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YBa:kaeMbIi I0JIb30BaTED,

Coo0111aeM BaM 0 TOM, 4TO ObUTH BHECCHBI H3MeHEHUs B [IpOTOKOIbI METOAUKY H/Wir HCTPYKIIUH 110
UCIOJIb30BaHuI0 peareHToB Tina-quant 1IgG Gen.2 (IGG2) BBuay nepeHa3HaueHus: MacTep-pubopa ¢
cobas ¢ 501 na cobas ¢ 503 (MN-RDS-CoreLab-2022-183).

Jlns Bcex cTpaH
Oo6noBnenne MHCTpyKIMii mo ncnonb3oBanuto peareHrta |GG2

Onucanmue CUTYValuu

Ha ocHoBaHuu pexiiamanuii OT NOJIb30BATENE U BHYTPEHHUX PAaCCICIOBAHUN B CBSI3M C HEJIABHO
0OBSIBIICHHBIM IIEpEeHa3HaAUYCHHEM MacTep-mprbdopa ¢ cobas ¢ 501 na cobas ¢ 503 (MN-RDS-CoreLab-
2022-183) tpebyetcs ciemyroriee:

b)

Oo6nosnenue Hactpoek [Iporokona meronuku u MHCTpyKIuii o ucnosas3zoBanuto it [GG2

Paznen «Orpannuenns — MaTepdepernns»: uHTepdepeHus B odpa3nax ¢ MKTEPUIHOCTEHIO,
(ITpoTOKOJIBI METOAMKH JIJISl MOYHM U CIIMHHOMO3TOBOM JKU/IKOCTH):

dopmynuposka «MHTephepeHirs B 00pa3nax ¢ HKTEPHIHOCTBIO» B paszjenax « OrpaHnIeHus —
Wurepdepeniussy B MHCTPYKIMAX MO HCMOJIB30BAHUIO i1 [IPOTOKOIIOB METOAMKH ISt
ompenenenust 1IGG2 B moue (IGG2U) u CSF (IGG2C) mms Bcex momyineit cobas ¢ Oymer
OOHOBJICHA B COOTBETCTBHM C TEKYIIMM CTaHIAPTHBIM TMPOTOKOIOM (ydajaeHa ¢pasa
«HEKOHBIOTUPOBAHHBINA OUITHUPYOHHY).

Paznen «Orpannuenus — MaTepdepenims»: 3asBiieHre o nepexpectHoit peakuuu ([Ipotokoss
METOJIMKHA MOYH): CIeIYIOIee 3asBiIeHHEe J00aBIeHO BO Bce VIHCTPYKIUH 10 MCHOJIB30BAHHIO
Bcex MosyJei cobas ¢ mst [Iporokosos meroauku mouun (IGG2U):

«B ycnoBusx aHanu3a He HaOmoaeTcs nepekpecTHoi peakuuu mexxay IgG u IgA umu IgM».

O6paTI/ITe BHUMAHHE: 3TO 3asABJICHUC YIKC ,Z[O621BJ'I€HO AJI1 BCEX APYTIUX 3aTPOHYTBIX HpOTOKOHOB
MCETO/JHKU.

CBOJHBIH pa3iel: UCIPaBICHUE ONeYaTKH B COOTHOMICHNH 1gG/ans0ymuH.

Kak yka3zaHo B paznene «Omnucanuey, «onpeaenenue IgG B Mode B coueTaHUM ¢ aIbOYMUHOM B
MOY€ ITOMOTAaET OTJIEIUThH CENIEKTUBHBIE ()OPMbI KaHATIBIIEBON MPOTEUHYPUU OT HECEIEKTUBHBIX,
nockobky IgG 3aMeTHO MOBBIMIAETCS TOJBKO IMPH HECENEKTHUBHBIX (hopMax KIyOOUKOBOM
nporeunypuu (IgG/ans6ymun > 0,3 mr/mr)».

B HHcTpykiusax mo ucnonb3oBanuio s [IporokonoB metoauku Moun cobas ¢ 311/501/502
ecTh omevarka B cooTHomeHnu 1gG/anpbymun (1gG/ans6ymun > 0,03 Mr/mr), kotopasi Oblia
HCTIpaBJICHA.

