative Measurement Methods).

Concentration range Within-assay CV %
7-15 pg/mL <20
15 - 40 pg/mL <8
40 - 150 pg/mL <5
> 150 pg/mL <3

Precision/ Reproducibility for Inter Assay CV

This was evaluated using samples of different concentrations in accordance
with the CLSI EP5-A2 guideline (Evaluation of Precision Performance of
Quantitative Measurement Methods).

Concentration range Within-assay CV %
7-15 pg/mL <22
15 - 40 pg/mL <10
40 - 150 pg/mL <7
> 150 pg/mL <5

B-R-A-H-M-S GmbH
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Disturbing Factors

This is determined in accordance with the CLSI EP7-A2 guideline (Interfer-
ence Testing in Clinical Chemistry). The following substances were added to
serum with PIGF concentrations of 12 pg/mL, 35 pg/mL or 480 pg/mL and
found not to interfere at the concentrations indicated below:

Factor Description
Bilirubin No significant effect to 250 mg/L
Hemoglobin No significant effect to 5 g/L

Human serum albumin

No significant effect to 60 g/L

Triglycerids

No significant effect to 30 g/L

Traceability

An International PIGF- Reference Preparation is not available. Therefore the
assay is calibrated using a reference preparation of recombinant human
PIGF as highest available standard. Dilutions of this preparation are checked
by regression analysis and compared to theoretical expected results. Quality
Control of new calibrator manufacturing ensures reproducibility and stability
of calibration along time (according to internal procedure).
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B Symbols
Symbols used in Instruction for Use and Product Labelling of B-R-A-H-M-S KRYPTOR compact PLUS products.
Symbol Usage Symbol Usage Symbol Usage
Reference to the Intended use of In Vitro Diagnostic Medical De-
Intended Use the Medical Device vice Batch Code
Contents CAL Calibrator Control
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
Buffer TION 1/B-R-A'H-M-S KRYPTOR TION 2/B-R-A'H-M-S KRYPTOR
compact SOLUTION 1 compact SOLUTION 2
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
TION 3/B-R-A-H-M-S KRYPTOR TION 4/B-R-A-H-M-S KRYPTOR Bags contained
compact SOLUTION 3 compact SOLUTION 4
Bags Plates contained Plates
Vials contained Vials Vial
Use given Volume of destilled
Water (conductivity of less than . . .
50 uS/cm is recommended) for Lyophilized, Freeze Dried Reconstitute
Reconstitution, e.g. 0.75 mL
GN)NE,,% .
u Manufacturer E Use by e@t E%reen Dot according to German
aw
® Registered Trade Mark ™ Trade Mark REF Q:r'de Number/Catalogue Num-
Contains sufficient for (Number . '/ . .
©
Vﬁo of) tests, .g. 50 I::]i] Consult Instructions for Use See Accompanying Compact Disk
(()\ Biohazard Wear Protective Gloves \CAUJ Wear Safety Glasses
W
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Symbol Usage Symbol Usage Symbol Usage
‘ Wash hands General Regulatory Sign > General Prohibitive Sign
‘ Do not Smoke Do not Eat and Drink . Harmful

™ CE Conformity Marking According
. Irritant TRACE | [rade Mark for TRACE "-technol- c E to Directive 98/79/EC on In Vitro

ogy

Diagnostic Medical Devices

C

M

0483

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices, An-
nex Il with Reg.Number of Noti-
fied Body

Temperature Limitation

Do not Reuse

>

Caution, consult accompanying
documents

Accidental Release Measures

Waste

B-R-A-H-M-S GmbH
B-R-A-H-M-S PIGF KRYPTOR
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B-R-A-HM-S

PIGF

KRYPTOR

Naudojimo instrukcija

B-R-A‘H-M-S PIGF KRYPTOR

B-R-A-H-M-S yra registruotas prekiy zenklas, priklausantis, B-R-A-H-M-S GmbH.
tik profesionaliam | ,mi4®.Th" yra "Lumiphore, Inc." registruotas prekes Zenklas, kurio naudojimo licencija suteikta
naudojimui B-RAH-M-S.

Kity produkty pavadinimai Siame dokumente yra naudojami atpazinimo tikslais; jie gali biti atitinkamy bendro-
viy prekiy Zenklai ir/arba registruoti prekiy Zenklai.

TRACE™
Sio produkto pagaminimui ir/ar naudojimui taikomas vienas ar keli $ie patentai: AU2003265294;
EP1575416, EP2172220; JP4711972; KR1215701; MX297152, MX275242; PH12005500130; SG109728;
US7407659, US7435419, US7947449, US5627027; ZL03822180.2
Data Si versija pakeicia visas kitas versijas.

03.06.2013  Pakeitimai lyginant su ankstesne versija:
® Nauja versija

B-R-A-H-M-S GmbH
Neuendorfstr. 25
16761 Hennigsdorf
VOKIETIJA

Valdymo pultas

garsas: +49 3302 883-0

Faksas: +49 3302 883-100

El. pastas: info.brahms@thermofisher.com

Klienty aptarnavimas

garsas: +49 3302 883-300

Faksas: +49 3302 883-388

El. pastas: service.brahms@thermofisher.com

Uzsakymai

garsas: +49 3302 883-600, -700, -800
Faksas: +49 3302 883-666

El. pastas: order.brahms@thermofisher.com

Internetas
www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin
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m Paskirtis W Turinys
B-R-A-H-M-S PIGF KRYPTOR yra automatinis imunofluorescentinis tyrimas,
skirtas Zmogaus PIGF (,Placental Growth Factor®, placentos augimo fakto- Komplektas
riaus) koncentracijos kiekybiniam nustatymui Zmogaus serume. B-R-A-H-M-S PIGF KRYPTOR
. . . :\_/ ; galiojimo laikas
[ | Pr|eta|sa| REF 844.075 75 /H/ 2. .8°C g nurodytas etiketéje
B-R-A-H-M-S PIGF KRYPTOR gali bati naudojami su:
O B-RAHMSKRYPTOR Pavadinimas | Kiekis Kokybé Aprasymas
O B-R-A‘H-M-S KRYPTOR compact K 1 Polikloniniai antikinai prie$
M B-RAHMSKRYPTOR compact PLUS KONJUGATA Zmogaus PIGF, konjuguoti su
S Lumi4®-Tb, buferis, jaucio albu-
. minas, Ziurkés imunoglobulinai,
[} lzanga jaugio imunoglobulinai, ozkos
imunoglobulinai, trehaloze, ma-
B-R'A-H-M-S PIGF KRYPTOR tyrimas naudojamas kaip pagalbiné nésciujy nitolis
prieziuros priemoné, kuri taikoma atsizvelgiant j kitus biologiniy ir klinikiniy N . .
tyrimy duomenis, vertinant preeklampsijos iSsivystymo tikimybe. XL 1 paruosFa Monoklon|n|a| ant|ku_na| pries
. . ] ] ) . KONJUGATA naudoti zmogaus PIGF, konjuguoti su
_Sumgze_Jus_lvle_nsvo PIGF_ Ifoncentracua rodo didesne vélesnés preeklampsi- s Cyanin.5, buferis, jaugio albu-
jos biklés iSsivystymo tikimybe. minas, Ziurkés imunoglobulinai,
PIGF yra angiogenezeés faktorius ir priklauso kraujagysliy endotelio augimo jaucio imunoglobulinai, ozkos
faktoriy Seimai (VEGF, ,vascular endothelial growth factors®). PIGF veikia imunoglobulinai, katonas
kaip vazodilatatorius, kuris iSplecia motinos spiraliniy arterijy skersmenj pla- .. N N
centacijos metu. Kraujotakoje PIGF daugiausia yra susijunges su VEGF re- Braksninio 1 paruosta | zr. B-R-A-H-M-S KRYPTOR
ceptoriumi-1 (kuris yra Zinomas, kaip panasi j fms tirozino kinazé-1 arba kodo kortele naudoti compact PLUS naudotojo vado-
Flt-1), bet taip pat egzistuoja ir laisva forma. va. Briksninio kodo korteleje
N o L L L o yra visa informacija, reikalinga
_Preeklamps_ua,_ kgrlal -budm_gg ges_tacm_m laikotarpio h|pe_rter?zvua ir protem_un- nauijai reagento partijai jregist-
ja, yra pagrindiné perinatalinio bei motinos sergamumo ir mirStamumo prie- ruoti.

zastis, pasauliniu mastu $i komplikacija iSsivysto mazdaug 2-8 % néstumo

atvejais.

Klinikinis preeklampsijos vaizdas gali biti jvairus, nuo lengvos arba veélyvo-
sios formos iki sunkios arba ankstyvosios formos, kai tenka gimdyti dar iki 34
néstumo savaités.

B-R-A-H-M-S GmbH
B-R-A-H-M-S PIGF KRYPTOR Naudojimo instrukcija (Versija RO1It)
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Priedai
B-R-A-H-M-S PIGF KRYPTOR CAL CAL

| komplekta nejeina.
E galiojimo laikas
2..8°C nurodytas etiketéje

Kiti rekvizitai
| komplektg nejeina.

B-R-A-H-M-S KRYPTOR compact PLUS naudojimo
reikmenys

REF 84491
8449 Pavadinimas REF
Paskirtis: Pakoreguoti standartine kreive, kuri iSsaugota B-R-A-H-M-S KRYP- B-R-A-H-M-S KRYPTOR BUFFER 89970
TOR compact PLUS.
B-R-A-H-M-S KRYPTOR compact SOLUTION 1 89981
Pavadinimas | Kiekis Kokybé Aprasymas B-R-A-H-M-S KRYPTOR compact SOLUTION 2 89982
BRAHMS 6 Normali karS¢iu apdorota Zmo- B-RA'H-M-S KRYPTOR compact SOLUTION 3 89983
PIGF (0,85 mL) gaus plazma, i$ kurios pasalin-
KRYPTOR tas fibrinas, rekombinantinis B:R-A-H-M-S KRYPTOR compact SOLUTION 4 89984
CAL zmogaus PIGF, katonas
- B-R-A-H-M-S KRYPTOR compact DILCUP 89985
Bruks$ninio 1 paruosta | Zr. B-R-A-H-M-S KRYPTOR
kodo kortelé naudoti compact PLUS naudotojo vado- B-R-A-H-M-S KRYPTOR compact REACT 89986

va. Bruksninio kodo korteléje
yra informacija apie kalibrato-
riaus partijg ir jo koncentracija.

B-R-A-H-M-S PIGF KRYPTOR KK

| komplektg nejeina.

REF 84492

g galiojimo laikas
2..8°C nurodytas etiketéje
Paskirtis: Kokybés kontrolé pradéjus naudoti B-R-A-H-M-S KRYPTOR com-
pact PLUS analizei.

B Atsargumo priemoneés

me dokumente.

— Atkreipkite démesj j galiojimo datas, nurodytas ant etiketés.
— Negalima mai8yti reagenty i$ skirtingy reagenty rinkiniy.

— Rinkinio elementus laikykite kartu.

— Saugokite reagentus nuo uzkrétimo mikrobais.

Laikykités vartotojui skirty nurodymu, kurie pateikiami
B-R-A-H-M-S KRYPTOR compact PLUS vartotojo vadove ir Sia-

f(.)\ Neapdorotos reagentuose esancios Zmogaus ar gyvuninés kil-
W més medziagos buvo testuotos patvirtintais rinkiniais ir gautas
neigiamas rezultatas dél anti-ZIV 1, anti-ZIV 2, anti-hepatito C
viruso antikiiny ir HB antigeno. Taciau nejmanoma absoliuciai
garantuoti, kad $ie preparatai neperduos hepatito, ZIV viruso ar
bet kurios kitos virusinés infekcijos; visos neapdorotos Zzmo-
gaus ar gyvuninés kilmés medziagos, jskaitant meéginius, kurie
bus analizuojami, turi biti laikomos potencialiai uzkreciancio-
mis.

Pavadinimas | Kiekis Kokybé ApraSymas
B-R-A-H-M-S 2 Normali kar§g&iu apdorota zmo-
PIGF (2 mL) gaus plazma, i$ kurios pasalin-
KRYPTOR tas fibrinas, rekombinantinis
Kontrolé 1 zmogaus PIGF, katonas
B-R-A'H-M-S 2 Normali kar§éiu apdorota Zmo-
PIGF (2 mL) gaus plazma, i$ kurios pasalin-
KRYPTOR tas fibrinas, rekombinantinis
Kontrolé 2 zmogaus PIGF, katonas
B-R-A‘H-M-S 2 Normali karsgiu apdorota Zmo-
PIGF (2 mL) gaus plazma, i$ kurios pasalin-
KRYPTOR tas fibrinas, rekombinantinis
Kontrolé 3 zmogaus PIGF, katonas
Braksninio 1 paruo$ta | Zr. B-R-A-H-M-S KRYPTOR
kodo kortelé naudoti compact PLUS naudotojo vado-
vg. Bruksninio kodo korteléje
pateikiama informacija apie
kontrolinés medziagos partijg,
ypac apie tikslines koncentraci-
jas, gaunamas standartines pa-
klaidas ir priimtinos koncentraci-
jos diapazonus. Si informacija
rodoma B-:R-A-H-M-S KRYP-
TOR compact PLUS monito-
riaus ekrane kokybés kontrolés
skyriuje.
Etiketés su 20 kiekvie- | paruosta | Zr. B-R-A‘H-M-S KRYPTOR
briksniniu nai kontro- | naudoti compact PLUS naudotojo vado-
kodu linei me- va. Prilipdytos etiketés su
dziagai briksSniniu kodu naudojamos
kontroliniy méginiy identifikavi-
mui, kai atliekama analizé su
B-R-A-H-M-S KRYPTOR com-
pact PLUS

— Perpylimui nenaudokite burnos.
Po darbo nusiplaukite rankas.

Dirbant su reagentais ir pacienty meéginiais privalu laikytis vi-
suotinai pripazinty saugumo instrukcijy ir laboratorijos darbo
metody.

— Darbe dévékite apsauginius drabuzius, apsaugines pirstines
ir apsauginius akinius.

— ISsiliejusias medziagas iSvalykite sugeriamuoju popieriumi.

— Visos valymui naudotos medziagos turi bati $alinamos kaip
uzkre¢iamos laboratorijos atliekos.

— Neleiskite, kad atliekos patekty j kanalizacija, vandenj, grun-

— Nevalgykite, negerkite ir nerukykite patalpose, kuriose dirba-
ma su meginiais ar reagenty rinkiniais.

ta.
o — Panaudotas reagenty lekstes ir reagenty rinkinius reikia Sa-
m linti kaip uzkregiancias laboratorijos atliekas pagal vietos
valdzios potvarkius.

— Tuscios talpyklos turi bati grazintos vietos perdirbéjams.

B-R-A-H-M-S GmbH
B-R-A-H-M-S PIGF KRYPTOR
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m Principas

B':R-A-H-M-S KRYPTOR compact PLUS matavimo principas remiasi TRA-
CE™ technologija (laikui bégant sugeriama papildyta kriptato emisija (Time-
Resolved Amplified Cryptate Emission)), kuri matuoja signala, kurj su uzdel-
simu i$leidZia imuninis kompleksas. TRACE™ technologijos pagrinda sudaro
neradioaktyvios energijos perdavimas i§ donoro (kriptato) akceptoriui
(XL).Donoro (kriptatas) ir akceptoriaus (XL) artumas, kai jie yra imuninio
komplekso dalis, ir spektrinis persidengimas tarp donoro emisijos ir akcepto-
riaus absorbcijos spektry, viena vertus, suintensyvina fluorescentinj kriptato
signala, kita vertus, prailgina akceptoriaus signalo trukme ir leidzZia iSmatuoti
uzdelstg fluorescencija.

Analités koncentracijos tikslus matavimas:Kai méginys yra suzadinamas su
azoto lazeriu 337 nm, donoras (kriptatas) iSleidzia ilgalaikj fluorescentinj sig-
nalg milisekundziy diapazone 620 nm, tuo tarpu acceptorius (XL) sukuria
trumpalaikj signala nanosekundziy diapazone 707 nm.

Kai du komponentai yra susieti imuniniame komplekse, ir signalo papildy-
mas, ir akceptoriaus signalo trukmés pailgéjimas jvyksta 707 nm, taigi, tai
galima iSmatuoti per mikro sekundes. ligai iSliekantys signalai yra proporcin-
gi matuojamos analités koncentracijai.

Patikima apsauga nuo trukdziy: Nespecifiniai signalai, t.y. trumpalaikiai ir ne-
susieto akceptoriaus XL signalai bei terpei budingi trukdziy signalai, kuriuos
sukelia natdrali méginio fluorescencija, yra pasalinami dél fluorescencijos
matavimo laiko uzdelsimo. Kriptato sukurtas 620 nm signalas pasitarnauja
kaip vidiné nuoroda ir yra matuojamas vienu metu su ilgalaikiu akceptoriaus
707 nm signalu, kuris yra specifinis signalas. Trukdzius sukeliancios jtakos,
pvz., i drumsto serumo, yra automatiskai iStaisomos panaudojant viduje ap-
skaiciuota Siy bangy ilgiy intensyvumo proporcija.

B Instrukcijos

Méginio KiekKis ..............ccoooveiiiiiiiiiiieeeee
Inkubacijos laikas
Rezultatai yra pateikiami Siais matavimo

vienetais .... pg/mL
Perskaiciavimo koeficientas ...................c........ netaikoma
Tiesioginio matavimo diapazonas ................... 3,6...7 000 pg/mL
Matavimo diapazonas su automatiniu

atskiedimu ...

Méginio tipas

Rinkinio patvarumas pradéjus jj naudoti.......... 15 dienos
Kalibratorius ...............ccoooeiiiiiiiiiicccee 1 taskas
Kalibravimo patvarumas...............c.ccccceeeenenne 7 dienos
Analizés principas ...........cccccceeeiieeiieeniiieeneenn sumustinio

mo, meéginius saugokite 2...8 °C. Jei ne, méginius reikia pa-
dalyti  lygias porcijas ir laikyti uzsaldytus (=20 °C).

® Neturety bati naudojama plazma su citratu, heparinu ir ED-
TA.

® |dékite méginj | mégintuvélj, tinkamg naudoti su
B-R-A-H-M-S KRYPTOR compact PLUS(11-17 mm skers-
mens). Tai gali bati pirminis mégintuvélis.

® Mégintuveélyje turi bati minimalus turis, kuris gali skirtis, pri-
klausomai nuo mégintuvélio skersmens. 13 mm skersmens
meégintuvéliui dar reikés papildomai 150 L méginio.

® Manoma, kad PIGF koncentracija pacienty méginiuose ne-
turi virSyti tiesioginio matavimo diapazono. Méginiy negali-
ma skiesti.

® Geltos, hemolitiniai ar hiperlipeminiu méginiu arba méginiu,
kurie yra drumsti ar turi fibrino, rezultatai gali buti netikslis.
Tokius méginius B-R-A-H-M-S KRYPTOR compact PLUS

é e Jei tyrimas atliekamas per 24 valandos nuo kraujo paémi-

pazymi.

B-R-A-H-M-S KRYPTOR compact PLUS veikimas ir prieziura aprasyti atitin-
kamame naudotojo vadove.

Atidarius reagentsq jis gali bati laikomas B-R-A-H-M-S KRYPTOR compact
PLUS nurodytoje vietoje. Kiekvienas reagenty vienetas yra individualiai iden-
tifikuojamas (briksniniu kodu) ir jo tinkamumo naudoti po atidarymo laika
kontroliuoja jrenginys.

Norint paruosti reagenty vieneta, reikia atlikti Siuos veiksmus:

— Nuimkite apsaugine reagenty pakuotés juostele.

— |stumkite dangtelj jj stipriai paspausdami (zr. schemg apacioje)

Atsargiai nuimkite visa folijg.

Rinkinio atidarymas

Pastaba:: Su reagenty vienetu visada elkités atsargiai, kad nesusidaryty
puty ar burbuliuky. Susidariusios putos ar burbuliukai gali pakenkti tinkamam
reagenty aptikimui bei reagenty pasiskirstymui. Kad nelikty putu/burbuliuky,
iki naudojimo rinkinj palaikykite prietaise B-R-A-H-M-S KRYPTOR compact
PLUS 5-10 min.

Standartinés kreivés B-R-A-H-M-S KRYPTOR compact PLUS sukurti nerei-
kia.

|renginys iSsaugo reikiamg informacijg kai perskaito briksninj koda nuo rea-
genty kortelés. Kalibravima reikia atlikti kiekvienai naujai reagenty partijai,
po to jj reikia reguliariai pakartoti. B-R-A-H-M-S KRYPTOR compact PLUS
automatiskai nurodo, kad reikia atlikti kalibravimg. Ekrane gali bati rodoma
tiek atmintyje iSsaugota, tiek naujai sukalibruota standartiné kreive.

Reikia atlikti Siuos veiksmus:

® Junginiai ir méginys sudedami j reakcijy padeklg ir siunciamas signalas
periodiSkai matuojamas.

® |Smatavus fluorescencinj signalg, i$ programos gauti duomenys palygina-
mi su iSsaugota standartine kreive.

Kalibravimas

e Kiekviename buteliuke parenkite tokio distiliuoto vandens tario tirpala (re-
komenduojamas mazesnis laidumas nei 50 uS/cm), koks nurodytas bute-
liuko etiketéje.

® Palaukite 15 min, kol liofilizuotos medziagos visiSkai istirps.

® Parengty tirpalg atsargiai pamaiSykite.

e Kalibravimg reikia atlikti su kiekviena nauja reagenty rinkiniy partija, po to
B-R-A-H-M-S KRYPTOR compact PLUS jj nuolat automatiskai pakartoja,
kad baty vél suderinta standartiné kreivé.

e Kalibratoriy (kalibratorius) naudokite tik vieng karta.

o Nepalikite kalibratoriaus (kalibratoriy) kambario temperatiroje arba ant
sukamojo jrenginio ilgiau nei 5 valandos.

e Kalibratoriaus broksninio kodo kortelé turi bati nuskaitoma kiekvienai
naujai kalibratoriy partijai.

® Daugiau informacijos rasite B-R-A-H-M-S KRYPTOR compact PLUS nau-
dotojo vadove.

Kontrole

® Rekomenduojama kontroline analize atlikti bent kartg per dieng ir po
kiekvieno kalibravimo.

e Kontrolés mégintuvélis apdorojamas taip pat, kaip ir méginio mégintuvé-
lis.

® Kiekviename buteliuke parenkite tokio distiliuoto vandens tirio tirpalg (re-
komenduojamas mazesnis laidumas nei 50 uS/cm), koks nurodytas bute-
liuko etiketéje.

® Palaukite 15 min, kol liofilizuotos medziagos visiSkai istirps.

® Parengty tirpalg atsargiai pamaisykite.

® Po tirpalo parengimo buteliuko nelaikykite ilgiau nei 5 valandos 18...
25 °C arba 24 valandos 2...8 °C.

® Rekomenduojama padalyti buteliuke parengta tirpalg j bandinius, kuriuos

galima laikyti uzsaldytus -20 °C temperatiroje iki 1 ménuo.

Nedelsdami naudokite vieng i§ mégintuveéliy matavimui.

Atsilde porcijg, Svelniai pamaisykite ir nedelsdami naudokite matavimui.

Kartg atSildzius, kontrolinés porcijos negalima vél uzSaldyti.

Prilipdytos etiketés su brik$niniu kodu naudojamos kontroliniy méginiy

identifikavimui, kai atliekama analizé su B-R-A-H-M-S KRYPTOR com-

pact PLUS.

e Kontrolés rinkinio braksninio kodo kortelé turi bati nuskaitoma kiekvienai
naujai kontrolés partijai.

® Daugiau informacijos rasite B-R-A-H-M-S KRYPTOR compact PLUS nau-
dotojo vadove.

B-R-A-H-M-S GmbH
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m Kokybés kontrolé

Gera laboratorijos darbo praktika reikalauja, kad kontroliniai méginiai bty
reguliariai matuojami siekiant uztikrinti gauty rezultaty kokybe. Sie méginiai
turi bati apdorojami lygiai kaip pat kaip ir analizés méginiai, be to, rekomen-
duojama, kad rezultatai baty analizuojami naudojant atitinkamus statistikos
metodus.

Jei reikia, B-R-A'H-M-S KRYPTOR compact PLUS gali automatiSkai nustaty-
tais laiko tarpais patikrinti analizés kokybe pritaikant statistine analize, kuri
remiasi Levey Jennings grafikais.

Batina atitikti nacionalinius kokybés uztikrinimo potvarkius kiekybiniams tes-
tams medicinos laboratorijoje (dabartiné versija). PavyzdZiui, testy tikslumas
turi bati stebimas naudojant pacioje laboratorijoje esancias ir/ar jsigyjamas
kontrolés medziagas. Jei gaunamos nepriimtinos kontrolinés vertés, veikite
taip, kaip yra nurodyta standartinés laboratorijos diagnostikos procedirose,
kad buty nustatyta priezastis ir jgyvendintos iStaisymo priemonés.

m Pasikliovimo intervalas
Normalus tiriamieji, ne nésStumo metu

100 sveikais laikomy vyry ir nesilaukianciy motery tyrimas parodé, kad 95 %
meéginiuose kiekis buvo mazesnis nei 16,5 pg/mL. Vidutiné reikSmé buvo
10,3 pg/mL.

Normalios reikSmés néStumo metu

Testiniame ,Fetal Medicine Foundation®, JK, tyrime, kuriame dalyvavo 798
nésciujy, gauti tokie B-R-A-H-M-S PIGF KRYPTOR analizés rezultatai:

Gestacinis n 5-0ji procen- Mediana 95-qji pro-
amzius tile (pg/mL) (pg/mL) centilé
(pg/mL)
8 99 9,3 171 28,9
9 100 11,7 22,7 37,8
10 150 16,2 28,2 55,0
11 83 19,0 32,7 61,0
12 231 21,3 42,3 96,7
13 122 25,2 54,7 100,4
14 13 343 61,6 132,0
Pastaba:: Kiekvienai laboratorijai rekomenduojama nustatyti savo atskaiti-
nio diapazono ribas, pagristas pakankamai didelio pacienty skai¢iaus duo-
menimis, ir (arba) patikrinti, ar galioja gamintojo parduodamo tyrimy rinki-
nio duomenys. ReikS§més nustatytos naudojant seruma ir pateikiamos tik
kaip pavyzdys.

B Tyrimy metodo charakteristikos
Aptikimo riba

Aptikimo riba (LOD, Limit of Detection) ir Tus€ioji riba (LOB, Limit of Blank)
buvo nustatytos pagal CLSI EP17-A2 direktyva (,Protocols for Determination
of Limits of Detection and Limits of Quantitation“). Nustatyta LOB reikSmé
0,0 pg/mL. Nustatyta LOD reikSmé 3,6 pg/mL.

Jautrumas

Funkcinis tyrimo jautrumas (,Functional Assay Sensitivity (FAS)“), nustatytas
vertinant tiksluma palyginant tyrimus tarpusavyje ir lygus 20 %, yra vertina-
mas pagal CLSI EP05-A2 direktyva (,Evaluation of Precision Performance of
Quantitative Measurement Methods"). Nustatyta reikSmé 6,7 pg/mL.