[IpumMeuanue: 3T0 yTBEpkKACHUE BEPHO Il BCeX MHCTpyKIMi O NCIIOIB30BAaHHUIO.

O6parute BHUManwue, uto 11 IGG-2 tpeboBanus HoBoro Permamenrta (EC) «O MeaunmHCKuX
mnenusix  ans  guarHoctukd  IN - VITRO»  TpeOyror obOHOBneHuss WHCTpyKiuid 1Mo
UCIOJIB30BaHUI0, 0 KoTopoM ObLIo 3asBiieno B MN-RDS-CorelLab2023-074. O6benuneHme
WNHcTpyKunii 10 MCTONIB30BAaHUIO M OOHOBJICHHWE CBOJHOTO pasiena OydyT pealn30oBaHbl B
nanpHeimemM oOHoBiIeHUU MHCTpyKIuit o ucnoss3oBannio |GG-2 mist Bcex cuctem.

YBenomIieHHE 10 KauyeCTBY 0260/1507/2024 Crp.2u3 4



B cnenyromieit Tabnuiie mpeacTaBieH 0030p BCEX OOHOBICHUIA:

IpoaykT 3nayenne (3arponyr (3arpomyrbiii /ACN  [[Ipe:knee HoBoe O0OHOBIeHNeO0HOBICHHE
bl Moay.ab cobas 3BHaYeHHe 3HAYeHHe HacTpoek [MHCTPYKOHH MO
IIpoToko HCIO0JIB30BAHUIO
METOIMKH peareHTa
Tina-quant  |I-Index IGG2U c 311/501/502 |(8)673 |Cwm. 3a Cm.3a  [Her /la
1gG Gen.2 IGG2C c 702 (8)625
(1GG-2)
nepekpéctHas||GG2U c 311/501/502 |(8)625 |Cm.3b  |Cm.3b  |[Her /la
€aKTUBHOCTH) c 702
Pazmen IGG2 c 311/501/502 |(8)674 |Cm. 3c Cwm. 3¢ Her Jla
CBOIHOIM (8)673
HHGbOpMAIHH (8)625

IIpnuyyHa BO3HNKHOBEHHUS

DT0 HM3MEHEHHME OCHOBAaHO Ha HEIaBHHMX BBIBOJAX Macrep-mpoekra cobas ¢ 503, o koropom ObLIO
00bsaBiIeH0 B MNRDS-Corelab-2022-183:

[TockonbKy MBI coOMpaeM JOMOJHUTEIbHBIC JaHHbIE 0 CObas ¢ 503, HaM HEoOXOAMMO COOJIOAATH
HOBelilmMe HopMaTHBHbIe TpeOoBaHus (Hampumep, [VDR), a HekoTopeie paboume mHpoLETYpHI
M3MEHWINCh M3-32 OOHOBJICHHBIX BEPCHH OCHOBHBIX MEXIYHAPOJHBIX pPEKOMEHIANWK (HarmpuMep
CLSI). HoBsle BHelHME TpeOOBaHUS MOTYT IPUBECTH K APYruM HacTpoiikam IIpoTokona MeToauku u

pa3iuuusaM B pe3yibTartax, MojydeHHbIX Ha CObas ¢ 503 1o cpaBHEHHIO CO CTapbIMU JaHHBIMH CODAs C
501.

OcHOBHasi NpUYMHA ONUCAHHBIX MPOOJIEM CBsA3aHA C OLIMOKOH, OOYCIIOBIEHHOW 4YelOBEYECKUM
¢aktopom. Ilpobirembl ObulM OOHapyXkeHbl BO BpeMsl IPOBEPKU JOKyMeHTanuu u IIporokxonos

MCTOJHKU, HpOBe,Z[eHHOI\/’I B paMKax MacCTCp-IIPOCKTaA.

OneHKa pucKa

Yacrora BOSHUKHOBEHHS

Hu onHa pexnamartust He Obuta epeana B [ pymmy paccienoBanust puckos (CIR).
BepositHOCTh 00HApY:KeHUs1

[TpoGnema He OOHAPYKUBAETCS MOJIH30BATEIISIMHU.