Kiekybinio nustatymo riba (,Limit of Quantitation (LOQ)") yra maziausias ste-
bétas koncentracijos lygmuo su bendraja paklaida (rezultaty nesutapimas ir
paklaida) — 40 %. LOQ yra vertinama pagal CLSI EP17-A direktyva (,Proto-
cols for Determination of Limits of Detection and Limits of Quantitation®).
Nustatyta reikSmé 6,9 pg/mL.

SpecifiSkumas

Siame tyrime naudojami antiklinai yra specialiai skirti laisvo PIGF-1 matavi-
mui.

KryZzminés reakcijos nustatomos pagal CLSI EP7-A2 direktyva (,Interference
Testing in Clinical Chemistry®). | serumg su PIGF 12 pg/mL, 35 pg/mL arba
480 pg/mL koncentracijomis buvo pridéta Siy medziagy ir nustatyta, kad
kryzmineés reakcijos vyksta esant Zemiau nurodytoms koncentracijoms:

Tirta medziaga Tirta koncentracija Stebétos kryzminés
reakcijos
PIGF-2 (glikozilintas) 10 000 pg/mL 13 %
PIGF-3 10 000 pg/mL 4%

VEGF 165 10 000 pg/mL KryZminiy reakcijy néra

VEGF/PIGF heterodi-
meras

10 000 pg/mL <1%

TrukdZiy tyrimas atliekamas pagal CLSI EP7-A2 direktyva (,Interference
Testing in Clinical Chemistry“). | serumg su PIGF 12 pg/mL, 35 pg/mL arba
480 pg/mL koncentracijomis buvo pridéta Siy medziagy ir nustatyta, kad
trukdancios sgveikos reakcijos nepasireiSkia esant Zemiau nurodytoms kon-
centracijoms:

Tirta medziaga Tirta koncentracija
Acetaminofenas 200 mg/L
Acetilsalicilo rugstis 652 mg/L
Askorbo rugstis 30 mg/mL
Kofeinas 59 mg/L
Kalcis 200 mg/L
Etanolis (99,5 %) 5%
Folio ragstis 18 pg/mL
Gentamicinas 10 mg/L
Heparinas 3 000 U/L
Ibuprofenas 500 mg/L

Tikslumas/TiesiSkumas

TiesiSkumas nustatomas pagal CLSI EP6-A direktyva (,Evaluation of the Li-
nearity of Quantitative Measurement Procedures®); atsizvelgiant | atskiedi-
mus rekombinantiniu PIGF, tyrimo tiesiSkumas pasireiskia nuo LOQ iki

7 000 pg/mL. Pacienty méginiy negalima skiesti.

Tikslumas/ "Uzkabinimo didelémis dozémis"
Efektas

Néra "didelés dozés kablio" efekto iki 800 000 pg/mL.

Tikslumas/ Pasikartojamumas atliekant vidinj
Sirdies ir kraujagysliy tyrimg

Tai buvo vertinama su skirtingos koncentracijos méginiais pagal CLSI EP5-
A2 direktyva (,Evaluation of Precision Performance of Quantitative Measure-
ment Methods").

Koncentracijos diapazonas CV % paciame tyrime
7-15 pg/mL <20
15-40 pg/mL <8
40-150 pg/mL <5
> 150 pg/mL <3

Tikslumas/ Pasikartojamumas atliekant tarpinj
Sirdies ir kraujagysliy tyrimg

Tai buvo vertinama su skirtingos koncentracijos méginiais pagal CLSI EP5-
A2 direktyva (,Evaluation of Precision Performance of Quantitative Measure-
ment Methods").
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Koncentracijos diapazonas CV % pagiame tyrime [3] Andraweera, P. H G A. Dekker, et al. The vascular endothelial
growth factor family in adverse pregnancy outcomes. Hum Reprod Up-
7-15 pg/mL <22 date 2012, 18(4): 436-57.
[4] Cowans, N. J., H. Alfthan, et al. Stability of first trimester placental
15-40 pg/mL <10 growth factor in serum and whole blood. Prenat Diagn 2011, 31(12):
1193-7
40-150 L <7
pg/m [5] Crispi, F., E. Llurba, et al. Predictive value of angiogenic factors and
> 150 pg/mL <5 uterine artery Doppler for early- versus late-onset pre-eclampsia and
Pg
intrauterine growth restriction. Ultrasound Obstet Gynecol 2008, 31(3):
303-9.
Ardantys veiksniai [6] Lai,J., A Pin_as, et al. Maternal _Serum Placental Growth Factor, _Pr(_eg—
nancy-Associated Plasma Protein-A and Free beta-Human Chorionic
Nustatoma pagal CLSI EP7-A2 direktyva (,Interference Testing in Clinical Gonadotrophin at 30-33 Weeks in the Prediction of Pre-Eclampsia. Fe-
Chemistry*). | serumg su PIGF 12 pg/mL, 35 pg/mL arba 480 pg/mL kon- tal Diagn Ther 2013, 33(3): 164-72.
centracijomis buvo pridéta Siy medziagy ir nustatyta, kad trukdancios savei-
kos reakcijos nepasireiskia esant Zemiau nurodytoms koncentracijoms: Technolog |Ja
DR BT [A] Mathis G, Lehn JM.: Trace — Another Story of Time. Isotopics 1995;
Bilirubinas Be reikdmingo poveikio iki 250 mg/L Vol. 9.
- — — [B] Mathis G., Clin. Chem. 1993; 39:1953-9.
Hemoglobinas Be reik8mingo poveikio iki 5 g/L [C] B-R-AH-M-S KRYPTOR compact PLUS vartotojo vadova.
N D] B-R'‘A‘H-M-S KRYPTOR t PL .
Zmogaus serumo albuminas Be reikSmingo poveikio iki 60 g/L (O] S OR compac US vadovas
Trigliceridai Be reikSmingo poveikio iki 30 g/L
Susekamumas

Tarptautinio PIGF etaloninio preparato néra. Todél tyrimas kalibruojamas

naudojant etaloninj preparata su rekombinatiniu Zmogaus PIGF, kaip auks-
diausiu esamu standartu. Sio preparato atskiedimai tikrinami regresinés ana-
lizés metodais ir palyginami su teoriSkai tikétinais rezultatais. Naujo kalibra-
toriaus pagaminimo kokybés kontrolé garantuoja kalibravimo atkuriamumg ir
stabiluma per ilgesnj laika (pagal vidine procedura).

W Bibliografija
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[11  Akolekar, R., A. Syngelaki, et al. Prediction of early, intermediate and
late pre-eclampsia from maternal factors, biophysical and biochemical
markers at 11-13 weeks. Prenat Diagn 2011, 31(1): 66-74.

[2] Akolekar, R., E. Zaragoza, et al. Maternal serum placental growth fac-
tor at 11 + 0 to 13 + 6 weeks of gestation in the prediction of preec-
lampsia. Ultrasound Obstet Gynecol 2008, 32(6): 732-9.

B Simboliai

Simboliai, naudojami B-R-A-H-M-S KRYPTOR compact PLUS gaminiy naudojimo instrukcijoje ir gaminiy Zymeéjimui.

compact TIRPALAS 3

compact TIRPALAS 4

Simbolis Vartojimas Simbolis Vartojimas Simbolis Vartojimas
Nuoroda | numatytajg medicinos ) Medicinos jrenginys in vitro diag- o7 "
Intended Use jrenginio paskirtj [1vD)] nostikai Partijos kodas
Turinys CAL Kalibratorius Kontrolé
B'-R-‘A-H'M-S KRYPTOR TIRPA- B-R-A-H'M-S KRYPTOR TIRPA-
Buferis LAS 1/B-R-A-H-M-S KRYPTOR LAS 2/B-R-A-H-M-S KRYPTOR
compact TIRPALAS 1 compact TIRPALAS 2
B'-R-A-H-M-S KRYPTOR TIRPA- B-R-A-H-M-S KRYPTOR TIRPA-
LAS 3/B-R-A-H-M-S KRYPTOR 4] | LAS 4/B-RAH-M-S KRYPTOR Turimi maiseliai

mas, mazesnis kaip 50 yS/cm),
pvz., 0,75 mL

tas

Maiseliai Turimos lektes Lekstes
Turimi buteliukai Buteliukai Buteliukas
Tirpalui parengti naudokite nuro-
dyta kieki distiliuoto vandens (re- Liofilizuotas, uzsaldytas isdziovin-
komenduojamas specifinis laidu- LYOPH ’ Paruoskite tirpalg

w| [ B

Gamintojas Naudoti iki § % Zallass taskas pagal Vokietijos
jstatymus
. A ™ L Prekés numeris / katalogo nume-
® Registruotas prekiy Zenklas Prekiy Zenklas REF .

ris
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Simbolis

Vartojimas

Simbolis

Vartojimas

Simbolis

Vartojimas

<

Yra pakankamai (skaicius) testy,
pvz., 50

Paskaitykite naudojimo instrukci-
jas

Zitirékite pridedama kompaktinj
diskg

J

X

Biologinis pavojus

Muvekite apsaugines pirstines

<,
¥

Nesiokite apsauginius akinius

Plaukite rankas

ek

Bendras reglamentinis Zenklas

%,

Bendras draudziamasis Zenklas

Nerukyti Nevalgyti ir negerti Kenksmingas
™ . . CE atitikties Zzymejimas pagal
Dirginantis TRACE | |RACE™ technologijos prekeés 98/79/EB direktyva dél in vitro

zenklas

diagnostikos medicinos prietaisy

C

m

0483

CE atitikties Zzymejimas pagal
98/79/EB direktyvag dél medicinos
jrenginiy in vitro diagnostikai, Il
prieda su notifikuotos organizaci-
jos registracijos numeriu

Temperaturos apribojimas

Nenaudoti pakartotinai

>

Atsargiai, skaitykite pridedamus
dokumentus

Atsargumo priemoneés, taikomos
netycinio iSleidimo atveju

] & |

Atliekos
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thermoscientific

Instruction for Use

B-R-A-H-M-S sFlt-1 KRYPTOR

B-R-A‘H-M-S GmbH

Neuendorfstr. 25

16761 Hennigsdorf

GERMANY

Switchboard

phone: +49 3302 883-0

fax: +49 3302 883-100

e-mail: info.brahms@thermofisher.com

B-R-A-H-M-S

sFit-1

KRYPTOR

Customer Service

phone: +49 3302 883-300

fax: +49 3302 883-388

e-mail: service.brahms@thermofisher.com

Orders

phone: +49 3302 883-600, -700, -800
fax: +49 3302 883-666

e-mail: order.brahms@thermofisher.com

Internet
www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin

B-R-A-H-M-S is a registered trademark of B-R-A-H-M-S GmbH.
for professional use Lumi4®-Tb is a registered trademark of Lumiphore, Inc., licensed for use by B-R-A-H-M-S.

only Other product names in this document are used for identification purposes; they may be trademarks and/or registered c €

trademarks of their respective companies.
TRACE™

The manufacture and/or use of this product is covered by one or more of the following pat-
ents:
AU2003265294, AU2009202176, CA2496253, EP1575416, EP2172220, EP2305301, EP2308507, HK1142535,
HK1085368, HK1156521, HK1156233, IL166393, IN218/CHENP/2005, MXPA05000832

Date This version supersedes all earlier versions.

19.03.2018 Changes versus previous version
e KRYPTOR GOLD implemented
® Adjustment of Limit of Blank (LOB)
® Completion of existing precision profile
e Addition of Reference (Salahuddin et al)

B Intended Purpose/Intended Use

B-R‘A-H-M:S sFit-1 KRYPTOR is an automated immunofluorescent assay for
the quantitative determination of the concentration of sFlt-1 (soluble fms-like
tyrosine kinase 1, also known as VEGF receptor-1) in human serum and ED-
TA plasma.

BN Instruments

B-R-A-H-M-S sFit-1 KRYPTOR may be used on:
B-R-A‘H-M-S KRYPTOR

B-R-A-H-M-S KRYPTOR compact
B-R-A-H:M-S KRYPTOR compact PLUS
B-R-A-H-M-S KRYPTOR GOLD

R OO

Availability of instrument depends on registration in the country.

B Introduction

The B-R-A-H-M-S sFIt-1 KRYPTOR assay is intended to be used - together
with the B-R-A-H-M-S PIGF plus KRYPTOR assay and additional clinical and
diagnostic findings - as an aid in the diagnosis of pre-eclampsia and/or
short-term prognosis of pre-eclampsia in pregnant women with suspicion of
pre-eclampsia.

Pre-eclampsia, which affects about 2-8 % of pregnancies, is a major cause
of perinatal and maternal morbidity and mortality. First clinical symptoms of
pre-eclampsia such as new onset of hypertension and proteinuria are ob-
served after 20 weeks of gestation. Clinically, pre-eclampsia may vary from
mild to severe forms, requiring delivery before 34 weeks of gestation. The
severe form of pre-eclampsia, HELLP syndrome (Hemolysis, elevated liver
enzymes, low platelets), occurs in about 20 % of women affected by pre-
eclampsia.ll @

Although the cause of pre-eclampsia remains unclear, the syndrome may be
initiated by an imbalance of placental factors that induce endothelial dys-
function. The antiangiogenic factor sFlt-1 (soluble fms-like tyrosine kinase)
acts as potent antagonist of proangiogenic factors such as Placental Growth
Factor (PIGF) by adhering to the receptor-binding domains, preventing the
interaction with endothelial receptors and thereby inducing endothelial dys-
function.®

During pregnancy, PIGF levels increase progressively in first and second tri-
mester and decrease towards term. In women with clinical pre-eclampsia,

sFIt-1 levels are significantly increased while concentrations of circulating
free PIGF are significantly decreased. Significantly reduced levels of free
PIGF have been shown in pregnant women who subsequently develop pre-
eclampsia. B

Measurement of sFlt-1 levels together with PIGF levels in maternal serum
starting in mid pregnancy can improve the current diagnostic workup of pa-
tients with suspected pre-eclampsia, which includes clinical symptoms, pro-
teinuria and Uterine artery Doppler velocimetry. The sFIt-1/PIGF ratio is a
tool for the diagnosis of pre-eclampsia by discriminating between pre-
eclamptic pregnancies and other forms of pregnancy-related hypertensive
disorders. In addition, the sFIt-1/PIGF ratio may be a valuable prognostic tool
of subsequent maternal and fetal adverse outcome in women diagnosed
with pre-eclampsia. 61718l
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m Contents
Kit
B-R-A-H-M-S sFlt-1 KRYPTOR CONT
8c see label for expi
REF 845.075 (/; g piry
2°C date
75
Name Quantity Quality Description
K-CONJUGATE | |VIAL[1 ready for | 1 Anti-sFIt-1 monoclonal anti-
use body conjugate with Lumi4®-
Tb, buffer, bovine albumin,
bovine immunoglobulins,
mouse immunoglobulins, dex-
tran, kathon
XL-CONJU- VIAL | 1 ready for | 1 Anti-sFIt-1 monoclonal anti-
GATE use body conjugate with Cya-
nin5.5, buffer, bovine albumin,
bovine immunoglobulins,
mouse immunoglobulins, dex-
tran, kathon
Bar code card 1 ready for | see the B-R-A-H-M-S KRYP-
use TOR compact PLUS/KRYP-
TOR GOLD user manual. The
bar code card contains all in-
formation needed for the reg-
istration of a new reagent lot.
Accessories

B-R-A-H-M-S sFlt-1 KRYPTOR CAL

Not supplied with the kit.

REF 84591

8°C
oA i

see label for expiry
date

Intended Purpose/Intended Use: To readjust the standard curve memorized
in B-R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR GOLD.

B-R-A-H-M-S sFlt-1 KRYPTOR QC

Not supplied with the kit.

REF 84592

8°C
o4 i

see label for expiry
date

Intended Purpose/Intended Use: Quality control on board of B-R-A-H-M-S
KRYPTOR compact PLUS/KRYPTOR GOLD for the assay.

Name Quantity Quality Description
B-R-A'‘H-M-S |VIALS]|2 |[[LYOPH| |Recombinant sFit-1, human
sFlit-1 KRYP- defibrinated plasma, kathon,
TOR Control 1 acid citric
B-R-A-H-M-S |VIALS]|2 |[[LYOPH| |Recombinant sFit-1, human
sFlt-1 KRYP- defibrinated plasma, kathon,
TOR Control 2 acid citric
B-R-A-H-M-S |VIALS|2 |[|LYOPH| | Recombinant sFIt-1, human
sFlt-1 KRYP- defibrinated plasma, kathon,
TOR Control 3 acid citric
Bar code card 1 ready for | See the B-R-A‘H-M-S KRYP-
use TOR compact PLUS/KRYP-
TOR GOLD user manual. The
bar code card contains infor-
mation related to the control
lot, particularly the target con-
centrations, the standard devi-
ations obtained and the con-
centration acceptance ranges.
This information is visible on
the B-R-‘A-H-M-S KRYPTOR
compact PLUS/KRYPTOR
GOLD monitor screen in the
quality control section.
Bar code stick- | 32 for ready for | See the B-R-A-H-M-S KRYP-
on labels each con- |use TOR compact PLUS/KRYP-
trol TOR GOLD user manual. The

bar code stick-on labels are
used for identifying the con-
trols when assayed on
B-R-A-H-M-S KRYPTOR com-

Name Quantity Quality Description pact PLUS/KRYPTOR GOLD
B-R-A-H-M-S |VIALS| 6 |LYOPH| Recombinant sFlt-1, human L.
sFIt-1 KRYP- defibrinated plasma, kathon, Other requisites
TOR CAL 1 acid citric
Not supplied with the kit.
B-R-A-H-M-S VIALS | 6 -LYOPH Recombinant sFlt-1, human
SFlt-1 KRYP- defibrinated plasma, kathon, B-R-A-H-M-S KRYPTOR compact PLUS Consumables
TOR CAL 2 acid citric Name REF
Bar code card 1 ready for | See the B-R-A-H-M-S KRYP- B-R-A-H-M-S KRYPTOR BUFFER 89970
use TOR compact PLUS/KRYP-
TOR GOLD user manual. The B-R-A-H:M-S KRYPTOR compact SOLUTION 1 | 89981
bar code card contains infor-
mation related to the calibra- B-R-A-H-M-S KRYPTOR compact SOLUTION 2 | 89982
o lotincluding its concentra- B-R-A-H-M-S KRYPTOR compact SOLUTION 3 | 89983
ion
B-R-A-H-M-S KRYPTOR compact SOLUTION 4 | 89984
B-R-A-H-M-S KRYPTOR compact DILCUP 89985
B-R-A-H-M-S KRYPTOR compact REACT 89986
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B-R-A-H-M-S Consumables KRYPTOR GOLD

Name REF

B-R-A-H-M-S KRYPTOR BUFFER 89970
B-R-A-H-M-S Solution 1 KRYPTOR GOLD 89991
B-R-A-H-M-S Solution 2 KRYPTOR GOLD 89992
B-R-A-H-M-S Solution 3 KRYPTOR GOLD 89993
B-R-A-H-M-S Solution 4 KRYPTOR GOLD 89994
B-R-A'H-M-S Dilution Plates KRYPTOR GOLD 89995
B-R-A-H-M-S Reaction Plates KRYPTOR GOLD | 89996

W Precautions

Follow the information given in the user manual of the
B-R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR GOLD and
in this document.

=

— Check the expiration dates specified on the label.
— Reagents from different reagent kits should not be mixed.
— Do not separate the elements of a unit.

— Avoid any microbial contamination of the reagents.

ﬁx Raw materials of animal and/or human origin contained in the

reagents have been tested and/or processed through virus in-
s‘*’t activation procedures as far as possible. However, as it is im-
possible to strictly warrant that such products will not transmit
any infectious agents, all raw materials of human or animal ori-

gin including the samples to be assayed must be treated as po-
tentially infectious.

The generally acknowledged safety precautions and laboratory
techniques must be observed when handling reagents and pa-
tient samples.

— Do not pipet by mouth.

— Wash hands after work.

— Wear protective clothing, protective gloves and safety
glasses at work.

— Do not eat, drink or smoke in areas where samples or kit-
reagents are handled.

— Remove spills with absorbing paper.

— All the material used for cleaning up must be disposed of as
infectious laboratory waste.

— Prevent from getting into sewage, water, ground.

° — Used reagent plates and reagent kits are disposed of as po-
r tential infectious laboratory waste according to local regula-
L tions.

— Empty containers could be recycled.

W Principle

The measurement principle of B-R:A-H-M-S KRYPTOR compact PLUS/
KRYPTOR GOLD is based on TRACE™ Technology (Time-Resolved Ampli-
fied Cryptate Emission), which measures the signal that is emitted from an

immunocomplex with time delay. The basis of the TRACE™ Technology is
non-radiative energy transfer from a donor (cryptate) to an acceptor (XL).

The proximity of donor (cryptate) and acceptor (XL) when they are part of an
immunocomplex and the spectral overlap between donor emission and ac-
ceptor absorption spectra on the one hand, intensify the fluorescent signal of
the cryptate and on the other hand they extend the life span of the acceptor
signal, permitting the measurement of temporally delayed fluorescence.

Precise measuring of analyte concentration: When the sample is excited
with a nitrogen laser at 337 nm, the donor (cryptate) emits a long-life fluores-
cent signal in the millisecond range at 620 nm, while the acceptor (XL) gen-
erates a short-life signal in the nanosecond-range at 707 nm.

When the two components are bound in an immunocomplex, both the signal
amplification and the prolongation of the life span of the acceptor signal oc-

cur at 707 nm, so that it can be measured over microseconds. This long-life

signal is proportional to the concentration of the analyte to be measured.

Reliable prevention of interference: Non-specific signals, e.g. the signals of
the short-life and unbound acceptor XL and the medium-specific interference
signals conditional upon the natural fluorescence of the sample, are elimina-
ted by temporal delay of the fluorescence measurement. The signal gener-
ated by the cryptate at 620 nm serves as an internal reference and is meas-
ured simultaneously with the long-life acceptor signal at 707 nm which is the
specific signal. Interfering influences, e.g. from turbid sera, are automatically
corrected by means of the internally calculated ratio of the intensities at
these wavelengths.

M Instructions

Sample volume
Incubation time

Results are givenin..................c..cccooois pg/mL

Conversion factor...............c.ccccccvieeiiicniennne not applicable

Direct measuring range .. 22...90 000 pg/mL
Measuring range with automatic dilution....... not applicable
Sample type..........cccooeiiiiiiiie serum, EDTA plasma
Kit stability on board..................c.cocooieiis 29 days

Calibrator. .. 2 points

Callibration stability........................e 15 days

Assay principle...........ccccovvieeiiiiieiiiiieeeieeee sandwich

® [f the assay is carried out within 72 hours of blood collec-
tion, store samples at 2...8 °C. If not, samples shall be ali-
quoted and stored frozen (20 °C).
Citrated and heparin plasma should not be used.

® Place the sample in a tube suited for use on B-R-A-H-M-S
KRYPTOR compact PLUS/KRYPTOR GOLD (11-17 mm
diameter). This might be the primary tube.

® The sample tube must contain a minimum volume which will
vary depending on the diameter of the sample tube. A
13 mm diameter tube will require an additional 150 pL of
sample.

® sFlt-1 concentrations in patient samples are not expected to
exceed the direct measuring range. Samples cannot be di-
luted.

® |cteric, hemolytic or hyperlipemic samples, or samples
which are turbid or contain fibrin may yield imprecise re-
sults. Such samples are signaled by B-R-A-H-M-S KRYP-
TOR compact PLUS/KRYPTOR GOLD.

The operation and maintenance of B-R-A-H-M-S KRYPTOR compact PLUS/
KRYPTOR GOLD are described in the related user manual.

After it has been opened the reagent unit may be stored on the B-R-A-H-M-S
KRYPTOR compact PLUS/KRYPTOR GOLD in the space provided. Each
reagent unit is individually identified (bar code) and its maximum period of
use after opening is controlled by the instrument.

To prepare a reagent unit, proceed as follows:

— Remove the security band from the reagent pack.

— Push in the lid by pressing it firmly (see diagram below).

Make sure to remove all the aluminium foil.

B-R-A-H-M-S GmbH
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Opening the Kit

Note: Always handle the reagent unit carefully to avoid foaming or bubbles.
Foam/bubbles may interfere with proper detection of reagent and/or correct
dispensing of reagents. Allow the kit to stand 5...10 min within B-R-A-H-M-S
KRYPTOR compact PLUS/KRYPTOR GOLD prior to use.

A standard curve does not need to be established on B-R-A-H-M-S KRYP-
TOR compact PLUS/KRYPTOR GOLD.

The instrument stores the required information after reading the bar code
from the reagent card. A recalibration must be carried out for every new re-
agent lot, and subsequently on a regular basis. B-R-A-H-M-S KRYPTOR
compact PLUS/KRYPTOR GOLD automatically indicates when a calibration
is required. Both, the stored and recalibrated standard curve may be dis-
played on the screen.

The following steps are carried out:

® Conjugates and sample are dispensed into the reaction plate and the flu-
orescent signal emitted is measured periodically.

e After measurement of the fluorescent signal, the data obtained from the
software are compared to the memorized standard curve.

Calibration

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 yS/cm is recommended) indicated on the vial label.

e Allow 15 min for the complete dissolution of the lyophilisate.

® Mix gently after reconstitution.

e Calibration must be carried out with every new reagent kit lot. It is then
repeated on a regular basis automatically managed by B-R-A-H-M-S
KRYPTOR compact PLUS/KRYPTOR GOLD in order to readjust the
standard curve.

® Use the calibrator/calibrators only once.

® Do not leave the calibrator/calibrators at room temperature or on the car-
ousel for more than 5 hours.

® The calibrator bar code card must be read in for each new lot of calibra-
tor.

® For further information see the B-R-A-H-M-S KRYPTOR compact PLUS/
KRYPTOR GOLD user manual.

Control

® |tis recommended that controls be run at least once a day and after each
calibration.

® A control tube is processed like a sample tube.

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 uS/cm is recommended) as stated on the vial label.

® Allow 15 min. for the complete dissolution of the lyophilisate.

® Mix gently after reconstitution.

® After reconstitution, do not keep a vial more than 5 hours at 18...25 °C or
24 hours at 2...8 °C.

® |tis recommended that the contents of a reconstituted vial be divided into
aliquots which may then be stored frozen at -20 °C for a maximum period
of 1 month.

® Use one of the tubes immediately for measurement.

e After thawing an aliquot, mix gently and use immediately for measure-
ment.

® Once thawed, a control aliquot must not be refrozen.

® The bar code stick-on labels are used for identifying the controls when
assayed on B-R‘A-H-M-S KRYPTOR compact PLUS/KRYPTOR GOLD.

® The control kit bar code card must be scanned in for each new lot of con-
trol.

® For further information see the B-R-A-H-M-S KRYPTOR compact PLUS/
KRYPTOR GOLD user manual.

H Quality Control

Good laboratory practice requires that control samples are measured regu-
larly to ensure the quality of the results obtained. These samples must be
processed exactly the same way as the assay samples, and it is recommen-
ded that the results be analysed using appropriate statistical methods.

If desired, B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS can check assay quality at intervals, by statistical analysis on the ba-
sis of Levey Jennings graphs.

It is necessary to comply with national quality assurance guidelines for quan-
titative tests in the medical laboratory (current version). For instance, test ac-
curacy and precision should be monitored by means of laboratory in house
and/or commercially available control materials. If unacceptable control val-
ues are obtained, proceed as outlined in standard laboratory diagnostic pro-
cedures to determine the cause and implement corrective measures.

W Reference Range

A) Expected values

From EDTA plasma samples collected from 347 singleton pregnancies with
a normal pregnancy outcome, levels of sFlt-1 and PIGF were determined in
parallel and the sFIt-1/PIGF ratio was calculated.['

sFlt-1 KRYPTOR (pg/mL)

Gestational | n 5" percentile | Median 95" percen-
age (comple- ( pg/mL) ( pg/mL) tile ( pg/mL)
ted weeks)

14-19 21 764 1515 2 545
20-24 60 626 1319 4443
25-28 66 612 1231 3958
29-33 44 697 1395 3722
34-36 39 1023 2971 8492
37-delivery 117 961 3079 7524

PIGF plus KRYPTOR (pg/mL)

Gestational | n 5 percentile | Median 95 percen-
age (comple- ( pg/mL) ( pg/mL) tile ( pg/mL)
ted weeks)

14-19 21 43 101 348

20-24 60 183 391 868

25-28 66 145 459 1000
29-33 44 71 507 1157
34-36 39 41 170 752
37-delivery 117 37 131 750

sFIt-1/PIGF ratio

Gestational | n 5 percentile | Median 95 percen-
age (comple- tile

ted weeks)

14-19 21 5 14 26

20-24 60 1 4 17

25-28 66 1 3 9

29-33 44 1 3 35

34-36 39 2 17 158
37-delivery 117 2 29 131

B-R-A-H-M-S GmbH

B-R-A-H-M-S sFIt-1 KRYPTOR Instruction for Use (Version R04en) Page 4 of 7



Note: It is recommended that each laboratory establishes its own reference
ranges based on representative patient collectives and/or test the validity of
the manufacturer’'s commercial test kit data. The values have been estab-
lished on serum and serve only as an example.

B) Clinical sensitivity and specificity

In an external study, using the B-R-A-H-M-S PIGF plus KRYPTOR and
B-R‘A-H-M-S sFit-1 KRYPTOR assays in parallel on samples from 109 preg-
nant women with normal pregnancy outcome and 20 patients with pre-
eclampsia, the published cut-off”l for the sFlt-1/PIGF ratio of 85 was applied
to calculate sensitivity and specificity for this cohort. At a cut-off of 85 the
sensitivity was calculated at 95 % and the specificity at 84 %.

All pregnancies were singleton pregnancies. Pre-eclampsia was defined as
new onset of hypertension and proteinuria after 20 weeks of gestation. A
pre-eclamptic pregnancy was defined as early-onset if clinical signs ap-
peared before 34 weeks of gestation.

C) Method comparison

A comparison of the B-R-A-H-M-S sFlt-1 KRYPTOR assay (y) with a com-
mercially available automated sFlt-1 assay (x) using clinical samples gave
the following correlation ( pg/mL):

Number of samples measured: 150
Passing/Bablok

y =0.93x - 267

r=0.996

The sample concentrations were between 686 and 43 598 pg/mL.

W Assay Performance

Detection Limit

The Limit of Detection (LOD), and Limit of Blank (LOB) have been deter-
mined following CLSI EP17-A2 guideline (Protocols for Determination of Lim-
its of Detection and Limits of Quantitation). The LOB has been assessed as
being 16.7 pg/mL. The LOD has been assessed as being 22 pg/mL.

Sensitivity

The Functional Assay Sensitivity (FAS), detected by inter-assay precision of
20 %, is estimated in accordance with CLSI EP05-A2 guideline (Evaluation
of Precision Performance of Quantitative Measurement Methods). It has
been assessed as being 29 pg/mL.

The Limit of Quantitation (LOQ) is the lowest reported concentration level
with total error (imprecision and bias) at 40 %The LOQ Is estimated in ac-
cordance with CLSI EP17-A guideline (Protocols for Determination of Limits
of Detection and Limits of Quantitation). It has been assessed as being

34 pg/mL.

Specificity
The antibodies used in this assay are specific for the measurement of sFit-1.

The cross reactivity is determined in accordance with the CLSI EP7-A2
guideline (Interference Testing in Clinical Chemistry). The following substan-
ces were added to serum with sFlt-1 concentrations of 1 586 pg/mL or

10 248 pg/mL and found to cross-react at the concentrations indicated be-
low:

The interference testing is performed in accordance with the CLSI EP7-A2
guideline (Interference Testing in Clinical Chemistry). The following substan-
ces were added to serum with sFlt-1 concentrations of 1 586 pg/mL or

10 248 pg/mL and found not to interfere at the concentrations indicated be-
low:

Tested substance Tested concentration
Acetaminophen 200 mg/L
Acetylsalicylic Acid 652 mg/L
L-Ascorbic acid 30 mg/L
Caffeine 59 mg/L
Calcium 200 mg/L
Ethanol 5 % (vIv)
Folic Acid 18 pg/L
Gentamicin 10 mg/L
Heparin 3000 U/L
Ibuprofen 500 mg/L
A-Methyldopa 15 mg/L
Metoprolol 5 mg/L
Iron 150 pg/dL
Dihydralazin 0.2g/L

Tested substance Tested concentration Observed cross reac-

Accuracy/ Linearity

The linearity is determined in accordance with the CLSI EP6-A guideline
(Evaluation of the Linearity of Quantitative Measurement Procedures); based
on dilution with recombinant sFlt-1 the linearity of the assay is demonstrated
from the LOQ up to 90 000 pg/mL. Patient samples cannot be diluted.

Accuracy/ "High Dose Hook" Effect

No "High Dose Hook" Effect up to 400 000 pg/mL.

Precision/ Reproducibility for Intra Assay CV

This was evaluated using samples of different concentrations in accordance
with the CLSI EP5-A2 guideline (Evaluation of Precision Performance of
Quantitative Measurement Methods).

Concentration range Within-assay CV%
599 pg/mL 1.0 %
2 696 pg/mL 0.8 %
31173 pg/mL 0.8 %
50 452 pg/mL 0.9 %

Precision/ Reproducibility for Inter Assay CV

This was evaluated using samples of different concentrations in accordance
with the CLSI EP5-A2 guideline (Evaluation of Precision Performance of
Quantitative Measurement Methods).

Concentration range Between-assay CV%

tivity
PIGF-1 10 000 pg/mL No cross-reactivity
PIGF-2 10 000 pg/mL No cross-reactivity
PIGF-3 10 000 pg/mL No cross-reactivity
VEGF-A 10 000 pg/mL No cross-reactivity
VEGF-B 10 000 pg/mL No cross-reactivity

VEGF/PIGF heterodim-
er

10 000 pg/mL

No cross-reactivity

1 559 pg/mL 42%
3 055 pg/mL 3.7%
31173 pg/mL 3.0%
53 462 pg/mL 3.9%

B-R-A-H-M-S GmbH
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Disturbing Factors

This is determined in accordance with the CLSI EP7-A2 guideline (Interfer-
ence Testing in Clinical Chemistry). The following substances were added to
serum concentrations of 1 586 pg/mL or 10 248 pg/mL and found not to in-
terfere at the concentrations indicated below:

Factor Description
Bilirubin No significant effect up to 250 mg/L
Hemoglobin No significant effect up to 5 g/L

Human serum albumin No significant effect up to 60 g/L

Triglycerids No significant effect up to 30 g/L

Traceability

An International sFlt-1- Reference Preparation is not available. Therefore the
assay is calibrated using a reference preparation of recombinant human
sFIt-1 as highest available standard. Dilutions of this preparation are
checked by regression analysis and compared to theoretical expected re-
sults. Quality Control of new calibrator manufacturing ensures reproducibility
and stability of calibration along time (according to internal procedure).
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B Symbols
Symbols used in Instruction for Use and Product Labelling of B-R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR GOLD products.

ber

Contains sufficient for (Number
of) tests, e.g. 50

Consult Instructions for Use

Symbol Usage Symbol Usage Symbol Usage
Reference to the Intended use of In Vitro Diagnostic Medical De-
Intended Use the Medical Device vice Batch Code
CONT Contents Calibrator CONTROL Control
B:R-A-H-M-S KRYPTOR SOLU- B:R-A-H-M-S KRYPTOR SOLU-
TION 1/B-R-A-H-M-S KRYPTOR TION 2/B-R-A-H-M-S KRYPTOR
BUF Buffer SOLN 1] compact SOLUTION 1/ SOLN|2] compact SOLUTION 2/
B-R-A-H-M-S Solution 1 KRYP- B-R-A-H-M-S Solution 2 KRYP-
TOR GOLD TOR GOLD
B:R-A-H-M-S KRYPTOR SOLU- B:R-A-H-M-S KRYPTOR SOLU-
TION 3/B-R-A-H-M-S KRYPTOR TION 4/B-R-A-H-M-S KRYPTOR
SOLN| 3] compact SOLUTION 3/ SOLN | 4] compact SOLUTION 4/ CONT|BAGS]| | Bags contained
B-R-A-H-M-S Solution 3 KRYP- B-R-A-H-M-S Solution 4 KRYP-
TOR GOLD TOR GOLD
BAGS Bags CONT | PLATES || Plates contained PLATES Plates
CONT | VIALS| | Vials contained VIALS Vials VIAL Vial
Use given Volume of distilled Wa-
ter (conductivity of less than . ) .
50 uS/em is recommended) for LYOPH Lyophilized, Freeze Dried RCNS Reconstitute
Reconstitution, e.g. 0.75 mL
oﬁﬂns»% .
u Manufacturer E Use by #@a Green Dot according to German
Law
® Registered Trade Mark ™ Trade Mark REF Article Number/Catalogue Num-
; 50

See Accompanying Compact
Disk

Biohazard

Wear Protective Gloves

Wear Safety Glasses

Wash hands

General Regulatory Sign

General Prohibitive Sign

Do not Smoke

Do not Eat and Drink

GHSO05, Corrosion

GHSO07, Exclamation Mark

Trade Mark for TRACE™-technol-
ogy

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices

C E 0483

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices, An-
nex |l with Reg.Number of Noti-
fied Body

Temperature Limitation

Do not Reuse

Caution, consult accompanying
documents

Accidental Release Measures

Waste
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thermoscientific

B-R-A-H-M-S

sFit-1

KRYPTOR
Naudojimo instrukcija

B-R-A-H-M-S GmbH
Neuendorfstr. 25
16761 Hennigsdorf
VOKIETIJA

Operatorius

telefonas: +49 3302 883-0
Faksas: +49 3302 883-100

El. pastas:
info.brahms@thermofisher.com

Klienty aptarnavimas

telefonas: +49 3302 883-300

Faksas: +49 3302 883-388

El. pastas:
service.brahms@thermofisher.com
Uzsakymai

telefonas: +49 3302 883-600, -700, -800
Faksas: +49 3302 883-666

El. pastas:
BRAHMS SFlt-1 KRYPTOR ordzr.brahms@thermofisher.com
Internetas
B-R-A-H-M-S yra registruotas prekiy Zenklas, priklausantis, B-R-A-H-M-S GmbH. www.thermoscient?ﬁc.com/brahms_ .
’ - ) . R X L. . . . . i www.thermoscientific.com/procalcitonin
tik profesionaliam "Lumi4®-Tb" yra "Lumiphore, Inc." registruotas prekés zenklas, kurio naudojimo licencija suteikta B-R-A-H-M-S. www.thermoscientific.com/kryptor
naudojimui Kity produkty pavadinimai Siame dokumente yra naudojami atpaZinimo tikslais; jie gali bati atitinkamy bendroviy pre- www.thermoscientific.com/copeptin
kiy Zenklai ir/arba registruoti prekiy zenklai.
TRACE™
The manufacture and/or use of this product is covered by one or more of the following pa- c E
tents:
AU2003265294, AU2009202176, CA2496253, EP1575416, EP2172220, EP2305301, EP2308507, HK1142535,
HK1085368, HK1156521, HK1156233, IL166393, IN218/CHENP/2005, MXPA05000832
Data Si versija pakeiéia visas kitas versijas.

14.05.2018 Pakeitimai lyginant su ankstesne versija
o KRYPTOR GOLD atlikti pakeitimai
® Pakoreguota tuscioji riba (angl. Limit of Blank — LOB)
® UZbaigtas esamas tikslumo profilis
® Pridéta naudotos literatiros nuoroda (Salahuddin et al)

B Numatytoji paskirtis / naudojimas
pagal paskirtj

B:R-A-H-M-S sFlt-1 KRYPTOR yra automatinis imunofluorescentinis tyrimas,
skirtas sFlt-1 (tirpios, panas$ios | fms tirozino kinazés-1, dar zinomos kaip
VEGF receptorius-1) koncentracijos kiekybiniam nustatymui Zmogaus seru-
me ir EDTA plazmoje.

MW Prietaisai

B-R-A-H-M-S sFit-1 KRYPTOR gali bati naudojami su:
O B'R-A‘H'M-S KRYPTOR

0O B-R-A-H-M-S KRYPTOR compact

B-R-A‘H-M-S KRYPTOR compact PLUS
B-R-A-H-M-S KRYPTOR GOLD

Prietaisy pasitla priklauso nuo registracijos bukles atitinkamoje Salyje.

W |Zanga

B-R-A-H-M-S sFit-1 KRYPTOR tyrimas yra skirtas naudoti su B-R-A-H-M-S
tatais padedant diagnozuoti preeklampsijg ir (arba) trumpalaikei nésciuju,
kurioms jtariama preeklampsija, preeklampsijos prognozei.

Preeklampsija, kuri iSsivysto mazdaug 2-8 % néstumy, yra pagrindiné per-
inatalinio bei motinos sergamumo ir mirStamumo priezastis. Pirmieji kliniki-
niai preeklampsijos simptomai, pavyzdziui, hipertenzijos ir proteinurijos iSsi-
vystymas, stebimi po 20-os néStumo savaités. Klinikinis preeklampsijos vaiz-
das gali bati jvairus, nuo lengvy iki sunkiy formuy, kai tenka gimdyti dar iki 34
néstumo savaités. Mazdaug 20 % motery, serganciy preeklampsija, patiria
sunkig preeklampsijos formg — HELLP (hemolizés, padidéjusio kepeny fer-
menty kiekio ir trombocity skaitiaus sumazéjimo) sindroma.[1 2

Nors preeklampsijos priezastys lieka neaiskios, sindromo iSsivystyma gali
paskatinti placentos faktoriy disbalansas, sukeliantis endotelio disfunkcija.
Antiangiogeninis faktorius sFIt-1 (tirpi, panasi | fms tirozino kinaze) veikia
kaip veiksmingas proangiogeniniy faktoriy, pavyzdziui, placentos augimo
faktoriaus (PIGF) antagonistas, prisitvirtina prie receptoriy jungimosi sriciy,
trukdo sgveikauti su endotelio receptoriais ir sukelia endotelio disfunkcijg.?!

Néstumo metu PIGF lygis palaipsniui didéja pirmajj bei antrajj trimestrg ir su-
mazéja pries gimdyma. Klinikine preeklampsija serganciy motery sFlt-1 lygis

yra labai padidéjes, tuo tarpu laisvo cirkuliuojancio PIGF koncentracija yra
labai sumazéjusi. Laisvo PIGF lygis labai sumazéja ir néS¢ioms moterims,
kurioms véliau i§sivysto preeklampsija.

sFlt-1 ir PIGF lygio matavimas motinos serume nuo néStumo vidurio gali pa-
gerinti dabartine pacienciy, kurioms jtariama preeklampsija, diagnostika, kuri
apima klinikinius simptomus, proteinurijg ir gimdos arterijos kraujotakos tyri-
ma dopleriu. sFIt-1/PIGF santykis — tai preeklampsijos diagnostikos priemo-
né, padedanti atskirti preeklampsijos komplikuotg néstuma nuo kity su né-
Stumu susijusiy hipertenziniy sutrikimy. Be to, sFIt-1/PIGF santykis gali bati
vertinga tolesniy nepalankiy pasekmiy motinai ir vaisiui prognozés priemo-
né, tiriant moteris, kurioms buvo diagnozuota preeklampsija. 17l
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W Turinys

Komplektas

B-R-A-H-M-S sFlt-1 KRYPTOR

REF 845.075 V
75

8°C
2°C

galiojimo laikas
nurodytas etiketéje

Pavadinimas Kiekis

Kokybé

ApraSymas

K KONJUGA-
TAS

VIAL | 1

paruosta
naudoti

1 Anti-sFlt-1 monokloniniy an-
tikiny konjugatas su Lumi4®-
Tb, buferis, galvijy albuminas,
galvijy imunoglobulinai, pelés
imunoglobulinai, dekstranas,
katonas

XL KONJUGA-
TAS

VIAL | 1

paruosta
naudoti

1 Anti-sFlt-1 monokloniniy an-
tikiiny konjugatas su Cya-
nin5.5, buferis, galvijy albumi-
nas, galvijy imunoglobulinai,
pelés imunoglobulinai, dek-
stranas, katonas

Bruksninio kodo | 1
kortelé

paruosta
naudoti

zr. B-R-A-H-M-S KRYPTOR
compact PLUS/KRYPTOR
GOLD naudotojo vadova.
Briksninio kodo korteléje yra
visa informacija, reikalinga
naujai reagento partijai jregist-
ruoti.

Priedai

B-R-A-H-M-S sFit-1 KRYPTOR CAL

| komplekta nejeina.

REF 84591

8°C
2°C

galiojimo laikas
nurodytas etiketéje

z

Numatytoji paskirtis / naudojimas pagal paskirtj: Pakoreguoti standartine
kreive, kuri yra iSsaugota B-R-A-H-M-S KRYPTOR compact PLUS/

KRYPTOR GOLD.
Pavadinimas Kiekis Kokybé ApraSymas
B-R-A-H-M-S |VIALS| 6 | LYOPH| Rekombinantinis sFlt-1, Zmo-
sFlt-1 KRYP- gaus plazma, i$ kurios pasa-
TOR CAL 1 lintas fibrinas, katonas, citri-
nos ragstis
B-R-A-H-M-S VIALS | 6 LYOPH Rekombinantinis sFlt-1, Zmo-
sFlt-1 KRYP- gaus plazma, i$ kurios pasa-
TOR CAL 2 lintas fibrinas, katonas, citri-
nos ragstis
Briks$ninio kodo | 1 paruosta | Zr. B-R-A‘H-M-S KRYPTOR
kortelé naudoti compact PLUS/KRYPTOR

GOLD naudotojo vadova.
Briuksninio kodo korteléje yra
informacija apie kalibratoriaus
partijg ir jo koncentracija

B-R-A-H-M-S sFlt-1 KRYPTOR QC

| komplektg nejeina.

REF 84592

8°C
T

galiojimo laikas
nurodytas etiketéje

Numatytoji paskirtis / naudojimas pagal paskirtj: Kokybés kontrolé pradéjus
naudoti B-R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR GOLD analizei.

Pavadinimas Kiekis Kokybé Aprasymas

B-R-A‘H-M-S |VIALS]|2 |[LYOPH]| | Rekombinantinis sFit-1, Zmo-

sFit-1 KRYP- gaus plazma, i$ kurios pasa-

TOR Control 1 lintas fibrinas, katonas, citri-
nos ragstis

B-R-A-‘H-M-S |VIALS|2 |[|LYOPH| | Rekombinantinis sFlt-1, zmo-

sFlt-1 KRYP- gaus plazma, i$ kurios pasa-

TOR Control 2 lintas fibrinas, katonas, citri-
nos ragstis

B-R-A-H-M-S |VIALS]| 2 |[LYOPH]| | Rekombinantinis sFlit-1, Zmo-

sFlt-1 KRYP- gaus plazma, i$ kurios pasa-

TOR Control 3 lintas fibrinas, katonas, citri-
nos rugstis

Briksninio kodo | 1 paruosta | Zr. B-R-A‘H-M-S KRYPTOR

kortelé naudoti compact PLUS/KRYPTOR
GOLD naudotojo vadova.
Briaks$ninio kodo korteléje pa-
teikiama informacija apie
kontrolinés medziagos partija,
ypac apie tikslines koncentra-
cijas, gaunamas standartines
paklaidas ir priimtinos kon-
centracijos diapazonus. Si in-
formacija rodoma
B-R-A-H-M-S KRYPTOR com-
pact PLUS/KRYPTOR GOLD
monitoriaus ekrane, kokybés
kontrolés skyriuje.

Etiketés su 32 kiekvie- | paruosta | Zr. B-R-A'‘H-M-S KRYPTOR

briksniniu kodu | nai kontro- | naudoti compact PLUS/KRYPTOR

linei me- GOLD naudotojo vadovg. Uz-
dziagai klijuotos etiketés su bruksni-

niu kodu naudojamos kontroli-
niams méginiams identifikuoti,
kai atliekama analizé su

B-R-A-H-M-S KRYPTOR com-
pact PLUS/KRYPTOR GOLD

Kiti rekvizitai
| komplektag nejeina.

B-R-A-H-M-S KRYPTOR compact PLUS naudojimo reikmenys

Pavadinimas REF

B-R-A-H-M-S KRYPTOR BUFFER 89970
B-R-A'H-M-S KRYPTOR compact SOLUTION 1 | 89981
B-R-A-H-M-S KRYPTOR compact SOLUTION 2 | 89982
B-R-A-H-M-S KRYPTOR compact SOLUTION 3 | 89983
B-R-A'H-M-S KRYPTOR compact SOLUTION 4 | 89984
B-R-A-H-M-S KRYPTOR compact DILCUP 89985
B-R-A-H-M-S KRYPTOR compact REACT 89986

B-R-A-H-M-S GmbH
B-R-A-H-M-S sFIt-1 KRYPTOR
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B-R-A-H-M-S naudojimo reikmenys KRYPTOR GOLD

Pavadinimas REF

B-R-A'‘H-M-S KRYPTOR BUFFER 89970
B-R-A-H:M-S Solution 1 KRYPTOR GOLD 89991
B-R-A'H-M-S Solution 2 KRYPTOR GOLD 89992
B-R-A-H-M-S Solution 3 KRYPTOR GOLD 89993
B-R-A-H:M-S Solution 4 KRYPTOR GOLD 89994
B-R-A'H-M-S Dilution Plates KRYPTOR GOLD 89995
B-R-A-H-M-S Reaction Plates KRYPTOR GOLD | 89996

B Atsargumo priemonés

Laikykités vartotojui skirty nurodymy, kurie pateikiami vartotojo
vadove B-R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR
GOLD ir Siame dokumente.

=

— Atkreipkite démesj j galiojimo datas, nurodytas etiketéje.
— Negalima maisyti skirtingy reagenty rinkiniy reagenty.
— Rinkinio elementus laikykite kartu.

— Saugokite reagentus nuo uzkrétimo mikrobais.

ﬁx Neapdorotos Zmogaus ir (arba) gyvininés kilmés medziagos,
esancios reagenty sudétyje, buvo kiek jmanoma tirtos ir (arba)
s‘*’t apdorotos naudojant virusy inaktyvinimo procedras. Taciau
nejmanoma absoliu€iai garantuoti, kad Sie preparatai neper-
duos jokios virusinés infekcijos; visos neapdorotos Zmogaus ar
gyvuninés kilmés medziagos, jskaitant méginius, kurie bus
analizuojami, turi bati laikomos potencialiai uzkrec¢iamomis

Dirbant su reagentais ir pacienty méginiais privalu laikytis vi-
suotinai pripazinty saugumo instrukcijy ir laboratorijos darbo
metody.

— Perpylimui nenaudokite burnos.

— Po darbo nusiplaukite rankas.

— Darbe dévékite apsauginius drabuzius, apsaugines pirsti-
nes ir apsauginius akinius.

— Nevalgykite, negerkite ir nertkykite patalpose, kuriose dir-
bama su méginiais ar reagenty rinkiniais.

— ISsiliejusias medziagas iSvalykite sugeriamuoju popieriumi.

— Visos valymui naudotos medziagos turi bati Salinamos kaip
uzkre¢iamos laboratorijos atliekos.

— Neleiskite, kad atliekos patekty | kanalizacija, vandenj,

grunta.
° — Panaudotas reagenty Iékstes ir reagenty rinkinius reikia $a-
ln“; linti kaip uzkreciancias laboratorijos atliekas pagal vietos
LI valdzios potvarkius.

— Tu&cios talpyklos turi bati gragZintos vietos perdirbéjams.

B Principas

Prietaiso B-'R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR GOLD matavi-

mo principas pagristas TRACE™ technologija (laikui bégant sugeriama papil-

dyta kriptato emisija, angl. Time-Resolved Amplified Cryptate Emission), ma-
tuojanti signala, kurj su uzdelsimu i$leidZia imuninis kompleksas. TRACE™
technologijos pagrindg sudaro nespindulinés energijos perdavimas i$ donoro
(kriptato) akceptoriui (XL).

Donoro (kriptatas) ir akceptoriaus (XL) artumas, kai jie yra imuninio komplek-
so dalis, ir spektrinis donoro emisijos ir akceptoriaus absorbcijos spektry per-
sidengimas, viena vertus, suintensyvina fluorescencinj kriptato signala, kita
vertus, prailgina akceptoriaus signalo trukme ir leidzia iSmatuoti uzdelstg
fluorescencija.

Tikslus analités koncentracijos matavimas: Kai méginys suzadinamas azoto
lazeriu 337 nm, donoras (kriptatas) i$leidZia ilgalaikj fluorescencinj signalg
milisekundziy diapazone 620 nm, tuo tarpu akceptorius (XL) sukuria trumpa-
laikj signalg nanosekundziy diapazone 707 nm.

Kai du komponentai yra susieti imuniniame komplekse, tiek signalo papildy-
mas, tiek akceptoriaus signalo trukmés pailgéjimas jvyksta ties 707 nm, todel
tai galima iSmatuoti per mikrosekundes. ligai iSliekantys signalai yra propor-
cingi matuojamos analités koncentracijai.

Patikima apsauga nuo trukdziy: Nespecifiniai signalai, t. y., trumpalaikiai ir
nesusieto akceptoriaus XL signalai bei terpei bdingi trukdziy signalai, ku-
riuos sukelia natdrali méginio fluorescencija, yra pasalinami dél fluorescenci-
jos matavimo laiko uzdelsimo. Kriptato sukurtas 620 nm signalas pasitarnau-
ja kaip vidiné nuoroda ir yra matuojamas vienu metu su ilgalaikiu akcepto-
riaus 707 nm signalu, kuris yra specifinis signalas. Trukdzius sukeliantys po-
veikiai, pvz., drumsto serumo, yra automatiskai istaisomi panaudojant viduje
apskaiciuota Siy bangy ilgiy intensyvumo proporcija.

B Instrukcijos

Méginio Kiekis...............cccoooiiiiiiiii 8 uL

Inkubavimo laikas.............c.cccoooeiiiiiiiiiis 9 min

Rezultatai yra pateikiami Siais matavimo
vienetais................ccooiii pg/mL
Perskaiciavimo koeficientas......................... netaikoma,
Tiesioginio matavimo diapazonas................. 22-90 000 pg/mL
Matavimo diapazonas su automatiniu
atskiedimu............cccccooveiiiiiiie netaikoma
Meéginio tipas...........ccooeeviiiiiiiiiicice serumas, EDTA plazma
Rinkinio patvarumas pradéjus ji naudoti....... 29 dienos
Kalibratorius...............cccoooeiiieiiiiieie s 2 taskai
Kalibravimo patvarumas..................ccccevcueenne 15 dienos

Tyrimo principas.............ccoceiiiieiiicice. sumustinio

e Jei tyrimas atliekamas per 72 valandos nuo kraujo paémi-
mo, méginius saugokite 2...8 °C. Jei ne, méginius reikia pa-
dalyti | lygias porcijas ir laikyti uzsaldytus (-20 °C).