Cepbe3HOCTh NOC/IEACTBUH

Pe3ynbpTaThl ManMeHTOB Tak)Ke HE 3aTparuBaroTcs. PHUCK, CBA3aHHBIA C ONUCAHHOM MPOOJIEMOH,
OTCYTCTBYET.

MenuiuHCKUI pUCK JJIS TTIAIIMEHTOB U TOJIH30BaTEIEH MOXKET OBITh HCKITIOUEH.

Basxnasi undopmanus

BakHble mpuMeuaHusi, OTHOCSIIHECS KO BCEM M3MEHEHHSM HAcTpoek [IpoTokosia METOMUKH, a TaKkKe
oOHOBNeHHBIM MHCTpyKIMsaM 1o wucmois3oBanuto Tinaquant 1gG Gen.2 (IGG-2), mpuiioxeHbl K
HACTOSAIIEMY YBEIOMIICHHIO 110 KaYECTBY.
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OOHOBNIEHHAsT DJIGKTPOHHAsT JOKyMEHTauus Jis 3aTpoHyThiX [IpoTokonoB metomuku Oyner
omy0nukoBaHa Ha [loprane 37MEeKTPOHHOIO KOHTEHTAa CO CCHUIKOM Ha Hacrosiee YBEIOMJICHHE I10
KauecTBY.

[TakeTs! 3nexTpoHHOM AokymeHTtanuu uia IGG-2 O6ynyt comepxarb oOHOBIEHHbIe VHCTpyKIMU 1O
HCIIOJIb30BAHUI0 W HEM3MEHEHHBIC 3JICKTPOHHBIE IITPUXKOBI, 3a HcKmoudcHuneM IGG2U (20743),
KOTOPBIH TaKkXKe COAEPKUT BaskHoe nmprMedanue 1 0OHOBICHHBIHN 3IEKTPOHHBIN IITPUXKO/.

Wuctpykuuu no ucnonb3oBanuio ais Tina-quant 1gG Gen.2 (1GG-2):
3Ta HCTPYKIHUS YKe MPUIIOKEHA K HACTOAIIEMY Y BEIOMIICHHIO MO Ka4eCTBY.

Jns Bcex crpan, kpome CLIA:

AHanu3arTop Bepcuss HHcTpyKImu Cpok nydankanumn
K peareHrty
cobas 311 16.0 ronb 2024 .
cobas 501/502 Reiber: 5.0
cobas ¢ 702 13.0

PacnpocTpaHeHne HACTOSIILET0 VBEIOMJIEHHS M0 KAYECTBY HA MeCTax

Hacrosimee YBenomienue mo kayecTBy IpeiIHa3HAYCHO JJIS BCEX 3aMHTEPECOBAHHBIX JIMI] B Barei
OpraHM3ally WU APYTUX OpraHU3alusaX, KOTOPBIE MOyYail JaHHYIO MPOIYKIIHUIO.

HO)K@.J'IYI’ICT&, MNEepeHUINTE JaHHOC YBCAOMIICHUC NPYTIUM Opl"aHI/I?»aLII/I}IM/J'II/ILIaM, KOTOPBIX OHA MOXKCT
KacaThbCsl.

[IpyHOCHMM CBOM M3BHMHEHHS 3a MPUUMHEHHBIE HEYJ00CTBA, KOTOPbIE MOTYT OBbITh CBSI3aHBI C JaHHOU
CUTyaluel, ¥ HajieeMcs Ha Balle moHuMaHue 1 oAIEpKKYy.

KoHTaKTBI

B ciiydae BO3HUKHOBEHHs BOIPOCOB 00OpaTUTECh, MOXKATYIHCTa, B Cly)0y nmoanepkku Roche:
becrnaraas muaus: 8 800 100-68-96

Bpewms pabotsl: nonenensuuk — nsatHuna ¢ 08:00 1o 18:00 mo MockoBckoMy BpeMeH!
e-mail: russia.rcsc@roche.com.