® Negalima naudoti plazmos su citratu ir heparino plazmos.
|dékite méginj | vamzdelj, tinkamg naudoti su B-R-A-H-M-S
KRYPTOR compact PLUS/KRYPTOR GOLD (11-17 mm
skersmens). Tai gali biti pirminis mégintuvélis.

® Mégintuvélio kiekis turi bati minimalus, jis gali skirtis, pri-
klausomai nuo mégintuvelio skersmens. 13 mm skersmens
vamzdeliui dar reikés papildomai 150 yLméginio.

® Manoma, kad sFlt-1 koncentracija pacienty méginiuose ne-
turi virSyti tiesioginio matavimo diapazono. Méginiy negali-
ma skiesti.

® Geltos, hemolitiniy ar hiperlipeminiy méginiy arba méginiy,
kurie yra drumsti ar kuriy sudétyje yra fibrino, rezultatai gali
bati netikslus. Tokius méginius nurodo B-R-A-H-M-S KRYP-
TOR compact PLUS/KRYPTOR GOLD.

B-R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR GOLD veikimas ir prie-
Zidra aprasyti atitinkamame naudotojo vadove.

Atidarytas reagentas gali biti laikomas B-R-A-H-M-S KRYPTOR compact
PLUS/KRYPTOR GOLD nurodytoje vietoje. Kiekvienas reagenty vienetas
yra individualiai identifikuojamas (briksniniu kodu) ir jo tinkamumo naudoti
po atidarymo laika kontroliuoja jrenginys.

Norint paruosti reagenty vieneta, reikia atlikti Siuos veiksmus:

— Nuimkite apsaugine reagenty pakuotés juostele.

— |stumkite dangtelj jj stipriai paspausdami (zr. schema apacioje).

Atsargiai nuimkite visg folijg.

B-R-A-H-M-S GmbH
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Rinkinio atidarymas

Pastaba: Su reagenty vienetu visada elkités atsargiai, kad nesusidaryty puty
ar burbuliuky. Susidariusios putos ar burbuliukai gali pakenkti tinkamam rea-
genty aptikimui bei reagenty pasiskirstymui. Prie§ naudodami rinkinj palaiky-
kite 5...10 min B-R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR GOLD
prietaise.

Standartinés kreives B-R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR
GOLD sukurti nereikia.

Nuskaites briksninj koda reagenty korteléje jrenginys iSsaugo reikiama in-
formacijg. Kalibravima reikia i$ naujo atlikti kiekvienai naujai reagenty parti-
jai, po to jj reikia reguliariai pakartoti. B:‘R-A-H-M-S KRYPTOR compact
PLUS/KRYPTOR GOLD automatiskai nurodo, kada reikia atlikti kalibravima.
Ekrane gali blti rodoma tiek atmintyje iSsaugota, tiek naujai sukalibruota
standartiné kreivé.

Reikia atlikti Siuos veiksmus:

® Junginiai ir méginys sudedami j reakcijy padéklg, o siunc¢iamas fluores-
cencinis signalas periodiSkai matuojamas.

® |Smatavus fluorescencinj signala, i§ programos gauti duomenys palygina-
mi su iSsaugota standartine kreive.

Kalibravimas

e Kiekviename buteliuke parenkite tokio turio tirpalg su distiliuotu vandeniu
(rekomenduojamas mazesnis nei 50 uyS/cm laidumas), kaip nurodyta ant
buteliuko etiketés.

® Palaukite 15 min, kol liofilizuotos medziagos visiSkai istirps.

® Parengty tirpalg atsargiai pamaisykite.

e Kalibravimg reikia atlikti su kiekviena nauja reagenty rinkiniy partija. Tada
ji nuolat automatiskai pakartoja B-R-A-H-M-S KRYPTOR compact PLUS/
KRYPTOR GOLD , kad vél buty pakoreguota standartiné kreive.

e Kalibratoriy (-ius) naudokite tik vieng karta.

® Nepalikite kalibratoriaus (-iy) kambario temperaturoje arba ant sukamojo
jrenginio ilgiau nei 5 valandos.

e Kalibratoriaus bruksninio kodo kortelé turi bati nuskaitoma kiekvienai
naujai kalibratoriy partijai.

® Daugiau informacijos zr. B:'R-A-H-M-S KRYPTOR compact PLUS/KRYP-
TOR GOLD naudotojo vadova.

Kontrolé

® Rekomenduojama kontroling analize atlikti bent kartg per dieng ir po
kiekvieno kalibravimo.

e Kontrolés mégintuvélis apdorojamas taip pat, kaip ir méginio mégintuvé-
lis.

e Kiekviename buteliuke parenkite tokio turio tirpalg su distiliuotu vandeniu
(rekomenduojamas mazesnis nei 50 uS/cm laidumas), koks yra nurody-
tas ant buteliuko etiketés.

® Palaukite 15 min, kol liofilizuotos medziagos visiSkai istirps.

® Parengty tirpalg atsargiai sumaisSykite.

® Parenge tirpalg buteliuko nelaikykite ilgiau kaip 5 valandos 18...25 °C
temperatiroje arba 24 valandos 2...8 °Ctemperatiroje.

® Rekomenduojama padalyti buteliuke parengta tirpalg j bandinius, kuriuos

galima laikyti uz8aldytus -20 °C temperatiroje ilgiausiai iki 1 ménuo.

Nedelsdami naudokite vieng i§ mégintuveéliy matavimui.

Atsilde porcijg, Svelniai pamaisykite ir nedelsdami naudokite matavimui.

AtSildytos kontrolinés porcijos negalima vél uzsaldyti.

Prilipdytos etiketés su briksniniu kodu naudojamos kontroliniams megi-

niams identifikuoti, kai atliekama analizé su B-R-A-H-M-S KRYPTOR

compact PLUS/KRYPTOR GOLD.

e Kontrolés rinkinio braksninio kodo kortelé turi bati nuskaitoma kiekvienai
naujai kontrolés partijai.

® Daugiau informacijos rasite B-R-A-H-M-S KRYPTOR compact PLUS/
KRYPTOR GOLD naudotojo vadove.

B Kokybés kontrolé

Gera laboratorijos darbo praktika reikalauja, kad kontroliniai meginiai baity
reguliariai matuojami siekiant uztikrinti gauty rezultaty kokybe. Sie méginiai
turi bati apdorojami lygiai kaip pat kaip ir analizés meéginiai, be to, rekomen-
duojama, kad rezultatai buty analizuojami naudojant atitinkamus statistikos
metodus.

Jei reikia, B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS gali automatiSkai nustatytais laiko tarpais patikrinti analizés kokybe
pritaikant statistine analize, kuri remiasi Levey Jennings grafikais.

Bdatina atitikti nacionalinius kokybés uztikrinimo potvarkius kiekybiniams tes-
tams medicinos laboratorijoje (dabartiné versija). PavyzdZiui, testy tikslumas
turi bati stebimas naudojant pacioje laboratorijoje esancias ir/ar jsigyjamas
kontrolés medziagas. Jei gaunamos nepriimtinos kontrolinés vertés, veikite
taip, kaip yra nurodyta standartinés laboratorijos diagnostikos procedirose,
kad bity nustatyta priezastis ir jgyvendintos iStaisymo priemonés.

W Etaloninis intervalas

A)Tikétinos vertés
15 347 nésciuju, kuriy néstumas buvo vienavaisis ir normalus, surinkty EDTA

plazmos méginiy lygiagreciai buvo nustatytas Flt-1 ir PIGF lygis, apskaiciuo-
tas sFIt-1/PIGF santykis.['%

sFlt-1 KRYPTOR (pg/ml)

Gestacinis n 5-as procen- | Mediana 95-as pro-
amzius (pil- tilis ( pg/mL) | ( pg/mL) centilis
nos savaités) ( pg/mL)
14-19 21 764 1515 2545
20-24 60 626 1319 4443
25-28 66 612 1231 3958
29-33 44 697 1395 3722
34-36 39 1023 2971 8492
37-gimdy- 117 961 3079 7524
mas

B-R-A-H-M-S GmbH
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PIGF plus KRYPTOR (pg/ml)

Jautrumas

Funkcinis tyrimo jautrumas (FAS, angl. Functional Assay Sensitivity), nusta-

Gestacinis n 5-as procen- | Mediana 95-as pro- ’ : . ? g o
amzius (pil- filis ( pg/mL) | ( pg/mL) centilis tytas vertinant tiksluma palyginant tyrimus tarpusavyje ir lygus 20 %, yra ver-
nos savaités) JmL tinamas pagal CLSI EP05-A2 direktyva (kiekybiniy tyrimy metody tikslumo
(pg/mL) jvertinimas). Nustatyta reikSme 29 pg/mL.
14-19 21 43 101 348 Kiekybinio nustatymo riba (LOQ) (angl. Limit of Quantitation — LOQ)) yra ma-
g Ziausias stebétas koncentracijos lygmuo su bendraja paklaida (rezultaty ne-
20-24 60 183 391 868 sutapimas ir paklaida) — 40 %. LOQ yra vertinama pagal CLSI EP17-A direk-
25.28 66 145 459 1000 tyva (aptikimo ir kiekybinio nustatymo riby apibrézimo protokolai). Nustatyta
reikSmé 34 pg/mL.
29-33 44 71 507 1157
34-36 39 41 170 752 Specifiskumas
37—gimdy- 117 37 131 750 Siame tyrime naudojami antikiinai yra specialiai skirti sFit-1 matavimui.
mas KryZminés reakcijos nustatomos pagal CLSI EP7-A2 direktyva (trukdziy tyri-
mas klinikinéje chemijoje). | serumg su 1 586 pg/mL arba 10 248 pg/mL
. sFlt-1 koncentracija buvo pridéta Siy medziagy ir nustatyta, kad kryzminés
SFIt'1/PIGF SantykIS reakcijos pasireiSkia esant Zemiau nurodytoms koncentracijoms:
Gestacinis n 5-as procen- | Vidurkis 95-as pro- Tirta medziaga Tirta koncentracija Stebétos kryZminés
amzius (pil- tilis centilis reakcijos
nos savaités)
PIGF-1 10 000 pg/mL KryZminiy reakcijy ne-
14-19 21 5 14 26 pastebéta
20-24 60 1 4 17 PIGF-2 10 000 pg/mL KryZminiy reakcijy ne-
pastebéta
25-28 66 1 3 9
PIGF-3 10 000 pg/mL Kryzminiy reakcijy ne-
29-33 44 1 3 35 pastebéta
34-36 39 2 17 158 VEGF-A 10 000 pg/mL Kryzminiy reakcijy ne-
37-gimdy- [ 117 2 29 131 pastebéta
mas VEGF-B 10 000 pg/mL Kryzminiy reakcijy ne-
pastebéta
Pastaba: Kiekvienai laboratorijai rekomenduojama nustatyti savo atskaitinio B L. »
diapazono ribas, pagristas pakankamai didelio pacienty skaiéiaus duomeni- VEGF/PIGF heterodi- 10 000 pg/mL KryZminiy reakcijy ne-
mis, ir (arba) patikrinti, ar galioja gamintojo parduodamo tyrimy rinkinio duo- meras pastebeta

menys. ReikSmés nustatytos naudojant serumg ir pateikiamos tik kaip pa-
vyzdys.

B) Klinikinis jautrumas ir specifiSkumas

ISorinio tyrimo metu lygiagreciai naudojant B-R-A-H-M-SPIGF pluskRYPTOR
ir B-R-A-H-M-S sFlt-1 KRYPTOR tyrimus, kohortos, kurig sudaré 109 né-
$¢iujy, kuriy néstumo eiga buvo normali, ir 20 pacienciy, serganciy pree-

paskelbtas!” sFIt-1/PIGF santykio 85 diapazonas. 85 diapazone buvo ap-
skaiciuota 95 % jautrumo verté ir 84 % specifiSkumo verté.

Visi néStumai buvo vienavaisiai. Preeklampsija buvo apibrézta kaip hiperten-
zijos ir proteinurijos iSsivystymas po 20-os néStumo savaités. Preeklampsija
komplikuotas néStumas buvo apibréztas kaip anksti iSsivystes, jei klinikiniai
pozymiai pasireiskia prie$ 34-g néstumo savaite.

C) Metody palyginimas

Palyginus B-R-A-H:M-S sFlt-1 KRYPTOR tyrima (y) su rinkoje esanciu auto-
matizuotu sFlt-1 tyrimu (x), naudojant klinikinius méginius, gauta tokia kore-
liacija ( pg/mL):

ISmatuoty meginiy skaicius: 150

Passing/Bablok regresija

y =0,93x - 267

r=0,996

Méginio koncentracijos buvo tarp 686 ir 43 598 pg/mL.

B Tyrimy metodo charakteristikos

Aptikimo riba

Aptikimo riba (LOD, angl. Limit of Detection) ir tus¢ioji riba (LOB, angl. Limit
of Blank) buvo nustatytos pagal CLSI EP17-A2 direktyva (aptikimo ir kiekybi-
nio nustatymo riby apibréZimo protokolai). LOB buvo jvertinta ir yra lygi

16,7 pg/mL. LOD buvo jvertinta ir yra lygi 22 pg/mL.

Trukdziy tyrimas atliekamas pagal CLSI EP7-A2 direktyva (trukdziy tyrimas
klinikinéje chemijoje). | seruma su 1 586 pg/mL arba 10 248 pg/mL sFlt-1
koncentracija buvo pridéta Siy medziagy ir nustatyta, kad trukdancios savei-
kos reakcijos nepasireiSkia esant zemiau nurodytoms koncentracijoms:

Tirta medziaga Tirta koncentracija
Acetaminofenas 200 mg/L
Acetilsalicilo rugstis 652 mg/L
L-askorbo riigstis 30 mg/L
Kofeinas 59 mg/L
Kalcis 200 mg/L
Etanolis 5 % (vIv)
Folio ragstis 18 pg/L
Gentamicinas 10 mg/L
Heparinas 3000 U/L
Ibuprofenas 500 mg/L
A-metildopa 15 mg/L
Metoprololis 5 mg/L
Gelezis 150 pg/dL
Dihidralazinas 0,2 g/L

Tikslumas/TiesiSkumas

TiesiSkumas nustatomas pagal CLSI EP6-A direktyva (kiekybiniy matavimo
procedury tiesiSkumo vertinimas) atsizvelgiant | atskiedimus rekombinantiniu
sFlt-1, tyrimo tiesiSkumas pasireiSkia nuo LOQ iki 90 000 pg/mL. Pacienty
méginiy negalima skiesti.

B-R-A-H-M-S GmbH
B-R-A-H-M-S sFIt-1 KRYPTOR

Naudojimo instrukcija (Versija R04It)

Puslapis 5i§ 7



Tikslumas/ "Uzkabinimo didelémis dozémis"
Efektas

Didelés dozés ,kilpos” efektas nepasireiSkia iki 400 000 pg/mL.

Variacijos koeficiento (VK) tikslumas/
pasikartojamumas tyrimo ribose

Tai buvo vertinama su skirtingos koncentracijos méginiais pagal CLSI EP5-
A2 direktyva (,Evaluation of Precision Performance of Quantitative Measure-
ment Methods").

Koncentracijos diapazonas Analizés ribose VK %
599 pg/mL 1,0 %
2696 pg/mL 0,8 %
31173 pg/mL 0,8 %
50 452 pg/mL 0,9 %

Variacijos koeficiento (VK) tikslumas/
pasikartojamumas tarp tyrimy

Tai buvo vertinama su skirtingos koncentracijos méginiais pagal CLSI EP5-
A2 direktyva (,Evaluation of Precision Performance of Quantitative Measure-
ment Methods").

Koncentracijos diapazonas Tarp analiziy VK%

1559 pg/mL 42 %

3055 pg/mL 37%

31173 pg/mL 3,0 %

53 462 pg/mL 3,9%
Trukdantys faktoriai

Nustatoma pagal CLSI EP7-A2 direktyva (trukdziy tyrimas klinikinéje chemi-
joje). | seruma su 11 586 pg/mL arba 10 248 pg/mL koncentracija buvo pri-
déta Siy medziagy ir nustatyta, kad trukdancios saveikos reakcijos nepasi-
reiSkia esant Zemiau nurodytoms koncentracijoms:

Faktorius Aprasas

Bilirubinas ReikSmingas poveikis nepasireiskia,

jei koncentracija nesiekia 250 mg/L

Hemoglobinas ReikSmingas poveikis nepasireiskia,

jei koncentracija nesiekia 5 g/L

Zmogaus serumo albuminas ReikSmingas poveikis nepasireiskia,

jei koncentracija nesiekia 60 g/L

Trigliceridai ReikSmingas poveikis nepasireiskia,

jei koncentracija nesiekia 30 g/L

Susekamumas

Tarptautinio sFIt-1 etaloninio preparato néra. Todél tyrimas kalibruojamas
naudojant etaloninj preparata su rekombinantiniu Zzmogaus sFlt-1, kaip auks-
diausig esama standarta. Sio preparato atskiedimai tikrinami regresinés ana-
lizés metodais ir palyginami su teoriSkai tikétinais rezultatais. Naujo kalibra-
toriaus pagaminimo kokybés kontrolé garantuoja kalibravimo atkuriamuma ir
stabiluma per ilgesnj laika (pagal vidine procedura).
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W Simboliai
Simboliai, naudojami B-R-A-H-M-S KRYPTOR compact PLUS/KRYPTOR GOLD gaminiy naudojimo instrukcijoje ir gaminiy Zyméjimui.

©

Plaukite rankas

Bendras reglamentinis zenklas

Bendras draudziamasis Zenklas

®

50

Nerukyti

Nevalgyti ir negerti

GHSO05, Korozija

Simbolis Vartojimas Simbolis Vartojimas Simbolis Vartojimas
Nuoroda | numatytaja medicinos Medicinos jrenginys in vitro diag- "
Intended Use irenginio paskirt nostikai Partijos kodas
CONT Turinys Kalibratorius CONTROL Kontrolé
B:R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
TION 1/B-R-A-H-M-S KRYPTOR TION 2/B-R-A-H-M-S KRYPTOR
BUF Buferis SOLN 1] compact SOLUTION 1/ SOLN|2] compact SOLUTION 2/
B-R-A-H-M-S Solution 1 KRYP- B-R-A-H-M-S Solution 2 KRYP-
TOR GOLD TOR GOLD
B:R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
TION 3/B-R-A-H-M-S KRYPTOR TION 4/B-R-A-H-M-S KRYPTOR
SOLN| 3] compact SOLUTION 3/ SOLN | 4] compact SOLUTION 4/ CONT|BAGS| | Turimi mai3eliai
B-R-A-H-M-S Solution 3 KRYP- B-R-A-H-M-S Solution 4 KRYP-
TOR GOLD TOR GOLD
BAGS Maiseliai CONT | PLATES || Turimos Iékstés PLATES Lékstés
CONT | VIALS| | Turimi buteliukai VIALS Buteliukai VIAL Buteliukas
Tirpalui parengti naudokite nuro-
dyta kiek] distiliuoto vandens (re- Liofilizuotas, uzSaldytas iSdziovin-
komenduojamas specifinis laidu- LYOPH tas ' Y RCNS Paruoskite tirpalg
mas, mazesnis kaip 50 pS/cm),
pvz., 0,75 mL
Gamintojas Naudoti iki & % ;aha&s taSkas pagal Vokietijos
jstatymus
. A A Prekeés numeris / katalogo nume-
Registruotas prekiy zenklas ™ Prekiy Zenklas REF ris
Yra pakankamai (skaicius) testy, Paskaitykite naudojimo instrukci- Ziarékite pridedama kompaktinj
pvz., 50 jas diskg
((")\ Biologinis pavojus Mavekite apsaugines pirStines ‘ Nesiokite apsauginius akinius

D

GHSO07, Sauktukas

TRACE

TRACE™ technologijos prekés
Zenklas

(@)

CE atitikties Zyméjimas pagal
98/79/EB direktyva dél in vitro
diagnostikos medicinos prietaisy

C E 0483

CE atitikties Zymeéjimas pagal
98/79/EB direktyva dél medicinos
jrenginiy in vitro diagnostikai, Il
prieda su notifikuotos organizaci-
jos registracijos numeriu

Temperatiros apribojimas

Nenaudoti pakartotinai

A

Atsargiai, skaitykite pridedamus
dokumentus

Atsargumo priemoneés, taikomos
netycinio iSleidimo atveju

Atliekos

B-R-A-H-M-S GmbH
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B-R-‘A‘H-M-S

COPEPTIN PROAVP

Instruction for Use

B-R-A-H-M-S Copeptin proAVP KRYPTOR

B-R-A-H-M-S GmbH
Neuendorfstr. 25
16761 Hennigsdorf
GERMANY

Switchboard

phone: +49 3302 883-0

fax: +49 3302 883-100

e-mail: info.brahms@thermofisher.com

Customer Service

phone: +49 3302 883-300

fax: +49 3302 883-388

e-mail: service.brahms@thermofisher.com

Orders

phone: +49 3302 883-600, -700, -800
fax: +49 3302 883-666

e-mail: order.brahms@thermofisher.com

Internet
www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin

KRYPTOR

B-R-A-H-M-S is a registered trademark of B-R-A-H-M-S GmbH.
for professional use Lumi4®-Tb is a registered trademark of Lumiphore, Inc., licensed for use by B-R-A-H-M-S.

only Other product names in this document are used for identification purposes; they may be trademarks and/or registered c €

trademarks of their respective companies.
TRACE™

The manufacture and/or use of this product is covered by one or more of the following pat-
ents:
CN200580021434, CN101600967, CN2007800452789, CN2011103593804, EP1738178, EP2089718,
HK101016419, IN224950, JP4932714, JP5320294, JP5340160, MX262195, US7807397, US12447105, US8158368

Date This version supersedes all earlier versions.

08.10.2015 Changes versus previous version
® |ntroduction: standardization of product name
® Removal of duplicated literature reference

W Intended Use

B-R-A-H-M-S Copeptin proAVP KRYPTOR is an automated immunofluores-
cent assay to determine the concentration of Copeptin (C-terminal provaso-

pressin = CT-proAVP) in human serum and human plasma (EDTA, heparin).

B Instruments

B-R-A-H-M-S Copeptin proAVP KRYPTOR may be used on:
O B':R‘A‘H-M-S KRYPTOR

0 B-R-A-H-M-S KRYPTOR compact

B'R-A-H-M-S KRYPTOR compact PLUS

W Introduction

The B-R-A-H-M-S Copeptin proAVP KRYPTOR assay measures the C-Ter-
minal precursor fragment of Vasopressin (AVP or ADH). Vasopressin is a
key regulator of water balance, has haemodynamic effects and plays a criti-
cal role in the regulation of hypothalamo-pituitary-adrenal axis reflecting the
individual stress responsel'l.

Copeptin and vasopressin (AVP, ADH) are released from the same precur-
sor hormone in equimolar amounts into the bloodstream, hence Copeptin
can be used as a surrogate marker for vasopressin2BI4,

B-R-A-H-M-S Copeptin proAVP KRYPTOR is indicated in conjunction with
Troponin as an aid in ruling out acute myocardial infarction in patients pre-
senting with chest pain or equivalent symptoms of cardiac origin/>tI718l,

B-R-A-H-M-S Copeptin proAVP KRYPTOR is indicated in conjunction with
other clinical data (e.g. osmolality and hydration status) as an aid in the dif-
ferential diagnosis of patients with water balance disorders, e.g. Polyuria-
Polydipsia Syndrome and Syndrome of Inappropriate ADH secretion
(SIADH)eIon1I2]

m Contents
Kit
B-R-A-H-M-S Copeptin proAVP KRYPTOR
REF 857.050 V JH/ see label for expiry
50 2..8°C E date
Name Quantity Quality Description

K- conjugate 1 Anti CT-proAVP polyclonal
sheep antibody conjugated
with Lumi4®-Tb, buffer, BSA,
bovine IgG, mouse IgG,
sheep IgG, Trehalose, D-
Mannitol

XL-conjugate VIAL | 1 LYOPH Anti CT-proAVP monoclonal
mouse antibody conjugated

with Cy 5.5, buffer, BSA, bo-
vine 1gG, mouse IgG, sheep
IgG, Trehalose, D-Mannitol

DILUENT VIAL | 1 ready for Horse serum, EDTA, Kathon
use

Bar code card 1 ready for | See the B:-R-A-H-M-S KRYP-
use TOR compact PLUS User

Manual. The bar code card
contains all information nee-
ded for the registration of a

new reagent lot.

B-R-A-H-M-S GmbH
B-R-A-H-M-S Copeptin proAVP KRYPTOR

Instruction for Use (Version R02en)
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Accessories
B-R-A-H-M-S Copeptin proAVP KRYPTOR CAL

Not supplied with the kit.

Other requisites
Not supplied with the kit.
B-R-A-H-M-S KRYPTOR compact PLUS Consumables

; Name REF
REF 85791 Jﬂ/ g Z:vtselabel for expiry
2..8°C B-R-A-H-M-S KRYPTOR BUFFER 89970
Intended Use: To readjust the standard curve memorized in B-R-A-H-M-S B-R-A-H-M-S KRYPTOR compact SOLUTION 1 | 89981
KRYPTOR compact PLUS.
B-R-A-H-M-S KRYPTOR compact SOLUTION 2 | 89982
Name Quantity | Quality Description
B-R-A-H-M-S KRYPTOR compact SOLUTION 3 | 89983
B-R-A-H-M-S VIALS | 6 LYOPH Horse serum, EDTA, com-
Copeptin plete, CT-proAVP B-R-A-H-M-S KRYPTOR compact SOLUTION 4 | 89984
proAVP KRYP- A,
TOR CAL B-R-A-H-M-S KRYPTOR compact DILCUP 89985
Barcode card | 1 ready for | See the B-R-A‘H-M-S KRYP- B-R-A'HM-S KRYPTOR compact REACT 89986
use TOR compact PLUS User
Manual. The bar code card
contains information related to B Precautions
the calibrator lot including its
concentration. Respect the user information given in the User Manual of the

B-R-A-H-M-S Copeptin proAVP KRYPTOR QC

Not supplied with the kit.

B-R-A-H-M-S KRYPTOR compact PLUS and in this document.

| CONTROL |

REF 85792

/H/ 2..8°C g

see label for expiry
date

Intended Use: Quality control on board of B-R-A-H-M-S KRYPTOR compact

PLUS for the assay.

— Observe the expiration dates specified on the label.

— Reagents from different reagent kits should not be mixed.
— Do not dissociate the elements of a unit.

— Avoid any microbic contamination of the reagents.

Raw materials of human or animal origin contained in the re-
agents have been tested with approved kits and found negative
for the anti-HIV 1, anti-HIV 2, anti-HCV antibodies and the HBs

Name Quantity | Quality Description antigen. However as it is impossible to strictly guarantee that
such products will not transmit hepatitis, the HIV virus, or any
B-R-A-H-M-S 3 Horse serum, EDTA, com- other viral infection, all raw materials of human or animal origin
Copeptin plete, CT-proAVP including the samples to be assayed must be treated as poten-
proAVP KRYP- tially infectious.
TOR Control 1
B-R-A-HM-S 3 Horse serum, EDTA, com- The generally acknowledged safety precautions and laboratory
Copeptin plete, CT-proAVP techniques must be observed when handling reagents and pa-
proAVP KRYP- tient samples.
TOR Control 2 - Do not pipet by mouth.
— Wash hands after work.
Bar code card 1 ready for | See the B-R-A-H-M-S KRYP-
use TOR compact PLUS user’s
manual. The bar code card
contains information related to — Wear protective clothing, protective gloves and safety
the control lot, particularly the glasses at work.
target concentrations, the
standard deviations obtained
and the concentration accept-
ance ranges. This information
is visible on the B-R-A-H-M-S
KRYPTOR compact PLUS
monitor screen in the quality — Do not eat, drink or smoke in areas where samples or kit-
control section. reagents are handled.
Bar code stick- | 20 for ready for | See the B-R"‘A-H-M-S KRYP-
on labels each con- | use TOR compact PLUS User
trol Manual. The bar code stick-on
labels are used for identifying
the controls when assayed on
B-R-A-H-M-S KRYPTOR com- . . )
pact PLUS - Remove sp|II§ with absorbing Paper. .
% — All the material used for cleaning up must be disposed of as

infectious laboratory waste.
— Prevent from getting into sewage, water, ground.

— Used reagent plates and reagent kits are disposed of as po-
tential infectious laboratory waste according to local regula-
tions.

— Empty containers should be returned to local recyclers.

B-R-A-H-M-S GmbH
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B Principle

The measurement principle of B-R-A-H-M-S KRYPTOR compact PLUS is
based on TRACE™ Technology (Time-Resolved Amplified Cryptate Emis-
sion), which measures the signal that is emitted from an immunocomplex
with time delay. The basis of the TRACE™ Technology is non-radiative ener-
gy transfer from a donor (a cage-like structure with a terbium ion in the cen-
ter) to an acceptor, which is part of a chemical protein (XL).

The proximity of donor (Cryptate) and acceptor (XL) when they are part of an
immunocomplex and the spectral overlap between donor emission and ac-
ceptor absorption spectra on the one hand, intensify the fluorescent signal of
the cryptate and on the other hand they extend the life span of the acceptor
signal, permitting the measurement of temporally delayed fluorescence.

Precise measuring of analyte concentration: When the sample is excited
with a nitrogen laser at 337 nm, the donor (Cryptate) emits a long-life fluo-
rescent signal in the milli-second range at 620 nm, while the acceptor (XL)
generates a short-life signal in the nanosecond-range at 707 nm.

When the two components are bound in an immunocomplex, both the signal
amplification and the prolongation of the life span of the acceptor signal oc-
cur at 707 nm, so that it can be measured over p-seconds. This long-life sig-
nal is proportional to the concentration of the analyte to be measured.

Reliable prevention of interference: Non-specific signals, e.g. the signals of
the short-life and unbound acceptor XL and the medium-specific interference
signals conditional upon the natural fluorescence of the sample, are elimina-
ted by temporal delay of the fluorescence measurement. The signal gener-
ated by the cryptate at 620 nm serves as an internal reference and is meas-
ured simultaneously with the long-life acceptor signal at 707 nm which is the
specific signal. Interfering influences, e.g. from turbid sera, are automatically
corrected by means of the internally calculated ratio of the intensities at
these wavelengths.

W Instructions

Sample volume............c.cooeiiiiiiiiiiiiee 50 pL

Incubation time...............ccoooiiiiiiiiiie 14 min

Results are given in.. pmol/L

Conversion factor........ 1 pmol/L = 4.02 pg/mL

Direct measuring range..................c..cccceee. 0.7...500 pmol/L

Measuring range with automatic dilution....... 0.7...2 000 pmol/L

Sample type.........cccovoiiiiiiiii serum, plasma (EDTA,
heparin)

Kit stability on board...........................l 29 days

Calibrator.................. 1 point

Calibration stability... 15 days

Assay principle...............ccoccooiiii sandwich

e |f the assay is carried out within 24 hours of blood collec-
tion, store samples at 2...8 °C. If not, samples shall be ali-
quoted and stored frozen (=20 °C).

Samples may be frozen and thawed three times.

Citrated plasma should not be used.

Place the sample in a tube suited for use on B-R-A-H-M-S
KRYPTOR compact PLUS (11-17 mm diameter). This
might be the primary tube.

® The sample tube must contain a minimum volume which will
vary depending on the diameter of the sample tube. A
13 mm diameter tube will require an additional 150 pL of
sample.

® Should a dilution be requested either automatically or by the
user, the volume of sample necessary will be 50 pyL maxi-
mum.

® |cteric, hemolytic or hyperlipemic samples, or samples
which are turbid or contain fibrin may yield imprecise re-
sults. Such samples are signaled by B-R-A-H-M-S KRYP-
TOR compact PLUS.

The operation and maintenance of B-R-A-H-M-S KRYPTOR compact PLUS
are described in the related User Manual.

After it has been opened the reagent unit may be stored on the B-R-A-H-M-S
KRYPTOR compact PLUS in the space provided. Each reagent unit is indi-
vidually identified (bar code) and its maximum period of use after opening is
controlled by the instrument.

To prepare a reagent unit, proceed as follows:

— Remove the security band from the reagent pack.

— Push in the lid by pressing it firmly (see diagram below).

Take care to remove all the foil.

Opening the Kit

Note: Always handle the reagent unit carefully to avoid generation of foam or
bubbles. Such foam/bubbles may interfere with proper detection of reagent
but also correct dispensing of reagents. To avoid the presence of foam/ bub-
bles allow the kit to stand 5...10 min within B-R-A-H-M-S KRYPTOR compact
PLUS prior to use.

A standard curve does not need to be constructed on B-R-A-H-M-S KRYP-
TOR compact PLUS.

The instrument stores the required information after reading the bar code
from the reagent card. A calibration must be carried out for every new re-
agent lot, and then repeated on a regular basis. B-R-A-H-M-S KRYPTOR
compact PLUS automatically indicates when a calibration is required. Both
the stored and recalibrated standard curve may be displayed on the screen.

The following steps are carried out:

® Conjugates and sample are dispensed into the reaction plate and the sig-
nal emitted is measured periodically.

e Samples with concentrations higher than the direct measurement range,
are identified in the first few minutes of incubation, then diluted automati-
cally and reassayed.

e After measurement of the fluorescent signal, the data obtained from the
software are compared to the memorized standard curve.

Calibration

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 uS/cm is recommended) indicated on the vial label.

e Allow 15 min for the complete dissolution of the lyophilisate.

® Mix gently after reconstitution.

® Calibration must be carried out with every new reagent kit lot, it is then
repeated on a regular basis automatically managed by B-R-A-H-M-S
KRYPTOR compact PLUS in order to readjust the standard curve.

® |tis recommended that controls be run after each calibration.

® Use the calibrator/calibrators only once.

® Do not leave the calibrator/calibrators at room temperature or on the car-
ousel for more than 5 hours.

® The calibrator bar code card must be read in for each new lot of calibra-
tor.

® For further information see the B-R-A-H-M-S KRYPTOR compact PLUS
User Manual.

B-R-A-H-M-S GmbH
B-R-A-H-M-S Copeptin proAVP KRYPTOR
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Control

® |tis recommended that controls be run at least once a day and after each
calibration.

® A control tube is processed like a sample tube.

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 uS/cm is recommended) given on the vial label.

® Allow 15 min. for the complete dissolution of the lyophilisate.

® Mix gently after reconstitution.

® After reconstitution, do not keep a vial more than 5 hours at 18...25 °C or
24 hours at 2...8 °C.

® |tis recommended that the contents of a reconstituted vial be divided into
aliquots which may then be stored frozen at -20 °C for a maximum period
of 1 month.

® Use one of the tubes immediately for measurement.

e After thawing an aliquot, mix gently and use immediately for measure-
ment.

® Once thawed, a control aliquot must not be refrozen.

® The bar code stick-on labels are used for identifying the controls when
assayed on B'R-A-H-M-S KRYPTOR compact PLUS.

® The control kit bar code card must be scanned in for each new lot of con-
trol.

e For further information see the B-R-A-H-M-S KRYPTOR compact PLUS
User Manual.

B Quality Control

Good laboratory practice requires that control samples are measured regu-
larly to ensure the quality of the results obtained. These samples must be
processed exactly the same way as the assay samples, and it is recommen-
ded that the results be analysed using appropriate statistical methods.

If desired, B-R-A-H-M-S KRYPTOR compact PLUS can automatically check
the quality of assays at intervals, by statistical analysis on the basis of Levey
Jennings graphs.

It is necessary to comply with national quality assurance guidelines for quan-
titative tests in the medical laboratory (current version). For instance, test ac-
curacy and precision should be monitored by means of laboratory in house
and/or commercially available control materials. If unacceptable control val-
ues are obtained, proceed as outlined in standard laboratory diagnostic pro-
cedures to determine the cause and implement corrective measures.

B Reference Range

Note: It is recommended that each laboratory establishes its own reference
ranges based on representative patient collectives and/or test the validity of
the manufacturer’s commercial test kit data. The values have been estab-
lished on serum and EDTA plasma and are given only as an indications.

The results, obtained from this assay should always be assessed in combi-
nation with the clinical examination, patients medical history, plasma osmo-
lality, plasma sodium and other findings before momentous actions will be
prefaced.

A study of an apparently healthy population (N = 297, both sexes) showed a
median of 3.9 pmol/L and the following distribution as listed in the histogram
graph below.

1907 Histogram
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15 17,5
Copeptin replicate (pmol/L)

l. B-R-A-H-M-S Copeptin proAVP KRYPTOR in
early rule out AMI:

Following several observational study that showed the highest Negative Pre-
dictive Value of the combination of Copeptin and Troponin for ruling-out AMI,

in a randomized controlled clinical process study for early discharge using
single Troponin and Copeptin in patients with suspected ACS (Acute Coro-
nary Syndrome), a Copeptin proAVP cut-off at 10 pmol/L is recommended to
rule-out AMI (Acute Myocardial Infarction) BI6I71. A value of 10 pmol/L or
above is considered as positive result.

Low to intermediate risk patients with
suspected ACS

A"
Combined Copeptin + Troponin

testing

+ clinical validation

Troponin negative Final clinical Troponin positive
c t.and i assessment c At'_'d/ or i
opeptin negative ; opeptin positive
< 10 pmolh) excludes discharge 10 pmoll)
L
Discharge Standard Care

Modified from Mockel and Searle (2014)!

Note: It is recommended that each laboratory establish its own reference
ranges based on representative patient collectives and/or test the validity of
the manufacturer’'s commercial test kit data. The values above have been
established on serum and EDTA plasma and are given only as indications.

Il. B-R-A-H-M-S Copeptin proAVP KRYPTOR in
the differential diagnosis of patients with water
balance disorders

In a cohort of 72 healthy individuals who underwent Copeptin stimulation via
water deprivation or hypo- and hypertonic saline infusion, the following Co-
peptin values were observed®!'2. Copeptin values according to normal plas-
ma osmolality:

Osmolality (mosmol/kg) Copeptin ( pmol/L)
270-280 0.81-11.6
281-285 1.0-13.7

286-290 1.5-15.3

291-295 2.3-24.5

296-300 2.4-28.2

In a prospective international multicenter clinical study (COSIP)['l an algo-
rithm was defined based on patients with Polyuria-Polydipsia Syndrome
(n=55). Baseline Copeptin value of 2 21.4 pmol/L identify patients with
Nephrogenic Diabetes Insipidus. A 2" Copeptin value after fluid deprivation
with a cut-off of 4.9 pmol/L can distinguish patients between Complete &
Partial Diabetes Insipidus ( < 4.9 pmol/L) and patients with Primary Polydip-
sia (= 4.9 pmol/L).

B-R-A-H-M-S GmbH
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(without prior fluid

f?&tﬂfaﬂom

[ Baseline Copeptin ]

l 221.4 pmol/L l

<21.4 pmol/L

Sodium
<147 mmol/L

[ ]

L3
until Sodium
2 147 mmol/L

3
Sodium after 5h
still
<147 mmol/L

3% saline infusion

until Sodium
=147
mmol/L

FLUID
DEPRIVATION

2 Copeptin
|

,_~
S

<4.9 pmol/L

24.9 pmol/L

Complete or Primary -
partial central DI Polydipsia Nephrogenic DI
—————
96% Sens/ 94% 94% Sens/ 96% T00% Sens/ 100%
Spec. EPEC. .

Modified from Timper et al. (2015)1""

Note: It is recommended that each laboratory establish its own reference
ranges based on representative patient collectives and/or test the validity of
the manufacturer’'s commercial test kit data. The values above have been
established on serum and EDTA plasma and are given only as indications.

Limitations

Following diseases / therapies have an influence on the level on Copeptin
proAVP:

® SIRS, Sepsis, Severe Sepsis, Septic Shock

e Cardiovascular Diseases, i.e. Chronic Heart Failure

® | ow Respiratory Tract Infections, i.e. Community Acquired Pneumonia
(CAP) and COPD

AVP Receptor Antagonist therapies and other diseases in which AVP
has been shown to play an important pathophysiologic role

B Assay Performance

Detection Limit

TheLimit of Detection (LOD) and Limit of Blank (LOB) have been determined
following CLSI EP17-A2 guideline (Protocols for Determination of Limits of
Detection and Limits of Quantitation). The LOB has been assessed as being
0.41 pmol/L. The LOD has been assessed as being 0.69 pmol/L

Sensitivity

The Functional Assay Sensitivity (FAS), detected by inter-assay precision of
20 %, is estimated in accordance with CLSI EP05-A2 guideline (Evaluation
of Precision Performance of Quantitative Measurement Methods). It has
been assessed as being 1.08 pmol/L.

The Limit of Quantitation (LOQ) is the lowest reported concentration level
with total error (imprecision and bias) at 40 %. The LOQ Is estimated in ac-
cordance with CLSI EP17-A guideline (Protocols for Determination of Limits
of Detection and Limits of Quantitation). It has been assessed as being
1.23 pmol/L.

Specificity
The antibodies used in this assay enable a specific measurement of human
C-terminal proVasopressin (CT-proAVP).

Accuracy/ Linearity

The linearity is determined in accordance with the CLSI EP6-A guideline
(Evaluation of the Linearity of Quantitative Measurement Procedures).Dilu-
tion of highly concentrated samples revealed recovery rates between 80 %
and 120 %.

Accuracy/ "High Dose Hook" Effect

No "High Dose Hook" Effect can be observed up to 2 000 pmol/L.

Precision/ Reproducibility for Intra Assay CV

Precision is evaluated using samples of different concentrations in accord-
ance with the CLSI EP5-A2 guideline (Evaluation of Precision Performance
of Quantitative Measurement Methods).

Concentration range Within-assay CV%
2.0 -4.0 pmol/L <15.0 %

4.0 - 15 pmol/L <8.0%

15 - 50 pmol/L <4.0%

> 50 pmol/L <3.0%

Out of range samples (> 500 pmol/L) <4.0%

Precision/ Reproducibility for Inter Assay CV

This was evaluated using samples of different concentrations in accordance
with the CLSI EP5-A2 guideline (Evaluation of Precision Performance of
Quantitative Measurement Methods).

Concentration range Inter-assay CV%
2.0-4.0 pmol/L <18.0 %

4.0 - 15 pmol/L <10.0 %

15 - 50 pmol/L <5.0%

> 50 pmol/L <5.0%

Out of range samples (> 500 pmol/L) <6.0%

Disturbing Factors

Interferences are estimated in accordance with the CLSI EP7-A2 guideline
(Interference Testing in Clinical Chemistry).

Factor Description
Bilirubin No significant effect to 5 mg/dL
Hemoglobin No significant effect to 500 mg/dL

Human serum albumin No significant effect to 5 g/dL

Triglycerids No significant effect to 5 g/L

Interferences

Interferences are estimated in accordance with the CLSI EP7-A2 guideline
(Interference Testing in Clinical Chemistry).

The following drugs have no significant effect up to the following concentra-
tions:

Drug Concentration up to
Abciximab 20 pg/mL
Acetaminophen 250 pg/mL
Acetylsalicylic Acid 600 pg/mL
Allopurinol 40 pg/mL
Ambroxol 18 pg/mL
Ampicillin 50 pg/mL
Ascorbic Acid 40 pg/mL
Atenolol 10 pg/mL
Atorvastatin 24 yg/mL
Caffeine 100 pg/mL
Captopril 5 pg/mL
Chloramphenicol 25 mg/dL

B-R-A-H-M-S GmbH
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Drug Concentration up to
Cinnarizine 2.7 pg/mL
Clopidogrel Bisulfate 2.5 pg/mL
Cocaine 1 pg/mL
Diclofenac 50 pg/mL
Digoxin 7.5 ng/mL
Dopamine 900 ng/mL
Eptifibatide 7 pg/mL
Erythromycin 60 pg/mL
Fondaparinux 12 pg/mL
Furosemide 400 pg/mL
Heparin 8 U/mL
Ibuprofen 500 pg/mL
Lovastatin 20 yg/mL
Low MW Heparin 5 U/mL
Methyldopa 15 pg/mL
Metoprolol 5 pg/mL
Nicotine 2 mg/dL
Nifedipine 600 ng/mL
Nitrofurantoin 4 pg/mL
Nitroglycerin 0.5 pg/mL
Nystatin 7.5 ug/mL
Oxytetracycline 5 pg/mL
Phenytoin 60 pg/mL
Propranolol 5 pg/mL
Quinidine 20 pg/mL
Ramipril 12 pg/mL
Salicylic Acid 600 pg/mL
Simvastin 16 pg/mL
Theophylline 60 pg/mL
Tirofiban 1.7 pg/mL
Trimethoprim 40 pg/mL
Verapamil 2 pg/mL
Warfarin 30 pg/mL

Traceability

An International Copeptin proAVP Reference Preparation is not available.
Therefore the assay is calibrated using a reference preparation of Copeptin

proAVP as highest available standard. Dilutions of this preparation are

checked by regression analysis and compared to theoretical expected re-
sults. Quality Control of new calibrator manufacturing ensures reproducibility

and stability of calibration along time (according to internal procedure).
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B Symbols
Symbols used in Instruction for Use and Product Labelling of B-R-A-H-M-S KRYPTOR compact PLUS products.

Symbol Usage Symbol Usage Symbol Usage
Reference to the Intended use of In Vitro Diagnostic Medical De-
Intended Use the Medical Device vice Batch Code
CONT Contents CAL Calibrator CONTROL Control
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
Buffer [SOLN| 1] TION 1/B-R-‘A‘H-M-S KRYPTOR [SOLN| 2] TION 2/B-R-A‘H-M-S KRYPTOR
compact SOLUTION 1 compact SOLUTION 2
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
SOLN| 3] TION 3/B-R‘A-H-M-S KRYPTOR SOLN 4] TION 4/B-R-A-H-M-S KRYPTOR CONT |BAGS| | Bags contained
compact SOLUTION 3 compact SOLUTION 4
BAGS Bags CONT | PLATES || Plates contained PLATES Plates
CONT | VIALS| | Vials contained VIALS Vials VIAL Vial
Use given Volume of distilled Wa-
ter (conductivity of less than - . .
H20 50 uS/cm is recommended) for YOPH Lyophilized, Freeze Dried RCNS Reconstitute
Reconstitution, e.g. 0.75 mL
"%Q\WNE»,% .
Manufacturer Use by Q@A Green Dot according to German
Law
Registered Trade Mark Trade Mark REF Article Number/Catalogue Num-

ber

Contains sufficient for (Number
of) tests, e.g. 50

Consult Instructions for Use

See Accompanying Compact
Disk

Biohazard

Wear Protective Gloves

Wear Safety Glasses

Wash hands

General Regulatory Sign

General Prohibitive Sign

Do not Smoke

Do not Eat and Drink

GHSO05, Corrosion

GHSO07, Exclamation Mark

Trade Mark for TRACE™-technol-
ogy

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices, An-
nex Il with Reg.Number of Noti-
fied Body

Temperature Limitation

Do not Reuse

Caution, consult accompanying
documents

Accidental Release Measures

Waste
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B-R-A-H-M-S

COPEPTIN PROAVP

KRYPTOR

Naudojimo instrukcija

B-R-A-H-M-S Copeptin proAVP KRYPTOR

B-R-A-H-M-S yra registruotas prekiy zenklas, priklausantis, B-R-A-H-M-S GmbH.
tik profesionaliam Lumi4®-Tb yra Lumiphore, Inc. registruotas prekés Zenklas, kurio naudojimo licencija suteikta B-R-A-H-M-S.
naudojimui Kity produkty pavadinimai Siame dokumente yra naudojami atpazinimo tikslais; jie gali bati atitinkamy bendroviy pre-

kiy Zenklai ir/arba registruoti prekiy zenklai.
TRACE™
Sio produkto pagaminimui ir/ar naudojimui taikomas vienas ar keli Sie patentai:
CN200580021434, CN101600967, CN2007800452789, CN2011103593804, EP1738178, EP2089718,
HK101016419, IN224950, JP4932714, JP5320294, JP5340160, MX262195, US7807397, US12447105, US8158368
Data Si versija pakeitia visas kitas versijas.
09.10.2015  Pakeitimai lyginant su ankstesne versija
® |zanga: produkto pavadinimo standartizavimas
® Pasikartojanciy literatdros Saltiniy pasalinimas

B-R-A-H-M-S GmbH
Neuendorfstr. 25
16761 Hennigsdorf
VOKIETIJA

Valdymo pultas

garsas: +49 3302 883-0
Faksas: +49 3302 883-100

El. pastas:
info.brahms@thermofisher.com

Klienty aptarnavimas

garsas: +49 3302 883-300

Faksas: +49 3302 883-388

El. pastas:
service.brahms@thermofisher.com
Uzsakymai

garsas: +49 3302 883-600, -700, -800
Faksas: +49 3302 883-666

El. pastas:
order.brahms@thermofisher.com

Internetas
www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin
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B Paskirtis W Turinys
B-R-A-H-M-S Copeptin proAVP KRYPTOR yra automatinis imunofluorescen-
tinis tyrimas, skirtas kopeptino (C-terminalinio vazopresino pirmtako = CT- Komplektas
proAVP) koncentracijai Zzmogaus serume ir plazmoje (su EDTA, heparinu) D.ALLM. .
nustatyt, B-R-A-H-M-S Copeptin proAVP KRYPTOR
\ ; / galiojimo laikas
f . . REF 857.050 50 /H/ 2.8°C nurodytas etiketéje
B Prietaisai
B-R-A'H-M-S Copeptin proAVP KRYPTOR gali biti naudojami su: Pavadinimas | Kiekis | Kokybé | Apragymas
g gﬁﬁ:mg §E¥$¥8E compact K- KONJUGA- | [VIAL]1 |LYOPH| | Polikloniniai avies antikiinai
TA ie§ CT-proAVP, konjuguoti
@ BR-AHM-S KRYPTOR compact PLUS S ’S’S'T_Sugi 45_% bu‘fe:?;”‘jgs‘f“
galvijy IgG, pelés IgG, avies
1gG, trehaliozé, D-manitolis
. l.zanga SKIEDIKLIS VIAL| 1 paruosta Arklio serumas, EDTA, kato-
B-R-A-H-M-S Copeptin proAVP KRYPTOR tyrime matuojamas vazopresino naudoti nas
(AVP arba ADH) C-terminalinio pirmtako fragmentas. Vazopresinas yra pa- XL-KONJUGA- | [VIAL] 1 [CYOPA] | Monokloniniai pelés antikainai
grindinis skysc€iy pusiausvyros reguliatorius, jis pasizymi hemodinaminiu po- TAS pries CT-proAVP, konjuguoti
veikiu ir atlieka pagrindinj vaidmenj pagumburio-hipofizés-antinks¢iy grandi- SuCy55 buferis’ JSA, gal-
nés reguliavime, dalyvaudamas individualaus atsako | stresg reakcijoje!". il IgG. p;elés Igé aviés e
Kopepting ir vazopresing (AVP, ADH) j kraujotakg ekvimolekuliniais kiekiais trehaliozé, D-manitolis
iSskiria tas pats pirmtakas hormonas, todél kopepting galima naudoti kaip .. N .
pakaitinj vazopresino Zymenjl2iai4, Bruksplnlo kodo |1 paruos.ta Zr. B-R-A-H-M-S KRYPTOR
kortelé naudoti compact PLUS naudotojo va-

B-R-A-H-M-S Copeptin proAVP KRYPTOR naudojamas derinyje su troponi-

nu padedant atmesti maus miokardo infarkto galimybe pacientams, besis-

kundziantiems skausmu kratinéje ar lygiaverciais su Sirdimi susijusiais simp-
tomais!sIeN7Ie],

dova. Bruks$ninio kodo kortelé-
je yra visa informacija, reika-
linga naujai reagento partijai
jregistruoti.

B-R-A-H-M-S Copeptin proAVP KRYPTOR indikuojamas atsizvelgiant j kitus
klinikinius duomenis (pvz., osmoliari8kumg ir hidracijg), jei reikia atlikti paci-
enty su skysciy pusiausvyros sutrikimais, pvz., poliurijos-polidipsijos sindro-
mu ir netinkamos antidiurezinio hormono sekrecijos (ADHS) sindromu dife-

rencine diagnostikg®1ot21,
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Priedai

B-R-A-H-M-S Copeptin proAVP KRYPTOR CAL

| komplekta nejeina.

REF 85791

/H/ 2..8°C E

galiojimo laikas
nurodytas etiketéje

Paskirtis: Pakoreguoti standartine kreive, kuri yra i$saugota B-R-A-H-M-S

KRYPTOR compact PLUS.

Pavadinimas Kiekis Kokybé Aprasymas

B-R-A-H-M-S VIALS | 6 LYOPH Arklio serumas, EDTA, univer-
Copeptin salus, CT-proAVP

proAVP KRYP-

TOR CAL

Briksninio kodo | 1 paruosta | Zr. B-R-A‘H-M-S KRYPTOR
kortelé naudoti compact PLUS naudotojo va-

dova. Bruksninio kodo kortelé-
je yra informacija apie kalibra-
toriaus partijg ir jo koncentra-
cija.

B-R-A-H-M-S Copeptin proAVP KRYPTOR QC

| komplekta nejeina.

| CONTROL |

Kiti rekvizitai

| komplekta nejeina.

B-R-A-H-M-S KRYPTOR compact PLUS naudojimo reikmenys

Pavadinimas REF

B-R-A-H-M-S KRYPTOR BUFFER 89970
B-R-A-H-M-S KRYPTOR compact SOLUTION 1 89981
B-R-A-H-M-S KRYPTOR compact SOLUTION 2 | 89982
B-R-A-H-M-S KRYPTOR compact SOLUTION 3 | 89983
B-R-A-H:M-S KRYPTOR compact SOLUTION 4 | 89984
B-R-A-H-M-S KRYPTOR compact DILCUP 89985
B-R-A-H-M-S KRYPTOR compact REACT 89986

W Atsargumo priemonés

B

Laikykités vartotojui skirty nurodymuy, kurie pateikiami vartotojo
vadoveB-R-A-H-M-S KRYPTOR compact PLUS ir Siame doku-
mente.