C yBaxxeHuew,

Menexep o npoayKIHuH NBan Kapros

Ten: +7 (916) 922-64-09 VIBaH E;%':Z!y signed by Wsan
i Date: 2024.07.15

DrekTpoHHas moyra: ivan.kargov@roche.com Kapros Date: 2024.07.1

MenuiuHCcKui MEHEIKED
Tem: + 7 (495) 229-69-99 Mapus Kocskosa
DnexktponHas moura: maria.kosyakova@roche.com Maria Digitally signed by

Maria Kosyakova
Date: 2024.07.16

Kosyakova g5 0300
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IGG-2

Tina-quant IgG Gen.2
Order information

cobas’

Analyzer(s) on which cobas ¢ pack(s) can be used
03507432190 | Tina-quant IgG Gen.2 150 tests System-ID 07 6787 5 | cobas ¢ 311, cobas ¢ 501/502
Materials required (but not provided):

11355279216 | Calibrator f.a.s. Proteins (5 x 1 mL) Code 656

03121305122 | Calibrator f.a.s. PUC (5 x 1 mL) Code 489

10557897122 | Precinorm Protein (3 x 1 mL) Code 302

11333127122 | Precipath Protein (3 x 1 mL) Code 303

03121313122 | Precinorm PUC (4 x 3 mL) Code 240

03121291122 | Precipath PUC (4 x 3 mL) Code 241

05117003190 | PreciControl ClinChem Multi 1 (20 x 5 mL) Code 391

05947626190 | PreciControl ClinChem Multi 1 (4 x 5 mL) Code 391

05117216190 | PreciControl ClinChem Multi 2 (20 x 5 mL) Code 392

05947774190 | PreciControl ClinChem Multi 2 (4 x 5 mL) Code 392

04489357190 | Diluent NaCl 9 % (50 mL) System-ID 07 6869 3
English The determination of urine IgG aids, in combination with urinary albumin, to

System information

For cobas ¢ 311/501 analyzers:

IGG-2: ACN 674 (Standard application for serum and plasma)
IGGC2: ACN 673 (Sensitive application for cerebrospinal fluid)
IGGU2: ACN 625 (Sensitive application for urine)

For cobas ¢ 502 analyzer:

IGG-2: ACN 8674 (Standard application for serum and plasma)
IGGC2: ACN 8673 (Sensitive application for cerebrospinal fluid)
IGGU2: ACN 8625 (Sensitive application for urine)

Intended use

In vitro test for the quantitative determination of IgG in human serum,
plasma, cerebrospinal fluid and urine on Roche/Hitachi cobas ¢ systems.
Summary1,2,3,4,5,6,7,8,9

IgG molecules are composed of 2 light chains (kappa or lambda) and 2
gamma heavy chains. Approximately 80 % of serum immunoglobulin is IgG;
its main tasks are the defense against microorganisms, direct neutralization
of toxins and induction of complement fixation. IgG is the only
immunoglobulin that can cross the placental barrier and provide passive
immune protection for the fetus and newborn. This materal protection
gradually declines until the infant's own immunological system starts to
develop (at about 6 months of age). Near-adult levels in serum/plasma are
reached at 18 months.

Polyclonal IgG increases in serum/plasma may be present in systemic
lupus erythematosis, chronic liver diseases (infectious hepatitis and
Laennec’s cirrhosis), infectious diseases and cystic fibrosis. Monoclonal
IgG increases in IgG-myeloma.

Decreased synthesis of 1gG is found in congenital and acquired
immunodeficiency diseases and selective 1gG subclass deficiencies, such
as Bruton type agammaglobulinemia. Decreased IgG concentrations in
serum and plasma are seen in protein-losing enteropathies, nephrotic
syndrome and through the skin from burns. Increased IgG metabolism is
found in Wiskott-Aldrich syndrome, myotonic dystrophy and with
anti-immunoglobulin antibodies.

The determination of IgG in cerebrospinal fluid (CSF) is used for evaluation
of infections involving the central nervous system (CNS), neoplasms or
primary neurologic diseases (in particular, multiple sclerosis). Increased
CSF IgG concentrations may occur because of either increased
permeability of the blood-brain barrier or local/intrathecal production of IgG,
or both.