REF 85792

jﬂ/ 2..8°C g

galiojimo laikas
nurodytas etiketéje

Paskirtis: Kokybeés kontrolé pradéjus naudoti B-R-A-H-M-S KRYPTOR
compact PLUS analizei.

proAVP KRYP-
TOR Kontrolé 1

Pavadinimas Kiekis Kokybée ApraSymas
B-R-A-H-M-S VIALS| 3 LYOPH Arklio serumas, EDTA, univer-
Copeptin salus, CT-proAVP

B-R-A‘H-M-S
Copeptin
proAVP KRYP-
TOR Kontrolé 2

|VIALS | 3

| LYOPH|

Arklio serumas, EDTA, univer-
salus, CT-proAVP

Briksninio kodo
kortelé

paruosta
naudoti

Zr. B-R-A-H:M-S KRYPTOR
compact PLUS naudotojo va-
dova. Braksninio kodo kortelé-
je pateikiama informacija apie
kontrolinés medziagos partija,
ypac apie tikslines koncentra-
cijas, gaunamas standartines
paklaidas ir priimtinos kon-
centracijos diapazonus. Si in-
formacija yra rodoma
B-R-A-H-M-S KRYPTOR com-
pact PLUS monitoriaus ekra-
ne kokybés kontrolés skyriuje.

Prilipdomos eti-
ketés su bruks-
niniu kodu

20 kiekvie-
nai kontro-
linei me-
dziagai

paruosta
naudoti

Zr. B-R-A'H-M-S KRYPTOR
compact PLUS naudotojo va-
dova. Prilipdytos etiketés su
briks$niniu kodu yra naudoja-
mos kontroliniams méginiams
identifikuoti, kai atliekama
analizé su B-'R-‘A-H-M-S
KRYPTOR compact PLUS

— Atkreipkite démesj j galiojimo datas, nurodytas etiketéje.
— Negalima maisyti skirtingy reagenty rinkiniy reagenty.

— Rinkinio elementus laikykite kartu.

— Saugokite reagentus nuo uzkrétimo mikrobais.

&P

D U

Neapdorotos reagentuose esancios Zzmogaus ar gyvuninés kil-
més medziagos buvo testuotos patvirtintais rinkiniais ir gautas
neigiamas rezultatas dél anti-ZIV 1, anti-ZIV 2, anti-hepatito C
viruso antikiny ir HB antigeno. Ta¢iau nejmanoma absoliuciai
garantuoti, kad $ie preparatai neperduos hepatito, ZIV viruso ar
bet kurios kitos virusinés infekcijos; visos neapdorotos Zzmo-
gaus ar gyvininés kilmés medziagos, jskaitant meginius, kurie
bus analizuojami, turi bati laikomos potencialiai uzkreciancio-
mis.

Dirbant su reagentais ir pacienty méginiais privalu laikytis vi-
suotinai pripazinty saugumo instrukcijy ir laboratorijos darbo
metody.

— Perpylimui nenaudokite burnos.

— Po darbo nusiplaukite rankas.

— Darbe dévékite apsauginius drabuzius, apsaugines pirsti-
nes ir apsauginius akinius.

— Nevalgykite, negerkite ir nertkykite patalpose, kuriose dir-
bama su méginiais ar reagenty rinkiniais.

— ISsiliejusias medziagas iSvalykite sugeriamuoju popieriumi.

— Visos valymui naudotos medziagos turi bati Salinamos kaip
uzkre¢iamos laboratorijos atliekos.

— Neleiskite, kad atliekos patekty j kanalizacija, vandenj,
grunta.

— Panaudotas reagenty Iékstes ir reagenty rinkinius reikia $a-
linti kaip uzkreciancias laboratorijos atliekas pagal vietos
valdZios potvarkius.

— Tuscios talpyklos turi bati grazintos vietos perdirbéjams.
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B Principas

B-R-A-H-M-S KRYPTOR compact PLUS matavimo principas remiasi TRA-
CE™ technologija (laikui bégant sugeriama papildyta kriptato emisija, angl.
Time-Resolved Amplified Cryptate Emission), matuojanti signalg, kurj su uz-
delsimu i$leidZia imuninis kompleksas. TRACE™ technologijos pagrindas yra
nespindulinés energijos perdavimas i$§ donoro (narvo formos struktira su ter-
bio jonu centre) akceptoriui, kuris yra dalis cheminio baltymo (XL).

Donoro (kriptatas) ir akceptoriaus (XL) artumas, kai jie yra imuninio komplek-
so dalis, ir spektrinis persidengimas tarp donoro emisijos ir akceptoriaus ab-
sorbcijos spektry, viena vertus, suintensyvina fluorescentinj kriptato signala,
kita vertus, prailgina akceptoriaus signalo trukme ir leidZia iSmatuoti uzdelstg
fluorescencija.

Tikslus analités koncentracijos matavimas: Kai méginys suzadinamas azoto
lazeriu 337 nm, donoras (kriptatas) iSleidzia ilgalaikj fluorescentinj signalg
milisekundziy diapazone 620 nm, tuo tarpu akceptorius (XL) sukuria trumpa-
laikj signalg nanosekundziy diapazone 707 nm.

Kai du komponentai yra susieti imuniniame komplekse, tiek signalo papildy-
mas, tiek akceptoriaus signalo trukmés pailgéjimas jvyksta 707 nm, taigi, tai
galima iSmatuoti per p-sekundes. lligai iliekantys signalai yra proporcingi
matuojamos analités koncentracijai.

Patikima apsauga nuo trukdZiy: Nespecifiniai signalai, t. y. trumpalaikiai ir
nesusieto akceptoriaus XL signalai bei terpei budingi trukdziy signalai, ku-
riuos sukelia naturali méginio fluorescencija, yra pasalinami del fluorescenci-
jos matavimo laiko uzdelsimo. Kriptato sukurtas 620 nm signalas pasitarnau-
ja kaip vidiné nuoroda ir yra matuojamas vienu metu su ilgalaikiu akcepto-
riaus 707 nm signalu, kuris yra specifinis signalas. TrukdZius sukeliancios
jtakos, pvz., i§ drumsto serumo, yra automatiskai iStaisomos panaudojant vi-
duje apskaiciuotg Siy bangy ilgiy intensyvumo proporcija.

B Instrukcijos

Méginio Kiekis..................coooiiiiii
Inkubacijos laikas
Rezultatai yra pateikiami Siais matavimo

VIBNBLAIS. ........oeiiiiiiiiiie s pmol/L
Perskaiciavimo koeficientas........ 1 pmol/L = 4,02 pg/mL

Tiesioginio matavimo diapazonas................. 0,7...500 pmol/L

Matavimo diapazonas su automatiniu

atskiedimu.............ccccooiiiiiiiie 0,7...2 000 pmol/L

Méginio tipas serumas, plazma (EDTR,
heparinas)

Rinkinio patvarumas pradéjus ji naudoti....... 29 dienos

Kalibratorius................ . 1taskas
Kalibravimo patvarumas. .. 15 dienos
Analiz€s principas...........c.cccvveeeiiiieeiiiiieennne sumustinio

® Jei tyrimas atliekamas per 24 valandos nuo kraujo paémi-
mo, méginius saugokite 2...8 °Ctemperatiroje. Jei ne, mé-
ginius reikia padalyti  lygias porcijas ir laikyti uzSaldytus
(=20 °C).
Méginiai gali bati uzsaldyti ir atSildyti tris kartus.

® Negalima naudoti plazmos su citratu.

® |dékite méginj j vamzdelj, tinkama naudoti su B-R-A-H-M-S
KRYPTOR compact PLUS (11-17 mm skersmens). Tai gali
bati pirminis mégintuvélis.

® Mégintuveélyje turi bati minimalus kiekis, kuris gali skirtis, pri-
klausomai nuo mégintuvélio skersmens. 13 mm skersmens
vamzdeliui dar reikés papildomai 150 yL méginio.

® Nepriklausomai nuo to, ar atskiedimg atliks vartotojas, ar jj
automatiskai atliks pats jrenginys, méginio taris batinai turi
bati daugiausia 50 pL.

® Geltos, hemolitiniai ar hiperlipeminiy méginiy arba méginiy,
kurie yra drumsti ar kuriy sudétyje yra fibrino, rezultatai gali
buti netikslds. Tokius méginius nurodo B-R-A-H-M-S KRYP-
TOR compact PLUS.

B-R-A-H-M-S KRYPTOR compact PLUS veikimas ir priezitra aprasyti atitin-
kamame naudotojo vadove.

Atidarius reagentg jis gali bati laikomas B-R-A-H-M-S KRYPTOR compact
PLUS, tam skirtoje vietoje. Kiekvienas reagenty vienetas yra individualiai
identifikuojamas (broksniniu kodu) ir jo tinkamumo naudoti po atidarymo lai-
ka kontroliuoja jrenginys.

Norint paruosti reagenty vieneta, reikia atlikti Siuos veiksmus:
— Nuimkite apsaugine reagenty pakuotés juostele.
— |stumkite dangtelj jj stipriai paspausdami (Zr. schemg apacioje).

Atsargiai nuimkite visa folijg.

Rinkinio atidarymas

Pastaba:: Su reagenty vienetu visada elkités atsargiai, kad nesusidaryty
puty ar burbuliuky. Susidariusios putos ar burbuliukai gali pakenkti tinkamam
reagenty aptikimui bei reagenty pasiskirstymui. Kad nelikty puty ar burbu-
liuky, prie$ naudodami rinkinj palaikykite prietaise B-R-A-H-M-S KRYPTOR
compact PLUS 5-10 min.

Standartinés kreives B-R-A-H-M-S KRYPTOR compact PLUS sukurti nerei-
kia.

Perskaites bruksninj kodg nuo reagenty kortelés jrenginys iSsaugo reikiamg
informacijg. Kalibravima reikia atlikti kiekvienai naujai reagenty partijai ir po
to jj reikia reguliariai pakartoti. B-R-A-H-M-S KRYPTOR compact PLUS auto-
matiSkai nurodo, kada reikia atlikti kalibravima. Ekrane gali biti rodoma tiek
atmintyje iSsaugota, tiek naujai sukalibruota standartiné kreive.

Reikia atlikti Siuos veiksmus:

® Junginiai ir méginys sudedami j reakcijy padéklg ir siunéiamas signalas
periodiSkai matuojamas.

® Pirmosiomis inkubacijos minutémis nustatomi meéginiai, kuriy koncentra-
cija yra aukstesné nei tiesioginio matavimo diapazonas, po to jie atskie-
dziami ir tiriami i$ naujo.

® |Smatavus fluorescencinj signalg, i§ programos gauti duomenys palygina-
mi su iSsaugota standartine kreive.

Kalibravimas

e Kiekviename buteliuke parenkite tokio tdrio tirpalg su distiliuotu vandeniu
(rekomenduojamas mazesnis nei 50 uS/cm laidumas), koks yra nurody-
tas ant buteliuko etiketés.

® Liofilizuoty medziagy visiSkam istirpimui skirkite 15 min.

® Parengty tirpalg atsargiai pamaisykite.

e Kalibravimag reikia atlikti su kiekviena nauja reagenty rinkiniy partija, po to
ji nuolat automatiskai pakartoja B-R-A-H-M-S KRYPTOR compact PLUS,
kad vél buty pakoreguota standartiné kreive.

o Rekomenduojama kontroline analize atlikti po kiekvieno kalibravimo.

e Kalibratoriy (-ius) naudokite tik vieng kartg.

® Nepalikite kalibratoriaus (-iy) kambario temperatlroje arba ant sukamojo
jrenginio ilgiau nei 5 valandos.

e Kalibratoriaus bruksninio kodo kortelé turi bati nuskaitoma kiekvienai
naujai kalibratoriy partijai.

® Daugiau informacijos rasite B-R-A-H-M-S KRYPTOR compact PLUS nau-
dotojo vadove.

B-R-A-H-M-S GmbH
B:R-A-H-M-S Copeptin proAVP KRYPTOR
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Kontrolé

® Rekomenduojama kontroling analize atlikti bent kartg per dieng ir po
kiekvieno kalibravimo.

e Kontrolés mégintuvélis apdorojamas taip pat, kaip ir méginio mégintuvé-
lis.

e Kiekviename buteliuke parenkite tokio turio tirpalg su distiliuotu vandeniu
(rekomenduojamas mazesnis nei 50 uS/cm laidumas), koks yra nurody-
tas ant buteliuko etiketés.

® Liofilizuoty medziagy visiSkam istirpimui skirkite 15 min.

® Parengtg tirpalg atsargiai sumaisykite.

® Po tirpalo parengimo buteliuko nelaikykite ilgiau nei 5 valandos 18...

25 °C temperatiroje arba 24 valandos 2...8 °Ctemperatiroje.

® Rekomenduojama padalyti buteliuke parengta tirpalg j bandinius, kuriuos

galima laikyti uz8aldytus -20 °C temperatiroje ilgiausiai iki 1 ménuo.

Nedelsdami naudokite vieng i§ mégintuveéliy matavimui.

Atsilde porcija, Svelniai pamai$ykite ir nedelsdami naudokite matavimui.

AtSildytos kontrolinés porcijos negalima vél uzsaldyti.

Prilipdytos etiketés su briik$niniu kodu yra naudojamos kontroliniams

méginiams identifikuoti, kai atliekama analizé su B-R-A-H-M-S KRYPTOR

compact PLUS.

e Kontrolés rinkinio braksninio kodo kortelé turi bati nuskaitoma kiekvienai
naujai kontrolés partijai.

® Daugiau informacijos rasite B-R-A-H-M-S KRYPTOR compact PLUS nau-
dotojo vadove.

B Kokybés kontrolé

Gera laboratorijos darbo praktika reikalauja, kad kontroliniai méginiai bty
reguliariai matuojami siekiant uztikrinti gauty rezultaty kokybe. Sie méginiai
turi bati apdorojami lygiai kaip pat kaip ir analizés méginiai, be to, rekomen-
duojama, kad rezultatai baty analizuojami naudojant atitinkamus statistikos
metodus.

Jei reikia, B-R-A-H-M-S KRYPTOR compact PLUS gali automatiskai nustaty-
tais laiko tarpais patikrinti analizés kokybe pritaikant statistine analize, kuri
remiasi Levey Jennings grafikais.

Bdatina atitikti nacionalinius kokybés uztikrinimo potvarkius kiekybiniams tes-
tams medicinos laboratorijoje (dabartiné versija). PavyzdZiui, testy tikslumas
turi bati stebimas naudojant pacioje laboratorijoje esancias ir/ar jsigyjamas
kontrolés medziagas. Jei gaunamos nepriimtinos kontrolinés vertés, veikite
taip, kaip yra nurodyta standartinés laboratorijos diagnostikos procedirose,
kad bity nustatyta priezastis ir jgyvendintos iStaisymo priemonés.

W Pasikliovimo intervalas

Pastaba:: Kiekvienai laboratorijai rekomenduojama nustatyti savo atskaitinio
diapazono ribas, pagristas pakankamai didelio pacienty skai¢iaus duomeni-

mis, ir (arba) patikrinti, ar galioja gamintojo parduodamo tyrimy rinkinio duo-

menys. Vertés buvo nustatytos naudojant serumg ir EDTA plazma, jos patei-
kiamos tik kaip nuoroda.

Prie§ pradedant svarbius veiksmus, Sios analizés rezultatai visada turi bati
vertinami kartu su kitais klinikiniy tyrimy, paciento ligos istorijos, plazmos os-
moliariSkumo, natrio koncentracijos plazmoje bei kitais duomenimis.

Tyrime, atliktame akivaizdZiai sveiky asmeny grupéje (N = 297, abiejy ly¢iy),
nustatyta 3,9 pmol/l mediana ir Sis, toliau pateikiamoje histogramoje nurody-
tas pasiskirstymas.
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l. B-R*A-H-M-S Copeptin proAVP KRYPTOR
naudojimas ankstyvajam UMI galimybés
atmetimui:

Po keliy stebimujy tyrimy, kuriy metu nustatyta kopeptino ir troponino derinio
didziausia neigiama prognostiné verté atmetant UMI galimybe, atsitiktiniy im-
&iy, kontroliuojamame klinikiniame tyrime dél UKS (Gminj koronarinj sindro-
ma) turinéiy pacienty ankstyvo iSraSymo, kai jie vartoja troponing ir kopepti-
na, UMI (Gmaus miokardo infarkto) galimybei atmesti rekomenduojama tai-
kyti 10 pmol/L kopeptino proAVP diapazong 5171, 10 pmol/L ar didesné
reikSmeé laikoma teigiamu rezultatu.

Mazos—vidutinés rizikos grupiy pacientai

su jtariama UKS

AvA
Jungtinis kopeptino + troponino

tyrimas

+ Klinikinis patvirtinimas

Neigiamos troponino Pagal galutinio Teigiama troponino

ir klinikinio jvertinimo . ir(arba)
ir kopeptino vertés rezultatus iSra$ymas telglam‘:liel:t%peptmo
(<10 pmolf) neleidziamas (>10 pmol)

L

Standartiné priezitira

ISraSymas

Pakeista pagal ,Mockel and Searle” (2014)@#!

Pastaba:: Kiekvienai laboratorijai rekomenduojama nustatyti savo atskaitinio
diapazono ribas, pagristas pakankamai didelio pacienty skai¢iaus duomeni-
mis, ir (arba) patikrinti, ar galioja gamintojo parduodamo tyrimy rinkinio duo-
menys. Toliau nurodytos vertés buvo nustatytos naudojant serumg ir EDTA
plazma, jos pateikiamos tik kaip nuoroda.

Il. B:R-A-H-M-S Copeptin proAVP KRYPTOR
naudojimas pacienty su skysciy pusiausvyros
sutrikimais diferencinei diagnostikai

72 sveiky asmeny, kuriems buvo taikyta kopeptino stimuliacija susilaikant
nuo vandens vartojimo arba atliekant hipotoninio arba hipertoninio fiziologi-
nio tirpalo infuzija, grupéje buvo stebétos nurodytos kopeptino vertés®I'2,
Kopeptino vertés esant normaliam plazmos osmoliari§kumui:

OsmolaliariSkumas (mosmol/kg) Kopeptinas ( pmol/L)
270-280 0,81-11,6

281-285 1,0-13,7

286-290 1,5-15,3

291-295 2,3-24,5

296-300 2,4-28,2

Perspektyvinio, tarptautinio, daugiacentrio klinikinio tyrimo (COSIP)!""l metu
buvo nustatytas algoritmas, pagrjstas polidipsijos-poliurijos sindromu sergan-
Ciais pacientais (n=55). Pagal pradine = 21,4 pmol/L kopeptino verte nusta-
tomi pacientai, sergantys nefrogeniniu necukriniu diabetu. 2-oji kopeptino
verté po susilaikymo nuo skyscCiy 4,9 pmol/L diapazone leidzia atskirti paci-
entus, sergancius visiSku ir daliniu necukriniu diabetu, ( < 4,9 pmol/L) ir pir-
mine polidipsija sergancius pacientus (= 4,9 pmol/L).

B-R-A-H-M-S GmbH
B-R-A-H-M-S Copeptin proAVP KRYPTOR
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Pradinis kopeptinas
(be iSankstinio skys¢iy

riboji_lmo)
<21,4 pmol/l l 221,4 pmol/l |
Natris
<147 mmol/l
[ ]
5 2 ¥
Natris po 5 h iki natrio
dar > 147 mmol/l 7))
<147 mmol/l >g
O =
3 % fiziologinio tirpalo infuzija ] <>Q ﬁ
— X =
iki natrio »w
2147 4
mmol/l
[ 22skopeptinas ]
T
¥ ¥
[ <4,9 pmol/l ] [ 24,9 pmol/l ]
X !
Visiskas arba dalinai Pirminé Nefrogeninis
centrinis necukrinis diabetas polidipsija necukrinis diabetas
96 % jautr. / 94 % 94 % jautr. / 96 % 100 % jautr./ 100 %
. spec. spec.

Pakeista pagal Timper et al. (2015)'1

Pastaba:: Kiekvienai laboratorijai rekomenduojama nustatyti savo atskaitinio
diapazono ribas, pagristas pakankamai didelio pacienty skai¢iaus duomeni-
mis, ir (arba) patikrinti, ar galioja gamintojo parduodamo tyrimy rinkinio duo-
menys. Toliau nurodytos vertés buvo nustatytos naudojant seruma ir EDTA
plazma, jos pateikiamos tik kaip nuoroda.

Apribojimai

Sios ligos ar gydymo biidai turi jtakos kopeptino proAVP koncentracijai:

® SUAS, sepsis, sunkus sepsis, septinis Sokas

® Sirdies ir kraujagysliy sistemos ligos, t. y. Iétinis Sirdies nepakankamu-
mas

® Apatiniy kvépavimo taky infekcijos, t. y. visuomenéje jgyta pneumonija
(V|P) ir LOPL

e Gydymas AVP receptoriy antagonistais ir kitos ligos, kuriy iSsivystymo
patofiziologijoje AVP atlieka svarby vaidmenj

B Tyrimy metodo charakteristikos

Aptikimo riba

Aptikimo riba (LOD, angl. Limit of Detection) ir tuScioji riba (LOB, angl. Limit
of Blank) buvo nustatytos pagal CLSI EP17-A2 direktyva (aptikimo ir kiekybi-
nio nustatymo riby apibrézimo protokolai). LOB buvo jvertinta ir yra lygi

0,41 pmol/L. LOD buvo jvertinta ir yra lygi 0,69 pmol/L

Jautrumas

Funkcinis tyrimo jautrumas (angl. Functional Assay Sensitivity — FAS), nusta-
tytas vertinant tiksluma palyginant tyrimus tarpusavyje ir lygus 20 %, yra ver-
tinamas pagal CLSI direktyvg EP5-A2 (kiekybiniy tyrimy metody tikslumo
jvertinimas). Ji buvo jvertinta ir yra lygi 1,08 pmol/L.

Kiekybinio nustatymo riba (angl. Limit of Quantitation — LOQ) yra maziausias
stebétas koncentracijos lygmuo su bendraja paklaida (rezultaty nesutapimas
ir paklaida) — 40 %. LOQ yra vertinama pagal CLSI EP17-A direktyva (aptiki-
mo ir kiekybinio nustatymo riby apibrézimo protokolai). Ji buvo jvertinta ir yra
lygi 1,23 pmol/L.

SpecifiSkumas

Siame tyrime naudojami antikiinai gali biti pritaikyti specifiniam Zmogaus C-
terminalinio vazopresino pirmtako (CT-proAVP) matavimui.
Tikslumas/TiesiSkumas

TiesiSkumas nustatytas pagal CLSI EP6-A direktyva (kiekybiniy matavimy
tiesiSkumo jvertinimo procediros). Atskiedus labai koncentruotus meginius
nustatytas regeneravimo santykis nuo 80 % iki 120 %.

Tikslumas/ "Uzkabinimo didelémis dozémis"
Efektas

Didelés dozés ,kilpos® efektas nepasireiSkia iki 2 000 pmol/L.

Tikslumas/ Pasikartojamumas atliekant vidinj
Sirdies ir kraujagysliy tyrimg

Tikslumas vertinamas su skirtingos koncentracijos méginiais pagal CLSI
EP5-A2 direktyva (kiekybiniy tyrimy metody tikslumo jvertinimas).

Koncentracijos diapazonas Analizés ribose VK %

2,0-4,0 pmol/L <15,0%
4,0-15 pmol/L <8,0%
15-50 pmol/L <4,0 %
> 50 pmol/L <3,0%

Méginiai, kuriy vertés nepatenka j nurodytas ribas | <4,0 %
(> 500 pmol/L)

Tikslumas/ Pasikartojamumas atliekant tarpinj
Sirdies ir kraujagysliy tyrimg

Tai buvo vertinama su skirtingos koncentracijos méginiais pagal CLSI EP5-
A2 direktyva (kiekybiniy tyrimy metody tikslumo jvertinimas).

Koncentracijos diapazonas Tarp analiziy VK %

2,0-4,0 pmol/L <18,0 %
4,0-15 pmol/L <10,0 %
15-50 pmol/L <50%
> 50 pmol/L <50%

Méginiai, kuriy vertés nepatenka j nurodytas ribas (> | <6,0 %
500 pmol/L)

Ardantys veiksniai

Trukdziai nustatomi pagal CLSI EP7-A2 direktyva (trukdziy tyrimas klinikiné-
je chemijoje).

Faktorius AprasSymas

Bilirubinas ReikSmingas poveikis nepasireiskia, jei koncentracija

nesiekia 5 mg/dL

Hemoglobinas ReikSmingas poveikis nepasireiskia, jei koncentracija

nesiekia 500 mg/dL

Zmogaus serumo | Reikémingas poveikis nepasireiskia, jei koncentracija

albuminas nesiekia 5 g/dL
Trigliceridai ReikSmingas poveikis nepasireiskia, jei koncentracija
nesiekia 5 g/L
TrukdzZiai

TrukdZiai nustatomi pagal CLSI EP7-A2 direktyva (trukdziy tyrimas klinikiné-
je chemijoje).

ReikSmingas $iy vaisty poveikis nepasireiSkia esant tokioms jy koncentraci-
joms:

Vaistas Koncentracija iki
Abciksimabas 20 pg/ml
Acetaminofenas 250 pg/ml
Acetilsalicilo rugstis 600 pg/ml
Alopurinolis 40 pg/ml
Ambroksolis 18 pg/ml
Ampicilinas 50 pg/ml
Askorbo riigstis 40 pg/ml

B-R-A-H-M-S GmbH
B:R-A-H-M-S Copeptin proAVP KRYPTOR
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Vaistas Koncentracija iki
Atenololis 10 pg/ml
Atorvastatinas 24 pg/ml
Kofeinas 100 pg/ml
Kaptoprilis 5 pg/ml
Chloramfenikolis 25 mg/dl
Cinarizinas 2,7 pg/mi
Klopidrogelio bisulfatas 2,5 pg/ml
Kokainas 1 pg/mi
Diklofenakas 50 pg/ml
Digoksinas 7,5 ng/ml
Dopaminas 900 ng/ml
Dopaminas 7 pg/ml
Eritromicinas 60 pg/ml
Fondaparinuksas 12 pg/ml
Furozemidas 400 pg/ml
Heparinas 8 U/ml
Ibuprofenas 500 pg/ml
Lovastatinas 20 pg/mi
Mazos molekulinés masés heparinas 5 U/ml
Metildopa 15 pg/ml
Metoprololis 5 pg/ml
Nikotinas 2 mg/di
Nifedipinas 600 ng/ml
Nitrofurantoinas 4 pg/mi
Nitroglicerinas 0,5 pg/ml
Nistatinas 7,5 pyg/mi
Oksitetraciklinas 5 pg/ml
Fenitoinas 60 pg/ml
Propranololis 5 pg/ml
Kvinidinas 20 pg/ml
Ramiprilis 12 pg/ml
Salicilo rugstis 600 pg/ml
Simvastinas 16 pg/mi
Teofilinas 60 pg/ml
Tirofibanas 1,7 pg/ml
Trimetoprimas 40 pg/ml
Verapamilis 2 pg/ml
Varfarinas 30 pg/ml
Susekamumas

Tarptautinio kopeptino proAVP etaloninio preparato néra. Todél tyrimas kali-
bruojamas naudojant etaloninj kopeptino proAVP preparata, kaip auksc¢iau-

sig esamg standartg. Sio preparato atskiedimai tikrinami regresinés analizés
metodais ir palyginami su teori$kai tikétinais rezultatais. Naujo kalibratoriaus
pagaminimo kokybés kontrolé garantuoja kalibravimo atkuriamuma ir stabilu-
ma per ilgesnj laikg (pagal viding procedirg).
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W Simboliai
Simboliai, naudojami B-R-A-H-M-S KRYPTOR compact PLUS gaminiy naudojimo instrukcijoje ir gaminiy zyméjimui.