Malfunction of the blood-brain barrier can be reliably quantified by means of
the albumin CSF/serum ratio. An elevated albumin ratio is an indication of a
disorder of the blood-brain barrier. If IgG and albumin are measured in CSF
and serum simultaneously, differentiation between IgG originating from
blood and I9G originating from intrathecal production is possible.

separate selective forms from unselective forms of tubular proteinuria, since
IgG is markedly increased only in unselective forms of glomerular
proteinuria (IgG/albumin > 0.3 mg/mg). Additionally, measurements of IgG
in urine can be used in the monitoring and assessment of glomerular
proreinuria.

The Roche IgG assay is based on the principle of immunological
agglutination. In addition to the standard application (IGG-2), there are
sensitive applications (IGGC2 and IGGU2) designed for the quantitative
determination of IgG in CSF and urine.

It is known that the so-called paraproteins secreted in monoclonal
gammopathies (monoclonal immunoglobulinemia) may differ from the
respective immunoglobulins of polyclonal origin by amino acid composition
and size. This may impair the binding to antibody and hence impair
accurate quantitation.

Test principle

Immunoturbidimetric assay.

Anti-IgG antibodies react with antigen in the sample to form an
antigen/antibody complex. Following agglutination, this is measured
turbidimetrically. Addition of PEG allows the reaction to progress rapidly to
the end point, increases sensitivity, and reduces the risk of samples
containing excess antigen producing false negative results.

Reagents - working solutions

R1 TRIS buffer: 20 mmol/L, pH 8.0; NaCl: 200 mmol/L;
polyethylene glycol: 3.6 %; preservative; stabilizers

R2 Anti-human IgG antibody (goat): dependent on titer; TRIS
buffer: 20 mmol/L, pH 8.0; NaCl: 150 mmol/L; preservative

R1 is in position B and R2 is in position C.

Precautions and warnings
For in vitro diagnostic use for health care professionals. Exercise the
normal precautions required for handling all laboratory reagents.

Infectious or microbial waste:

Warning: handle waste as potentially biohazardous material. Dispose of
waste according to accepted laboratory instructions and procedures.
Environmental hazards:

Apply all relevant local disposal regulations to determine the safe disposal.
Safety data sheet available for professional user on request.

This kit contains components classified as follows in accordance with the
Regulation (EC) No. 1272/2008:

3
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IGG-2

Tina-quant IgG Gen.2

Danger

H318 Causes serious eye damage.

Prevention:

P280 Wear eye protection/ face protection.

Response:

P305 + P351 IF IN EYES: Rinse cautiously with water for several

+P338 minutes. Remove contact lenses, if present and easy to do.
+P310 Continue rinsing. Immediately call a POISON CENTER/

doctor.
Product safety labeling follows EU GHS guidance.
Contact phone: all countries: +49-621-7590

Reagent handling
Ready for use

Storage and stability
IGG-2

Shelf life at 2-8 °C: See expiration date on cobas ¢ pack label.

On-board in use and 12 weeks

refrigerated on the analyzer:
Diluent NaCl 9 %

Shelf life at 2-8 °C: See expiration date on cobas ¢ pack label.

On-board in use and 12 weeks

refrigerated on the analyzer:

Specimen collection and preparation

For specimen collection and preparation only use suitable tubes or
collection containers.

Only the specimens listed below were tested and found acceptable.
Serum/plasma application (IGG-2)

Serum.

Plasma: Li-heparin and K,-EDTA plasma

CSF application (IGGC2)

Cerebrospinal fluid.

The sample types listed were tested with a selection of sample collection
tubes that were commercially available at the time of testing, i.e. not all
available tubes of all manufacturers were tested. Sample collection systems
from various manufacturers may contain differing materials which could
affect the test results in some cases. When processing samples in primary
tubes (sample collection systems), follow the instructions of the tube
manufacturer.

Urine application (IGGU2)
Urine.
Centrifuge samples containing precipitates before performing the assay.

See the limitations and interferences section for details about possible
sample interferences.

Serum and plasma
Stability: 0 4 months at 15-25 °C

8 months at 2-8 °C

8 months at -20 °C (£5 °C)
CSF

Samples should be as fresh as possible. Centrifuge samples containing
particles and/or cells before performing the assay.

Stability: 0 1 day at 15-25 °C

cobas’

7 days at 2-8 °C
Storage at -20 °C (+5 °C) is not recommended.

Urine

Spontaneous, 24-hour urine or 2" morning urine. Centrifuge the urine
samples for 10 min at > 800 g.

Stability: 7 days at 15-25 °C
1 month at 2-8 °C
Storage at -20 °C (5 °C) is not recommended.
Materials provided
See “Reagents — working solutions” section for reagents.
Materials required (but not provided)
= See “Order information” section
= General laboratory equipment

Assay

For optimum performance of the assay follow the directions given in this
document for the analyzer concerned. Refer to the appropriate operator's
manual for analyzer-specific assay instructions.

The performance of applications not validated by Roche is not warranted
and must be defined by the user.

Application for serum and plasma (IGG-2)

cobas ¢ 311 test definition

Assay type 2-Point End
Reaction time / Assay points 10/6-16
Wavelength (sub/main) 700/340 nm
Reaction direction Increase

Units g/L (umol/L, mg/dL)

Reagent pipetting Diluent (H,0)

R1 120 uL -

R2 38 L -

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 5L 9L 180 pL

Decreased 3.9puL 2L 180 pL

Increased 9.4 L 20 L 85 L

cobas ¢ 501/502 test definition

Assay type 2-Point End

Reaction time / Assay points 10/10-46

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units g/L (umol/L, mg/dL)
Reagent pipetting Diluent (H,0)
R1 120 UL -
R2 38 L -
Sample volumes Sample Sample dilution

Sample Diluent (NaCl)
Normal 5L 9L 180 pL
Decreased 3.9puL 2L 180 pL
Increased 9.4 L 20 L 85 L

Application for CSF (IGGC2)

cobas ¢ 311 test definition

217
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IGG-2

Tina-quant IgG Gen.2

cobas’

Reagent pipetting Diluent (H,0)

R1 120 UL -

R2 38 L -

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 14.5 L - -

Decreased 14.5 L 15 uL 135 L

Increased 14.5 UL - -

cobas ¢ 501 test definition

Assay type 2-Point End

Reaction time / Assay points 10/10-46

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H;0)

R1 120 UL -

R2 38 L -

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 14.5 UL - -

Decreased 14.5 L 15 uL 135 L

Increased 14.5 UL - -

cobas ¢ 502 test definition

Assay type 2-Point End

Reaction time / Assay points 10/10-46

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H;0)

R1 120 UL -

R2 38 L -

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 14.5 L - -

Decreased 14.5 UL 15 L 135 uL

Increased 29 uL - -

Calibration

Serum/plasma application (IGG-2) :

Assay type 2-Point End

Reaction time / Assay points 10/6-31

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H20)

R1 120 uL -

R2 10 L 20 uL

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 14.5 UL - -

Decreased 2.9 L - -

Increased 14.5 UL - -

cobas ¢ 501 test definition

Assay type 2-Point End

Reaction time / Assay points  10/10-46

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H20)

R1 120 uL -

R2 10 L 20 uL

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 14.5 L - -

Decreased 2.9 L - -

Increased 14.5 UL - -

cobas ¢ 502 test definition

Assay type 2-Point End

Reaction time / Assay points  10/10-46

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H20)

R1 120 uL -

R2 10 uL 20 L

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 14.5 L - -

Decreased 2.9 L - -

Increased 29 uL - -

Application for urine (IGGU2)

cobas c 311 test definition

Assay type 2-Point End

Reaction time / Assay points 10/6-31

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Calibrators

Calibration mode

S1: H,0

S2-S6: C.f.a.s. Proteins

Multiply the lot-specific C.f.a.s. Proteins calibrator
value by the factors below to determine the

standard concentrations for the 6-point calibration
curve:

$2:0.100 S5: 1.00
S53:0.250 S6: 3.14
S4: 0.501

cobas ¢ 311 analyzer: Spline
cobas ¢ 501/502 analyzer: RCM
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Full calibration
- after reagent lot change
- as required following quality control procedures

Calibration frequency

CSF (IGGC2) and urine (IGGU2) applications:
St HQO
$2-86: C.f.a.s. PUC

Multiply the lot-specific C.f.a.s. PUC calibrator
value by the factors below to determine the
standard concentrations for the 6-point calibration

Calibrators

curve:

S2: 0.0431 S5: 0.331
S3: 0.0862 S6: 1.00
S4:0.166

Calibration mode RCM

Calibration frequency  Full calibration

- after reagent lot change

- as required following quality
control procedures

Calibration interval may be extended based on acceptable verification of
calibration by the laboratory.