Simbolis Vartojimas Simbolis Vartojimas Simbolis Vartojimas
Nuoroda | numatytaja medicinos Medicinos jrenginys in vitro diag- "
Intended Use irenginio paskirt nostikai Partijos kodas
CONT Turinys Kalibratorius CONTROL Kontrolé
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
Buferis SOLN|1] TION 1/B-R-A-H-M-S KRYPTOR SOLN TION 2/B-R-A-H-M-S KRYPTOR
compact SOLUTION 1 compact SOLUTION 2
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
SOLN| 3] TION 3/B-R-A-H-M-S KRYPTOR SOLN TION 4/B-R-A-H-M-S KRYPTOR CONT |BAGS| | Turimi maiseliai

compact SOLUTION 3 compact SOLUTION 4

BAGS Maiseliai CONT |PLATES || Turimos lékstés PLATES Leékstés

CONT | VIALS| | Turimi buteliukai VIALS Buteliukai VIAL Buteliukas

Tirpalui parengti naudokite nuro-
dyta kiek] distiliuoto vandens (re- Liofilizuotas, uzsaldytas isdZiovin-

komenduojamas specifinis laidu- LYOPH tas ’ 4 RCNS Paruoskite tirpalg
mas, mazesnis kaip 50 pS/cm),
pvz., 0,75 mL

C’R\WE"Qp ~ . . v . .
Gamintojas Naudoti iki & % Zal|a5|s taSkas pagal Vokietijos
istatymus

Registruotas prekiy Zzenklas Prekiy Zenklas REF F"rekes numeris / katalogo nume-

rs

Yra pakankamai (skaicius) testy,
pvz., 50

Paskaitykite naudojimo instrukci-
jas

Zitirékite pridedama kompaktinj
diskg

Biologinis pavojus

Mavékite apsaugines pirstines

Nesiokite apsauginius akinius

Plaukite rankas

Bendras reglamentinis Zenklas

Bendras draudziamasis Zenklas

Nerdkyti

Nevalgyti ir negerti

GHSO05, Korozija

GHS07, Sauktukas

TRACE

TRACE™ technologijos prekés
zenklas

CE atitikties Zyméjimas pagal
98/79/EB direktyva dél in vitro
diagnostikos medicinos prietaisy

C € 0483

CE atitikties Zyméjimas pagal
98/79/EB direktyva dél medicinos
jrenginiy in vitro diagnostikai, Il
prieda su notifikuotos organizaci-
jos registracijos numeriu

Temperaturos apribojimas

Nenaudoti pakartotinai

A

Atsargiai, skaitykite pridedamus
dokumentus

Atsargumo priemoneés, taikomos
netycinio iSleidimo atveju

Atliekos

B-R-A-H-M-S GmbH
B:R-A-H-M-S Copeptin proAVP KRYPTOR

Naudojimo instrukcija (Versija R02It)
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B-R-A-HM-S

CONSUMABLES

Instruction for Use

B-R-A-H-M-S GmbH
Neuendorfstr. 25
16761 Hennigsdorf
GERMANY

Switchboard

phone: +49 3302 883-0
fax: +49 3302 883-100
e-mail: info@brahms.de

Customer Service

phone: +49 3302 883-300
fax: +49 3302 883-388
e-mail: service@brahms.de

Orders

phone: +49 3302 883-600, -700, -800
fax: +49 3302 883-666

e-mail: order@brahms.de

KRYPTOR COMPACT

B-R-A-H-M-S KRYPTOR compact Consumables Internet

B-R-A"H-M-S is a registered trademark of B-R-A-H-M-S GmbH.

for professional use  Other product names in this document are used for identification purposes; they may be trademarks and/or

only registered trademarks of their respective companies.

TRACE™

Date This version supersedes all earlier versions.
13.09.2011 Changes versus previous version:
® |nformation of TRACE patents deleted

1 Intended Use

B:R-A-H-M-S KRYPTOR compact Consumables is a set of accessories, nec-
essary especially for the proper operation of the B-R-A-H-M-S KRYPTOR
compact/KRYPTOR compact PLUS. The intended use of each individual
KRYPTOR compact Consumable is described with the specific component
(chapter 4).

2 Instruments

B-R-A-H-M-S KRYPTOR compact Consumables may be used on:
O B'R-A‘H-M-S KRYPTOR

M B-R-A‘H-M-S KRYPTOR compact

M B-R-A-H-M-S KRYPTOR compact PLUS

3 Introduction

B-R'A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS is a fully auto-
mated system for B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS immunometric parameters. It is a closed system and can only operate
utilizing special reagents and accessories offered by B-R-A-H-M-S GmbH.

4 Contents
B-R-A-H-M-S KRYPTOR BUFFER BUF

www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin

q

B'R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS kits and to
rinse the tip.

Name Quantity Quality Description

KRYPTOR 4 |ready for | solution containing a preserva-
compact (55 mL) use tive

SOLUTION 1

Not supplied with the kit.
REF 89970 /H/ E see label for expiry
18...30 °C date

Intended Use: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
BUFFER is designed to prepare the B-R-A-H-M-S KRYPTOR compact/
KRYPTOR compact PLUS system liquid

Name Quantity | Quality Description
KRYPTOR [BAGS|5 | powder potassium phosphate, sodium

phosphate and sodium chloride

BUFFER 659

B-R-A-H-M-S KRYPTOR compact SOLUTION 1
Not supplied with the kit.

REF 89981

g see label for expiry
2..8°C date

Intended Use: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
SOLUTION 1 is designed to reconstitute the lyophilized conjugates from

B-R-A-H-M-S KRYPTOR compact SOLUTION 2
Not supplied with the kit.

g see label for expiry
2..8°C date

Intended Use: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
SOLUTION 2 is designed to reconstitute the lyophilized conjugates from
B-:R-‘A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS Kkits.

REF 89982

Name Quantity | Quality Description

KRYPTOR 4 |readyfor | solution containing potassium
compact (55 mL) use fluoride

SOLUTION 2

B-R-A-H-M-S KRYPTOR compact SOLUTION 3
Not supplied with the kit.

g see label for expiry
2..8°C date

Intended Use: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
SOLUTION 3 is designed for the washing of the B-R-A-H-M-S KRYPTOR
compact/KRYPTOR compact PLUS fluidic system.

REF 89983

Name Quantity | Quality Description

KRYPTOR 4 |ready for | solution containing sodium hy-
compact (30 mL) use droxide and sodium hypochlor-
SOLUTION 3 ide

B-R-A-H-M-S GmbH
B-:R-A-H-M-S KRYPTOR compact Consumables

Instruction for Use (Version RO6en)

Page 1 of 3



B-R-A-H-M-S KRYPTOR compact SOLUTION 4
Not supplied with the kit.

[Soin]4]

E see label for expiry
2..8°C date

Intended Use: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
SOLUTION 4 is designed for the washing of the B-R-A-H-M-S KRYPTOR
compact/KRYPTOR compact PLUS fluidic system.

REF 89984

The generally acknowledged safety precautions and laboratory
techniques must be observed when handling reagents and pa-
tient samples.

— Do not pipet by mouth.
— Wash hands after work.

Name Quantity Quality Description

KRYPTOR 4 |ready for | solution containing sodium hy-
compact (55 mL) use droxide.

SOLUTION 4

B-R-A-H-M-S KRYPTOR compact DILCUP
Not supplied with the kit.

not applicable
JH/ 18...30 °C E PP

Intended Use: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
DILCUP is designed for automatic dilution of samples.

REF 89985

— Wear protective clothing, protective gloves and safety
glasses at work.

— Do not eat, drink or smoke in areas where samples or kit-re-
agents are handled.

Name Quantity | Quality Description

KRYPTOR ready for | dilution plates, containing 24
compact 30 use wells each

DILCUP

— Remove spills with absorbing paper.

— All the material used for cleaning up must be disposed of as
infectious laboratory waste.

— Prevent from getting into sewage, water, ground.

Y| 00 @9 2@

B-R-A-H-M-S KRYPTOR compact REACT
Not supplied with the kit.

not applicable
/H/ 18...30 °C E PP

Intended Use: B:R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
REACT is designed as a reaction plate for incubation of samples and re-
agents and for the fluorescent measurement.

REF 89986

o — Used reagent plates and reagent kits are disposed of as po-
'IT_' tential infectious laboratory waste according to local regula-
tions.

— Empty containers should be returned to local recyclers.

Name Quantity | Quality Description
KRYPTOR ready for | reaction plates, containing 96

compact 60 use wells each. Additionally 96 ad-
REACT hesive cover films are included.

Respect the user information given in the User Manual of the
B-R-A'H-M-S KRYPTOR compact/KRYPTOR compact PLUS
and in this document.

— Observe the expiration dates specified on the label.

— Avoid any microbic contamination of the reagents.

— The results, obtained from this assay should always be as-
sessed in combination with the clinical examination, patients
medical history and other findings before momentous ac-
tions will be prefaced.

Xn Harmful

R20/21/22: Harmful by inhalation, in contact with skin and if
swallowed.

S22: Do not breathe dust.
S24: Avoid contact with skin.

For reagents containing Sodium Hypochlorite and Sodium Hy-
droxyde:

Xi Irritant
R31: Contact with acids liberates toxic gas.

. For reagents containing Potassium Fluoride KF:

R36/38: Irritating to eyes and skin.
S26: In case of contact with eyes, rinse immediately with plenty

of water and seek medical advice.

6 Instructions

The operation and maintenance of B-R-A-H-M-S KRYPTOR compact/KRYP-
TOR compact PLUS is described in the B-R-A-H-M-S KRYPTOR compact/
KRYPTOR compact PLUS User Manual.

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS BUFFER

Paration for 5 L of liquid system:

e Completely empty the liquid system bottle,

® Pour in approximately 2 L of distilled water (conductivity of less than
50 puS/cm is recommended),

® Pour the contents of one B-R-A‘H-M-S KRYPTOR compact/KRYPTOR

compact PLUS BUFFER bag into the liquid system bottle,

Shake the bottle vigorously to ensure the salt dissolution,

Top up the volume to 5 L with distilled water and mix,

Replace the bottle on its support,

Start up a prime of the fluidic system (see User Manual),

After dissolution the buffer is stable for 15 days at 18...30 °C,

For further information see theB-R-A-H-M-S KRYPTOR compact/KRYP-

TOR compact PLUS User Manual.

B:R-A:H:M:S KRYPTOR compact/KRYPTOR compact
PLUS SOLUTIONS

e Before opening, store at 2...8 °C until the expiry date marked on the la-
bel. -

e After opening all B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS SOLUTIONS are stable for 4 weeks at 18...30 °C.

e For further information see the B-R-A‘H-M-S KRYPTOR compact/KRYP-
TOR compact PLUS User Manual.

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS REACT

e After loading to the system B-R-A-H-M-S KRYPTOR compact/KRYPTOR
compact PLUS REACT is stable for 24 hours at 18...30 °C.

B:R-A-H:M:S KRYPTOR compact/KRYPTOR compact
PLUS DILCUP

® After loading to the system B-R-A-H-M-S KRYPTOR compact/KRYPTOR
compact PLUS DILCUP is stable for 3 days at 18...30 °C.

B-R-A-H-M-S GmbH
B-R-A-H-M-S KRYPTOR compact Consumables

Instruction for Use (Version R0O6en)

Page 2 of 3



7 Quality Control

Not applicable

8 Reference Range

Not applicable

9 Assay Performance

Complementary information

10 Bibliography

Mathis G, Lehn JM.: Trace — Another Story of Time. Isotopics 1995;

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS User

Technology
(Al
Vol. 9.
[Bl Mathis G., Clin. Chem. 1993; 39:1953-9.
[C]
Manual.
D]

For data on the assay performance of B-R-A-H-M-S KRYPTOR in-vitro diag-
nostic assays see the instruction for use of the individual product.

B-R‘A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS Manual.

11 Symbols
Symbols used in Instruction for Use and Product Labelling of B-R*A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS products.
Symbol Usage Symbol Usage Symbol Usage
Reference to the Intended use of In Vitro Diagnostic Medical De-
Intended Use | ¢ Medical Device vice Batch Code
Contents Calibrator Control
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
Buffer TION 1/B-R-AH-M-S KRYPTOR TION 2/B-R-A-H-M-S KRYPTOR
compact SOLUTION 1 compact SOLUTION 2
B-:R-A-H:M-S KRYPTOR SOLU- B-:R-A-H-M-S KRYPTOR SOLU-
TION 3/B:R-A-H-M-S KRYPTOR [soLNTa] | TION 4/B-R-A*H-M-S KRYPTOR Bags contained
compact SOLUTION 3 compact SOLUTION 4
Bags Plates contained Plates
Vials contained Vials Vial
Use given Volume of destilled
Water (conductivity of less than LYOPH Lyophilized, Freeze Dried Reconstitute

50 puS/cm is recommended) for
Reconstitution, e.g. 0.75 mL

Manufacturer

Use by

GRUNE
&,

o,
@
R

Green Dot according to German
Law

Registered Trade Mark

Trade Mark

REF

Article Number/Catalogue Num-
ber

N

Contains sufficient for (Number
of) tests, e.g. 50

Consult Instructions for Use

&

See Accompanying Compact Disk

S@E |w| O

ﬁ)\ Biohazard Wear Protective Gloves \C10J Wear Safety Glasses
W
N\
Wash hands General Regulatory Sign \ ) General Prohibitive Sign
4

/
{
|

Do not Smoke

Do not Eat and Drink

Harmful

Irritant

TRACE

Trade Mark for TRACE ™-technol-
ogy

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices

C € 0483

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices, An-
nex Il with Reg.Number of Noti-
fied Body

Temperature Limitation

Do not Reuse

Caution, consult accompanying
documents

Accidental Release Measures

] & |

=

Waste

B-R-A-H-M-S GmbH
B-R-A-H-M-S KRYPTOR compact Consumables

Instruction for Use (Version R06en)
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B-R-A-HM-S

CONSUMABLES

Naudojimo instrukcija

B-R-A-H-M-S GmbH
Neuendorfstr. 25
16761 Hennigsdorf
VOKIETIJA

Valdymo pultas

garsas: +49 3302 883-0
Faksas: +49 3302 883-100
El. pastas: info@brahms.de

Klienty aptarnavimas

garsas: +49 3302 883-300
Faksas: +49 3302 883-388

El. pastas: service@brahms.de

KRYPTOR COMPACT

Uzsakymai

garsas: +49 3302 883-600, -700, -800
Faksas: +49 3302 883-666

El. pastas: order@brahms.de

B-R-A-H-M-S KRYPTOR compact Consumables Intemetas

B-R-A-H-M-S yra registruotas prekiy zenklas, priklausantis, B-R-A-H-M-S GmbH.
tik profesionaliam  Kity produkty pavadinimai $iame dokumente yra naudojami atpazinimo tikslais; jie gali biti atitinkamy bendro-

naudojimui viy prekiy zenklai ir/arba registruoti prekiy Zenklai.

TRACE™
Data Si versija pakeiéia visas kitas versijas.
13.09.2011 Pakeitimai lyginant su ankstesne versija:
® TRACE patento informacija itrinta

1 Paskirtis

B-R-A-H-M-S KRYPTOR compact naudojimo reikmenys yra priedy rinkinys,
kurie yra batini tinkamam B-R-A-H-M-S KRYPTOR compact veikimui. Kiek-
vieno atskiro KRYPTOR compact reikmens numatyta paskirtis yra aprasyta
kartu su konkreciu komponentu (4 skyrius).

2 Prietaisai

B-R-A-H-M-S KRYPTOR compact Consumables gali bati naudojami su:
O B'R-A‘H-M-S KRYPTOR

M B-R-A‘H-M-S KRYPTOR compact

M B-R-A-H-M-S KRYPTOR compact PLUS

3 |zanga

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS yra visiSkai au-
tomatizuota sistema B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS immunometriniams parametrams. Tai yra uzdaros sistemos ir jos gali
veikti tik naudodamos specialius reagentus ir priedus, kuriuos sillo
B-R-A-H-M-S GmbH.

4 Turinys
B-R-A-H-M-S KRYPTOR BUFFER BUF

| komplekta nejeina.

REF 89970 JH/ E galiojimo Iaik_as N
18...30 °C nurodytas etiketéje

Paskirtis: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS BUF-
FER (BUFERIS) yra skirtas parengti B-R-A-H-M-S KRYPTOR compact/
KRYPTOR compact PLUS sistemos skyst;.

Pavadinimas | Kiekis Kokybé Aprasymas
KRYPTOR 5 | milteliai Kalio fosfatas, natrio fosfatas ir

natrio chloridas.

BUFFER 659

www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin

q

B-R-A-H-M-S KRYPTOR compact SOLUTION 1

| komplektag nejeina.

g galiojimo laikas
2..8°C nurodytas etiketéje
Paskirtis: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS SO-

LUTION 1 yra skirtas paruosti tirpalg i$ liofilizuoty junginiy i$ B-R-A-H-M-S
KRYPTOR rinkiniy ir praplauti rinkinj.

REF 89981

Pavadinimas Kiekis Kokybé ApraSymas

KRYPTOR 4 | paruostas | Tirpale yra konservanto.
compact (55 mL) naudoti

SOLUTION 1

B-R-A-H-M-S KRYPTOR compact SOLUTION 2

| komplekta nejeina.

g galiojimo laikas
2.8°C nurodytas etiketéje
Paskirtis: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS SO-

LUTION 2 yra skirtas paruosti tirpalg i$ liofilizuoty junginiy i§ B-R-A-H-M-S
KRYPTOR compact/KRYPTOR compact PLUS rinkiniy.

REF 89982

Pavadinimas | Kiekis Kokybé ApraSymas

KRYPTOR 4 | paruostas | Tirpalas turi kalio fluorido.
compact (55 mL) naudoti
SOLUTION 2

B-R-A-H-M-S KRYPTOR compact SOLUTION 3

| komplektg nejeina.

REF 89983 g galiojimo laikas

2..8°C nurodytas etiketéje
Paskirtis: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS SO-
LUTION 3 yra skirtas i$plauti B-R-A-H-M-S KRYPTOR compact/KRYPTOR
compact PLUS skys¢€iy sistema.

Pavadinimas | Kiekis Kokybé Aprasymas

KRYPTOR 4 | paruostas | Tirpale yra natrio hidroksido ir
compact (30 mL) naudoti natrio hipochlorido.
SOLUTION 3

B-R-A-H-M-S GmbH
B-R-A-H-M-S KRYPTOR compact Consumables

Naudojimo instrukcija (Versija RO6lt)
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B-R-A-H-M-S KRYPTOR compact SOLUTION 4

| komplekta nejeina.

[Soin]4]

E galiojimo laikas
2..8°C nurodytas etiketéje
Paskirtis: B-R‘A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS SO-

LUTION 4 yra skirtas iSplauti B-R-A-H-M-S KRYPTOR compact/KRYPTOR
compact PLUS skys¢iy sistema.

REF 89984

Dirbant su reagentais ir pacienty méginiais privalu laikytis vi-
suotinai pripazjstamy saugumo instrukcijy ir laboratorijos darbo
metody.

— LasSinimui nenaudokite burnos.
— Po darbo nusiplaukite rankas.

Pavadinimas | Kiekis Kokybé ApraSymas

KRYPTOR 4 | paruostas | Tirpale yra natrio hidroksido.
compact (55 mL) naudoti
SOLUTION 4

B-R-A-H-M-S KRYPTOR compact DILCUP

| komplekta nejeina.
JH/ E netaikoma
18...30 °C

Paskirtis: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS DIL-
CUP yra skirtas automatiniam méginiy atskiedimui.

REF 89985

— Darbe dévékite apsauginius drabuzius, apsaugines pirstines
ir apsauginius akinius.

— Nevalgykite, negerkite ir nerukykite tose patalpose, kur dir-
bama su méginiais ar reagenty rinkiniais.

Pavadinimas | Kiekis Kokybé ApraSymas

— ISsilaisCiusias medziagas iSvalykite sugeriamuoju popieriu-
mi.

— Visos valymui naudotos medziagos turi buti pasalinamos
kaip uzkreciancios laboratorijos atliekos.

Y| 00 @9 2@

KRYPTOR paruoé?as Ats_kiedimo lekstes, kiekviena ju — Neleiskite Sioms atliekoms patekti j kanalizacijg, vandenj,
compact 30 naudoti turi 24 duobutes. grunta
DILCUP i
o — Panaudotas reagenty Iékstes ir reagenty rinkinius reikia pa-
: Salinti kaip uzkreciancias laboratorijos atliekas pagal vietos
B-R-A-H:M-S KRYPTOR compact REACT m valdZios potvarkius.

| komplekta nejeina.

REF 89986 /H/ E netaikoma

18...30 °C
Paskirtis: B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
REACT yra skirtas naudoti kaip reakcijy I€kSté méginiy ir reagenty inkubaci-
jai bei fluorescentiniam matavimui.

— Tusti déklai turi bati grazinami vietos perdirbéjams.

Pavadinimas | Kiekis Kokybé ApraSymas

KRYPTOR paruostos | Reakcijy lékstés, kiekviena jy
compact 60 naudoti turi 96 duobutes. Be to, prideda-
REACT mos 96 lipnios uzdengiancios

juostelés.

5 Atsargumo priemonés

Laikykités vartotojui skirty nurodymuy, kurie pateikiami
B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
vartotojo vadove ir Siame dokumente.

— Atkreipkite démesj j galiojimo datas, nurodytas ant etiketés.

— Apsaugokite reagentus nuo uzkrétimo mikrobais.

— Prie$ pradedant svarbius veiksmus, Sios analizés rezultatai
visada turi buti vertinami kartu su kitais klinikiniy tyrimy, pa-
ciento ligos istorijos bei kitais duomenimis.

Reagentams, kurie turi kalio fluorido KF:

Xn Zalingas

R20/21/22: Kenksminga jkvépus, susilietus su oda ir prarijus
S§22: Nejkvepti dulkiy

S24: Vengti patekimo ant odos

Reagentams, kurie turi natrio hipochlorito ir natrio hidroksido:
Xi dirginantis

R31: Reaguodama su ragstimis, iSskiria toksiSkas dujas.
R36/38: Dirgina akis ir odg

S26: Patekus j akis, nedelsiant gerai praplauti vandeniu ir kreip-
tis | gydytojg

X X B> =

6 Instrukcijos

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS veikimas ir
priezidra yra aprasyti B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS vartotojo vadove.

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS BUFFER (BUFERIS)

5 L skyscCiy sistemos parengimas:

® |ki galo istustinkite skysciy sistemos butelj,

® |pilkite mazdaug 2 L distiliuoto vandens (rekomenduojamas specifinis lai-
dumas 50 pS/cm),

e Supilkite vieno B-R-A‘H-M-S KRYPTOR compact/KRYPTOR compact

PLUS BUFFER maiSelio turinj | skys€iy sistemos butelj,

Energingai supurtykite butelj, kad istirpty visos druskos,

Pripilkite distiliuoto vandens, kad tirpalo tdris pasiekty 5 L ir iSmaiSykite,

Pastatykite butelj ant jo stovo,

Paleiskite veikti skys¢iy sistemg (Zr. vartotojo vadova),

Po istirpdymo buferis iSlieka patvarus 15 dienos esant temperatarai

18...30 °C,

® Daugiau informacijos rasite B-R-A-H-M-S KRYPTOR compact/KRYPTOR
compact PLUS vartotojo vadove.

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS SOLUTIONS

® Prie§ atidaryma laikykite 2...8 °C temperatiroje iki galiojimo datos, kuri
yra parasyta ant etiketés. -

e Po atidarymo visi B-R-A-H-M-S KRYPTOR compact/@fOR compact
PLUS SOLUTIONS (TIRPALAI) yra patvaris 4 savai ant 18...30 °C
temperaturai.

® Daugiau informacijos rasite B-R-A-H-M-S KRYPTOR compact/KRYPTOR
compact PLUS vartotojo vadove.

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS REACT

® |vedus j sistema, B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact
PLUS REACT yra patvarus 24 valandos e@&.ao °C temperaturai.
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B-R-A-H-M-:S KRYPTOR compact/KRYPTOR compact

PLUS DILCUP

® |vedus | sistemg, B-R-A‘-H-M-S KR R compact/KRYPTOR compact
PLUS DILCUP yra patvarus 3 die

7 Kokybés kontrolé

Netaikoma

8 Pasikliovimo intervalas

Netaikoma

9 Tyrimy metodo charakteristikos

Papildoma informacija

ant 18...30 °C temperatrai.

10 Bibliografija
Technologija

(Al

Vol. 9.
(B]
[C]

vadova.
[D]

Apie B-R-A-H-M-S KRYPTOR in vitro diagnostikos analiziy atlikimo duome-
nis skaitykite kiekvieno produkto naudojimo instrukcijoje.

Mathis G, Lehn JM.: Trace — Another Story of Time. Isotopics 1995;

Mathis G. , Clin. Chem. 1993; 39:1953-9.
B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS vartotojo

B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS vadovas.

Tirpalo parengimui naudokite nu-
rodyta kiekj distiliuoto vandens

Liofilizuotas, uz8aldytas i§dZiovin-

11 Simboliai
Simboliai, naudojami naudojimo instrukcijoje ir gaminiy Zymeéjime su B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS produktais.
Simbolis Vartojimas Simbolis Vartojimas Simbolis Vartojimas
Nuoroda | medicinos jrenginio nu- ) Medicinos jrenginys in vitro diag- oT "
Intended Use matytg paskirtj - nostikai - Partijos kodas
Turinys Kalibratorius Kontrolé
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
u Buferis TION 1/B-R-A'H-M-S KRYPTOR TION 2/B-R-A'H-M-S KRYPTOR
compact SOLUTION 1 compact SOLUTION 2
B-R-A‘H-M-S KRYPTOR SOLU- B-R-AH-M-S KRYPTOR SOLU-
3] | TION 3/B-R-A-H-M-S KRYPTOR TION 4/B-R-A-H-M-S KRYPTOR Turimi maiseliai
compact SOLUTION 3 compact SOLUTION 4
Maiseliai Turimos lektes Lekstes
Turimi buteliukai Buteliukai Buteliukas

(rekomenduojamas specifinis lai-
dumas mazesnis kaip 50 uS/cm),
pvz., 0.75 mL

LYOPH

tas

Paruoskite tirpalg

Gamintojas

Naudoti iki

o
2
s
A
>

2
@
&
o

Zaliasis taskas pagal Vokietijos
jstatymus

Registruotas prekiy zenklas

Prekés zenklas

Prekés numeris/katalogo numeris

w Q

® ; : 2R

o e} a T =
° [«]

Yra pakankamai (Skaicius) testuy,
pvz., 50

Paskaitykite naudojimo instrukci-
jas

Zitrékite pridedama kompaktinj
diskg

\

&P

Biologinis pavojus

Déveékite apsaugines pirstines

Nesiokite apsauginius akinius

Plaukite rankas

S E{m [

Bendras kontrolés Zenklas

Bendras draudziamasis Zenklas

Nertkyti Nevalgyti ir negerti . Zalingas
™ A CE atitikties Zymeéjimas pagal
Dirginantis TRACE | [RACE -technology prekiy Zenk- c E 98/79/EB direktyva dél in vitro

las

diagnostikos medicinos prietaisy
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CE atitikties zymejimas pagal
98/79/EB direktyva apie medici-
nos jrenginius in vitro diagnosti-
kai, Il prieda su notifikuotos orga-
nizacijos registracijos numeriu.