Traceability: This method has been standardized against the certified
reference material in human serum of the IRMM (Institute for Reference
Materials and Measurements) ERM-DA470k/IFCC.

Quality control

For quality control, use control materials as listed in the "Order information
section.

IGG-2: Precinorm Protein, Precipath Protein, PreciControl ClinChem
Multi 1, PreciControl ClinChem Multi 2

IGGC2 and IGGU2: Precinorm PUC, Precipath PUC

In addition, other suitable control material can be used.

The control intervals and limits should be adapted to each laboratory’s
individual requirements. Values obtained should fall within the defined

limits. Each laboratory should establish corrective measures to be taken if
values fall outside the defined limits.

Follow the applicable government regulations and local guidelines for
quality control.
Calculation

cobas ¢ systems automatically calculate the analyte concentration of each
sample.

Conversion factors: mg/dL x 0.01 = g/L

g/L x 100 = mg/dL
mg/L x 6.67 = nmol/L

Limitations - interference
Serum/plasma application (IGG-2):

Criterion: Recovery within +10 % of initial value at an IgG concentration of
7.00 g/L (46.7 ymol/L, 700 mg/dL).

Icterus:'2 No significant interference up to an | index of 60 for conjugated
and unconjugated bilirubin (approximate conjugated and unconjugated
bilirubin concentration: 1026 pmol/L or 60 mg/dL).

Hemolysis: 2 No significant interference up to an H index of 1000
(approximate hemoglobin concentration: 621 umol/L or 1000 mg/dL).

Lipemia (Intralipid):™ No significant interference up to an L index of 2000
(approximate intralipid concentration: 2000 mg/dL). There is poor
correlation between the L index (corresponds to turbidity) and triglycerides
concentration.

Rheumatoid factors: No significant interference from rheumatoid factors up
to a concentration of 1200 |U/mL.

g/L x 6.67 = ymol/L
pmol/L x 0.15 = g/L
nmol/L x 0.15 = mg/L

cobas’

High dose hook-effect: No false result up to an IgG concentration of 400 g/L
(2668 umol/L, 40000 mg/dL) occurs due to an antigen excess within
polyclonal specimens.

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

Drugs: No interference was found at therapeutic concentrations using
common drug panels. 31

As with other turbidimetric or nephelometric procedures, this test may not
provide accurate results in patients with monoclonal gammopathy, due to
individual sample characteristics which can be assessed by
electrophoresis. 15

CSF application (IGGC2):

Criterion: Recovery within 10 % of initial value at an IgG concentration of
15.00 mg/L (100 nmol/L).

Icterus: No significant interference up to a conjugated bilirubin
concentration of 257 umol/L or 15 mg/dL.

Hemolysis: No significant interference up to a hemoglobin concentration of
124 pymol/L or 200 mg/dL.

High dose hook-effect: Using the prozone check, no false result without a
flag was observed up to an IgG concentration of 2500 mg/L (16675 nmol/L).

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

Urine application (IGGU2):

Criterion: Recovery within +2 mg/L (+13.3 nmol/L) of initial value at an IgG
concentration of < 10 mg/L (< 66.7 nmol/L) and within £10 % of initial value
at an IgG concentration of > 10 mg/L (> 66.7 nmol/L).

Icterus: No significant interference up to a conjugated bilirubin
concentration of 257 pmol/L or 15 mg/dL.

Hemolysis: No significant interference up to a hemoglobin concentration of
93.2 pmol/L or 150 mg/dL.

High dose hook-effect: No false result occurs up to an IgG concentration of
6000 mg/L (40020 nmol/L).

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

Drugs: No interference was found at therapeutic concentrations using
common drug panels.™

Exception: N-acetyl cysteine and ascorbic acid cause artificially low IgG
results.

No interference by h-albumin < 5000 mg/L, glucose < 111 mmol/L,
creatinine < 44 mmol/L, urea < 900 mmol/L, uric acid < 6 mmol/L, oxalate
< 2.2 mmol/L, calcium < 40 mmol/L, citrate < 10 mmol/L, magnesium
<75 mmol/L and phosphate < 40 mmol/L.