A

Temperaturos apribojimas

@

Nenaudoti pakartotinai

A

Atsargiai. Skaitykite pridedamus
dokumentus

>

Priemonés, jvykus nenumatytam
iSleidimui

Atliekos

—p

Skirtas tik IVD eksploataciniy sa-
vybiy vertinimui
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B-R-A-H-M-S GmbH
Neuendorfstr. 25
16761 Hennigsdorf

B-R-A-H-M-S

MR-PROADM

Instruction for Use

B-R-A-H-M-S MR-proADM KRYPTOR

phone: +49 3302 883-0
fax: +49 3302 883-100
e-mail: info.brahms@thermofisher.com

Customer Service

phone: +49 3302 883-300

fax: +49 3302 883-388

e-mail: service.brahms@thermofisher.com

Orders

phone: +49 3302 883-600, -700, -800
fax: +49 3302 883-666

e-mail: order.brahms@thermofisher.com

Internet
www.thermoscientific.com/brahms
www.thermoscientific.com/procalcitonin
www.thermoscientific.com/kryptor
www.thermoscientific.com/copeptin

q3

KRYPTOR

B-R-A-H-M-S is a registered trademark of B-R-A-H-M-S GmbH.
for professional use Other product names in this document are used for identification purposes; they may be trademarks and/or registered
only trademarks of their respective companies.
TRACE™

The manufacture and/or use of this product is covered by one or more of the following pat-

ents:

EP1488209, MX255044, JP4602321, CN1759319, HK1089232, JP5021791, US9541549, EP2347266,
CN102317790, HK1163813, IN283666, JP5584695, US9012151, JP5711131, EP2097748.

Date This version supersedes all earlier versions.
11.07.2018 Changes versus previous version
KRYPTOR GOLD implemented

Medical indications in section “Intended Use” rephrased for more clarity

L]
® Section “Introduction” expanded for more clarity
L]

Statement on safety of raw materials of animal and human origin added under section

“Precautions”

Statement on method comparability added under section “Instructions”

® Freeze/Thawing cycles updated in the section “Instructions” to four times
® Existing reference range profile completed: Median of normal subjects updated to 0.38

nmol/L

® Value for Accuracy/ “High Dose Hook” Effect updated to 100 nmol/L

® Existing precision profile completed
® Re-ordering of Literature References

B Intended Purpose/Intended Use

B-R-A-H-M-S MR-proADM KRYPTOR is an automated immunofluorescent
assay for the quantitative determination of midregional proadrenomedullin
(MR-proADM) in human EDTA plasma.

The B-R-A-H-M-S MR-proADM KRYPTOR assay is indicated for use as an

aid, together with other clinical evaluation and laboratory diagnostic findings,

to assess a patient’s risk for an adverse outcome in the following indications
or settings:

— lower respiratory tract infections (LRTI, comprising of community ac-
quired pneumonia (CAP), chronic, obstructive pulmonary disease
(COPD) and bronchitis),

— urinary tract infections (UTI) and kidney disease,

— sepsis, severe sepsis or septic shock,

— acute heart failure (AHF),

— chronic heart failure (CHF),

— myocardial infarction (MI),

— Emergency Department (ED) or Emergency Room (ER)

W Instruments

B-R-A-H-M-S MR-proADM KRYPTOR may be used on:
B-R-A-H-M-S KRYPTOR

B-R-A-H-M-S KRYPTOR compact

B-R-A-H:M-S KRYPTOR compact PLUS
B-R-A-H-M-S KRYPTOR GOLD

SESENEN]

Availability of instrument depends on registration in the country.

B Introduction

Adrenomedullin (ADM) is one of the most potent vasodilators, playing a sig-
nificant role in microcirculation and endothelial (dys)function!'l. The reliable
measurement of ADM is not suitable for clinical routine diagnosis assess-
ment due to its ex vivo instability (immediate binding to receptors, 22 min

half-life time)®. The mid-regional fragment of pro-Adrenomedullin (MR-
proADM), consisting of the amino acid sequence 45-92, was identified as a
stable and reliable surrogate marker for ADM release!?. The B-R-A'H-M-S
MR-proADM KRYPTOR assay measures the mid-regional amino acid se-
guence 68-94 of the prohormone of active adrenomedullin®®!.

MR-proADM is a diagnostic parameter which can more accurately determine
outcome and risk in patients with conditions such as lower respiratory tract
infections#®], urinary tract infections and kidney diseasel®l], as well as in pa-
tients suffering from sepsis, severe sepsis and septic shock®IE1, Further-
more, it has been shown to be of value in predicting outcome and risk in
forms of heart failure, such as acutel'? and chronic heart failure!®, as well as
in myocardial infarction!’. It is also of use in assessing risk in the Emergen-
cy Department setting!'4.

B-R-A-H-M-S GmbH
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m Contents
Kit
B-R-A-H-M-S MR-proADM KRYPTOR CONT
8°C see label for expi
REF 829.050 V . g piry
50 2°C date
Name Quantity Quality Description
CRYPTATE- |VIAL| 1 |LYOPH| Anti-pro-ADM sheep polyclo-
CONJUGATE nal antibody conjugated with
europium cryptate, buffer, bo-
vine albumin, potassium fluo-
ride
DILUENT VIAL | 1 ready for Newborn calf serum, EDTA,
use NaN,
XL665-CONJU- | |VIAL|1 ready for | Anti-pro-ADM sheep polyclo-
GATE use nal antibody conjugated with
XL665, buffer, bovine albu-
min, non-immunized mouse,
sheep and bovine immunoglo-
bulins, potassium fluoride.
Bar code card 1 ready for | see the B-R-A-H-M-S KRYP-
use TOR/KRYPTOR compact/
KRYPTOR compact PLUS/
KRYPTOR GOLD User Man-
ual. The bar code card con-
tains all information needed
for the registration of a new
reagent lot.
Accessories

B-R-A-H-M-S MR-proADM KRYPTOR CAL

Not supplied with the kit.

REF 82991

8°C
2°C

see label for expiry
date

z

Intended Purpose/Intended Use: To readjust the standard curve memorized
in B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/

KRYPTOR GOLD.
Name Quantity | Quality Description
B-R-A-H-M-S VIALS | 6 LYOPH synthetic pro-ADM in human
MR-proADM plasma
KRYPTOR CAL
Bar code card 1 ready for | see the B-R-A-H-M-S KRYP-
use TOR/KRYPTOR compact/

KRYPTOR compact PLUS/
KRYPTOR GOLD User Man-
ual. The bar code card con-
tains information related to the
calibrator lot including its con-

centration.

B-R-A-H-M-S MR-proADM KRYPTOR QC

Not supplied with the kit.

REF 82992

8°C
T

see label for expiry
date

Intended Purpose/Intended Use: Quality control on board of B-R-A-H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR

GOLD for the assay.

Name Quantity | Quality Description

B-R-A-H-M-S |VIALS|3 |[LYOPH]| | synthetic pro-ADM in human

MR-proADM plasma

KRYPTOR QC

Control 1

B-R-A‘H-M-S |VIALS|3 |[LYOPH]| | synthetic pro-ADM in human

MR-proADM plasma

KRYPTOR QC

Control 2

Bar code card 1 ready for | see the B-R-A-H-M-S KRYP-

use TOR/KRYPTOR compact/

KRYPTOR compact PLUS/
KRYPTOR GOLD User Man-
ual. The bar code card con-
tains information related to the
control lot, particularly the tar-
get concentrations, the stand-
ard deviations obtained and
the concentration acceptance
ranges. This information is
visible on the B-R-A-H-M-S
KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact
PLUS/KRYPTOR GOLD mon-
itor screen in the quality con-
trol section.

Bar code stick- | 32 for ready for | see the B-R-A-H-M-S KRYP-

on labels each con- | use TOR/KRYPTOR compact/

trol

KRYPTOR compact PLUS/
KRYPTOR GOLD User Man-
ual. The bar code stick-on la-
bels are used for identifying
the controls when they are as-
sayed on B-R-A-H-M-S KRYP-
TOR/KRYPTOR compact/
KRYPTOR compact PLUS/
KRYPTOR GOLD.

Other requisites
Not supplied with the kit.

B-R-A-H-M-S KRYPTOR Consumables

Name REF

B-R-A-H-M-S KRYPTOR BUFFER 89970
B-R-A-H-M-S KRYPTOR SOLUTION 1 89971
B-R-A-H-M-S KRYPTOR SOLUTION 2 89972
B-R-A-H-M-S KRYPTOR SOLUTION 3 89973
B-R-A-H-M-S KRYPTOR SOLUTION 4 89974
B-R-A-H-M-S KRYPTOR DILCUP 89975
B-R-A‘H-M-S KRYPTOR REACT 89976

B-R-A-H-M-S GmbH
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B-R-A-H-M-S KRYPTOR compact/KRYPTOR compact PLUS
Consumables

Name REF

B-R-A-H-M-S KRYPTOR BUFFER 89970

B-R-A-H-M-S KRYPTOR compact SOLUTION 1 | 89981

B-R-A-H-M-S KRYPTOR compact SOLUTION 2 | 89982

B-R-A-H-M-S KRYPTOR compact SOLUTION 3 | 89983

B-R-A-H-M-S KRYPTOR compact SOLUTION 4 | 89984

B-R-A-H-M-S KRYPTOR compact DILCUP 89985

B-R-A-H-M-S KRYPTOR compact REACT 89986

B-R-A-H-M-S Consumables KRYPTOR GOLD

Name REF

B-R-A-H:M-S KRYPTOR BUFFER 89970
B-R-A-H-M-S Solution 1 KRYPTOR GOLD 89991
B-R-A-H-M-S Solution 2 KRYPTOR GOLD 89992
B-R-A-H:M-S Solution 3 KRYPTOR GOLD 89993
B-R-A-H-M-S Solution 4 KRYPTOR GOLD 89994

B-R-A-H-M-S Dilution Plates KRYPTOR GOLD 89995

B-R-A-H-M-S Reaction Plates KRYPTOR GOLD | 89996

W Precautions

Follow the information given in the user manual of the
B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR com-

pact PLUS/KRYPTOR GOLD and in this document.

— Check the expiration dates specified on the label.

— Reagents from different reagent kits should not be mixed.

— Do not separate the elements of a unit.

— Avoid any microbial contamination of the reagents.

— The results obtained from this assay should always be as-
sessed in combination with the clinical examination, pa-
tients medical history and other findings before momentous
actions will be prefaced.

#A Raw materials of animal and/or human origin contained in the

reagents have been tested and/or processed through virus in-
‘x activation procedures as far as possible. However, as it is im-
possible to strictly warrant that such products will not transmit
any infectious agents, all raw materials of human or animal ori-

gin including the samples to be assayed must be treated as po-
tentially infectious.

The generally acknowledged safety precautions and laboratory
techniques must be observed when handling reagents and pa-
tient samples.

— Do not pipet by mouth.

— Wash hands after work.

— Wear protective clothing, protective gloves and safety
glasses at work.

— Do not eat, drink or smoke in areas where samples or kit-
reagents are handled.

— Remove spills with absorbing paper.
% — All the material used for cleaning up must be disposed of as
d infectious laboratory waste.

— Prevent from getting into sewage, water, ground.

° — Used reagent plates and reagent kits are disposed of as po-
Iru tential infectious laboratory waste according to local regula-
tions.

— Empty containers could be recycled.

B Principle

The measurement principle of B-R-A-H-M-S KRYPTOR/KRYPTOR compact/
KRYPTOR compact PLUS/KRYPTOR GOLD is based on TRACE™ Tech-
nology (Time-Resolved Amplified Cryptate Emission), which measures the
signal that is emitted from an immunocomplex with time delay. The basis of
the TRACE™ Technology is non-radiative energy transfer from a donor (a
cage-like structure with an europium ion in the center [cryptate]) to an ac-
ceptor, which is part of a chemically modified, light-collecting algal protein
(XL 665).

The proximity of donor (cryptate) and acceptor (XL 665) when they are part
of an immunocomplex and the spectral overlap between donor emission and
acceptor absorption spectra on the one hand, intensify the fluorescent signal
of the cryptate and on the other hand they extend the life span of the accept-
or signal, permitting the measurement of temporally delayed fluorescence.

Precise measuring of analyte concentration: When the sample is excited
with a nitrogen laser at 337 nm, the donor (cryptate) emits a long-life fluores-
cent signal in the millisecond range at 620 nm, while the acceptor (XL 665)
generates a short-life signal in the nanosecond-range at 665 nm.

When the two components are bound in an immunocomplex, both the signal
amplification and the prolongation of the life span of the acceptor signal oc-
cur at 665 nm, so that it can be measured over microseconds.

Reliable prevention of interference: Non-specific signals, e.g. the signals of
the short-life and unbound acceptor XL 665 and the medium-specific inter-
ference signals conditional upon the natural fluorescence of the sample, are
eliminated by temporal delay of the fluorescence measurement. The signal
generated by the cryptate at 620 nm serves as an internal reference and is
measured simultaneously with the long-life acceptor signal at 665 nm which
is the specific signal. Interfering influences, e.g. from turbid sera, are auto-
matically corrected by means of the internally calculated ratio of the intensi-
ties at these wavelengths.

B Instructions

Sample volume....................cco 26 pL
Incubation time.................coooiiiiniiiis 29 min

Results are given in.................ccoooiiiinns nmol/L
Conversion factor..............ccccceeeiiiiieiienee not applicable
Direct measuring range...............cccccocceeeeene 0.05...10 nmol/L
Measuring range with automatic dilution....... 0.05...100 nmol/L
Sample type...........ccocooiiiiii, . EDTA plasma
Kit stability on board 2 weeks
Calibrator.............cccoeveiiiiieiieeeceee 1 point
Calibration stability......................... 8 days

Assay principle sandwich
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e |f the assay is carried out within 24 hours of blood collec-
tion, store samples at room temperature or alternatively at
2...8 °C. If not, samples shall be aliquoted and stored fro-
zen (20 °C).

e Samples may be frozen and thawed four times.

® Other sample types than recommended should not be used.
Place the sample in a tube suited for use on B-R-A-H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/
KRYPTOR GOLD (11-17 mm diameter). This might be the
primary tube.

® The sample tube must contain a minimum volume which will
vary depending on the diameter of the sample tube. A
13 mm diameter tube will require an additional 150 pL of
sample.

® Should a dilution be requested either automatically or by the
user, the volume of sample necessary will be 26 uL maxi-
mum.

® |cteric, hemolytic or hyperlipemic samples, or samples
which are turbid or contain fibrin may yield imprecise re-
sults. Such samples are signaled by B-R-A-H-M-S KRYP-
TOR/KRYPTOR compact/KRYPTOR compact PLUS/
KRYPTOR GOLD.

® The concentration of MR-proADM in a given patient sample,
determined with assays from different manufacturers, can
vary due to differences in assay methods, calibration, and
reagent specificity.

The operation and maintenance of B-R-A-H-M-S KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact PLUS/KRYPTOR GOLD are described in the rela-
ted user manual.

After it has been opened the reagent unit may be stored on the B-R-A-H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR
GOLD in the space provided. Each reagent unit is individually identified (bar
code) and its maximum period of use after opening is controlled by the in-
strument.

To prepare a reagent unit, proceed as follows:

— Remove the security band from the reagent pack.

— Push in the lid by pressing it firmly (see diagram below).

Make sure to remove all the aluminium foil.

Opening the Kit

Note: Always handle the reagent unit carefully to avoid foaming or bubbles.
Foam/bubbles may interfere with proper detection of reagent and/or correct
dispensing of reagents. Allow the kit to stand 5...10 min within B-R-A-H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR
GOLD prior to use.

A standard curve does not need to be established on B-R-A-H-M-S KRYP-
TOR/KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR GOLD.

The instrument stores the required information after reading the bar code
from the reagent card. A recalibration must be carried out for every new re-
agent lot, and subsequently on a regular basis. B-R-A-H-M-S KRYPTOR/
KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR GOLD automati-
cally indicate when a calibration is required. Both, the stored and recalibra-
ted standard curve may be displayed on the screen.

The following steps are carried out:

e Conjugates and sample are dispensed into the reaction plate and the flu-
orescent signal emitted is measured periodically.

e Samples with concentrations higher than the direct measurement range,
are identified in the first few minutes of incubation, then diluted automati-
cally and reassayed.

e After measurement of the fluorescent signal, the data obtained from the
software are compared to the memorized standard curve.

Calibration

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 pS/cm is recommended) indicated on the vial label.

® Mix gently after reconstitution. Allow 15 min for the complete dissolution
of the lyophilisate.

® Calibration must be carried out with every new reagent kit lot. It is then
repeated on a regular basis automatically managed by B-R-A-H-M-S
KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/KRYPTOR
GOLD in order to readjust the standard curve.

® |tis recommended that controls be run after each calibration.

® Use the calibrator/calibrators only once.

® Do not leave the calibrator/calibrators at room temperature or on the car-
ousel for more than 5 hours.

® The calibrator bar code card must be read in for each new lot of calibra-
tor.

® For further information see the B-R-A-H-M-S KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact PLUS/KRYPTOR GOLD user manual.

Control

® |tis recommended that controls be run at least once a day and after each
calibration.

® A control tube is processed like a sample tube.

® Reconstitute each vial with the volume of distilled water (conductivity of
less than 50 pS/cm is recommended) as stated on the vial label.

® Allow 15 min. for the complete dissolution of the lyophilisate.

® Mix gently after reconstitution.

® After reconstitution, do not keep a vial more than 5 hours at 18...25 °C or
24 hours at 2...8 °C.

® |tis recommended that the contents of a reconstituted vial be divided into
aliquots which may then be stored frozen at -20 °C for a maximum period
of 1 month.

® Use one of the tubes immediately for measurement.

® After thawing an aliquot, mix gently and use immediately for measure-
ment.

® Once thawed, a control aliquot must not be refrozen.

® The bar code stick-on labels are used for identifying the controls when
assayed on B-R‘A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR
compact PLUS/KRYPTOR GOLD.

® The control kit bar code card must be scanned in for each new lot of con-
trol.

® For further information see the B-R-A-H-M-S KRYPTOR/KRYPTOR com-
pact/KRYPTOR compact PLUS/KRYPTOR GOLD user manual.

B Quality Control

Good laboratory practice requires that control samples are measured regu-
larly to ensure the quality of the results obtained. These samples must be
processed exactly the same way as the assay samples, and it is recommen-
ded that the results be analysed using appropriate statistical methods.

If desired, B-R*A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact
PLUS can check assay quality at intervals, by statistical analysis on the ba-
sis of Levey Jennings graphs.

It is necessary to comply with national quality assurance guidelines for quan-
titative tests in the medical laboratory (current version). For instance, test ac-
curacy and precision should be monitored by means of laboratory in house
and/or commercially available control materials. If unacceptable control val-
ues are obtained, proceed as outlined in standard laboratory diagnostic pro-
cedures to determine the cause and implement corrective measures.
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W Reference Range

Normal subjects

From the data available, the following reference table can be drawn up for
the assessment of mid-regional pro-ADM concentrations in healthy subjects
(n=144, 87 male, 57 female).

Precision/ Reproducibility for Intra Assay CV

This was evaluated using samples of different concentrations in accordance
with the CLSI EP05-A3 guideline (Evaluation of Precision of Quantitative
Measurement Procedures).

Normal subjects mid-regional pro-ADM [ nmol/L]

97.5 % percentile 0.55 nmol/L

Median 0.38 nmol/L

MR-proADM is a strong prognosticator in patients with acute congestive
heart failure and in patients presenting with dyspnea in general; furthermore
it is particularly strong in predicting short-term prognosis within 30 days after
assessment. Based on recent publications a calculated cut off >1.5 nmol/L
indicates an individual high risk concerning severity of disease and progno-
sis.[5I111013]

Note: It is recommended that each laboratory establish its own reference
ranges based on representative patient collectives and/or test the validity of
the manufacturer’'s commercial test kit data. The values above have been
established on EDTA plasma and are given only as indications.

The result obtained from this assay should always be assessed in combina-
tion with the clinical examination, patients medical history and other findings
before momentous actions will be prefaced.

B Assay Performance

Detection Limit

The detection limit, calculated using the imprecision profile, has been as-
sessed as being 0.05 nmol/L.

CLSIEP 17-A

Sensitivity

The functional assay sensitivity (FAS), detected by inter-assay precision of
20 % CV, has been assessed as being 0.25 nmol/L.

The limit of quantitation (LOQ), is estimated in accordance with CLSI guide-
line EP 17-A (Evaluation of Precision Performance of Clinical Chemistry De-
vices). It has been assessed as being 0.23 nmol/L.

Specificity

No cross reactivity of

cTNI up to 400 ng/mL
Myoglobin up to 852 ng/mL
CKMB up to 204 ng/mL

PCT up to 50.2 ng/mL
MR-proANP up to 905 pmol/L
CT-proET1 up to 409 pmol/L
CRP up to 110 pg/mL

Accuracy/ Linearity

Dilution of highly concentrated samples revealed recovery rates between
80 % and 120 %.

CLSI EP 6-A

Accuracy/ "High Dose Hook" Effect

No "High Dose Hook" Effect can be observed up to 100 nmol/L.

Mean [ nmol/L] Within-assay CV %
Sample 1 0.282 10.8
Sample 2 1.63 3.1
Sample 3 2.20 1.2
Sample 4 7.74 3.0
Sample 5 120 6.3

Precision/ Reproducibility for Inter Assay CV

This was evaluated using samples of different concentrations in accordance
with the CLSI EP5-A3 guideline (Evaluation of Precision Performance of
Quantitative Measurement Methods).

Mean [ nmol/L] Within-assay CV %
Sample 6 0.282 17.5
Sample 7 0.85 10.4
Sample 8 3.07 7.3
Sample 9 7.35 5.6
Sample 10 120 6.8

Disturbing Factors

Factor Description

Hemoglobin No significant effect up to 5 g/L
Bilirubin No significant effect up to 400 mg/L
Triglycerides No significant effect up to 10 g/L

Rheumatoid factor

No significant effect up to
1100 IU/mL

Albumin

No significant effect up to 6 g/dL

No interference of

Factor Description
Imipenem No significant effect up to

1.18 mg/mL
Heparin No significant effect up to 8000 U/L
Furosemide No significant effect up to 2 mg/dL
Tiotropium No significant effect up to

21.6 ng/mL
Albuterol No significant effect up to

1.67 ymol/L
Salmeterol No significant effect up to 60 ng/mL
Theophylline No significant effect up to

228 pmoliL

Montelukast

No significant effect up to 6 yg/mL

Epinephrin

No significant effect up to 1.8 ug/mL

Terbutaline

No significant effect up to 0.9 pyg/mL

Ipratropium bromide

No significant effect up to 0.9 pg/mL

Methylprednisolone

No significant effect up to 72 yg/mL

Prednisolone

No significant effect up to
8.31 ymol/L
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Factor Description
Prednisone No significant effect up to
0.84 pmol/L
Cromolyn No significant effect up to
480 pg/mL
Nedocromil No significant effect up to 8.4 pg/mL

Beclomethasone dipropionate

No significant effect up to 1 pg/mL

Budesonide No significant effect up to

0.72 pg/mL
Flunisolide No significant effect up to 2.4 ug/mL
Fluticasone No significant effect up to 0.3 pg/mL
Formoterol No significant effect up to

28.8 ng/mL
Cefotaxim No significant effect up to 90 mg/dL
Vancomycin No significant effect up to

3.5 mg/mL
Dopamine No significant effect up to 13 mg/dL
Dobutamine No significant effect up to

11.2 pg/mL

Triamcinolone

No significant effect up to 2.4 yg/mL

CLSI EP 7-A2

Traceability

- not applicable —
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B Symbols

Symbols used in Instruction for Use and Product Labelling of B-R-A-H-M-S KRYPTOR/KRYPTOR compact/KRYPTOR compact PLUS/
KRYPTOR GOLD products.

50 uS/cm is recommended) for
Reconstitution, e.g. 0.75 mL

Symbol Usage Symbol Usage Symbol Usage
Reference to the Intended use of In Vitro Diagnostic Medical De-
Intended Use | ¢ \jegical Device vice Batch Code
CONT Contents Calibrator CONTROL Control
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
TION 1/B-R-A-H-M-S KRYPTOR TION 2/B-R-A-H-M-S KRYPTOR
BUF Buffer SOLN|1] compact SOLUTION 1/ SOLN|2] compact SOLUTION 2/
B-R-A-H-M-S Solution 1 KRYP- B-R-A-H-M-S Solution 2 KRYP-
TOR GOLD TOR GOLD
B-R-A-H-M-S KRYPTOR SOLU- B-R-A-H-M-S KRYPTOR SOLU-
TION 3/B-R-A-H-M-S KRYPTOR TION 4/B-R-A-H-M-S KRYPTOR
SOLN compact SOLUTION 3/ SOLN | 4] compact SOLUTION 4/ CONT |BAGS| | Bags contained
B-R-A-H-M-S Solution 3 KRYP- B-R-A-H-M-S Solution 4 KRYP-
TOR GOLD TOR GOLD
Bags PLATES|| Plates contained Plates
CONT | VIALS| | Vials contained VIALS Vials VIAL Vial
Use given Volume of distilled Wa-
H20 ter (conductivity of less than YOPH Lyophilized, Freeze Dried RCNS Reconstitute

ON
GRONE

Green Dot according to German

& %,
Manufacturer Use by °@*‘
Law
Registered Trade Mark Trade Mark REF Article Number/Catalogue Num-

ber

Contains sufficient for (Number
of) tests, e.g. 50

Consult Instructions for Use

See Accompanying Compact
Disk

Biohazard

Wear Protective Gloves

Wear Safety Glasses

Wash hands

General Regulatory Sign

General Prohibitive Sign

Do not Smoke

Do not Eat and Drink

1%

GHSO05, Corrosion

GHSO07, Exclamation Mark

TRACE

Trade Mark for TRACE™-technol-
ogy

mn
m

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices

c € 0483

CE Conformity Marking According
to Directive 98/79/EC on In Vitro
Diagnostic Medical Devices, An-
nex |l with Reg.Number of Noti-
fied Body

Temperature Limitation

Do not Reuse

A

Caution, consult accompanying
documents

Accidental Release Measures

Waste
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