For diagnostic purposes, the results should always be assessed in
conjunction with the patient's medical history, clinical examination and other
findings.

ACTION REQUIRED

Special Wash Programming: The use of special wash steps is mandatory
when certain test combinations are run together on cobas ¢ systems. The
latest version of the carry-over evasion list can be found with the NaOHD-
SMS-SmpCIn1+2-SCCS Method Sheets. For further instructions refer to the
operator's manual. cobas ¢ 502 analyzer: All special wash programming
necessary for avoiding carry-over is available via the cobas link, manual
input is required in certain cases.

Where required, special wash/carry-over evasion programming must
be implemented prior to reporting results with this test.

Limits and ranges

Measuring range

Serum/plasma application (IGG-2):

3.00-50.0 g/L (20.0-334 umol/L, 300-5000 mg/dL)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:5.5 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 5.5.

Determine samples having lower concentrations via the rerun function. For
samples with lower concentrations, the re-run function increases the

sample volume by a factor of 7.5. The results are automatically divided by
this factor.
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CSF application (IGGC2):

4.00-200 mg/L (26.7-1334 nmol/L)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:5 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 5.

Urine application (IGGU2):

4.00-200 mg/L (26.7-1334 nmol/L)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:10 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 10.

Lower limits of measurement

Lower detection limit of the test

Serum/plasma application (IGG-2):

0.30 g/L (2.00 pmol/L, 30 mg/dL)

The lower detection limit represents the lowest measurable analyte level
that can be distinguished from zero. It is calculated as the value lying

3 standard deviations above that of the lowest standard (standard 1 + 3 SD,
repeatability, n = 21).

CSF application (IGGC2):

4.00 mg/L (26.7 nmol/L).

The lower detection limit represents the lowest measurable analyte level
that can be distinguished from zero. It is calculated as the value lying

3 standard deviations above that of the lowest standard (standard 1 + 3 SD,
repeatability, n = 21).

Urine application (IGGU2):

Limit of Blank, Limit of Detection and Limit of Quantitation

Limit of Blank =3mg/L (20.0 nmol/L)
Limit of Detection =4 mg/L (26.7 nmol/L)
Limit of Quantitation =7 mg/L (46.7 nmol/L)

The Limit of Blank and Limit of Detection were determined in accordance
with the CLSI (Clinical and Laboratory Standards Institute) EP17-A
requirements.

The Limit of Blank is the 95™ percentile value from n > 60 measurements of
analyte-free samples over several independent series. The Limit of Blank
corresponds to the concentration below which analyte-free samples are
found with a probability of 95 %.

The Limit of Detection is determined based on the Limit of Blank and the
standard deviation of low concentration samples.

The Limit of Detection corresponds to the lowest analyte concentration
which can be detected (value above the Limit of Blank with a probability of
95 %).

The Limit of Quantitation is the lowest analyte concentration that can be
reproducibly measured with a total error of 30 %. It has been determined
using low concentration IgG samples.

Expected values

Serum/plasma

Adults' 7-16 g/L 46.7-107 ymol/L  700-1600 mg/dL
Children/juveniles:'

0- 14 days: 3.20-121 gL 21.3-80.4 ymol/L 320-1205 mg/dL
15 days - <1 yr: 1.48-6.31 g/l 9.87-42.1 pmol/L 148-631 mg/dL
1-<dyrn 3.17-9.94 gL 21.1-66.3 ymol/L 317-994 mg/dL
4-<10yr 5.01-11.7gL  33.4-77.7 ymol/L 501-1165 mg/dL
10-<19yr: 5.95-131 gL  39.7-87.2 ymol/L 595-1308 mg/dL
CSF'®

10-30 mg/L (66.7-200 nmol/L)

Urine

The upper normal 97.51 percentile limit was found to be 8.5 mg/24 h for IgG
(0.90 confidence interval: 7.7-10.1 mg/24 h)."

cobas’

Each laboratory should investigate the transferability of the expected values
to its own patient population and if necessary determine its own reference
ranges.

Specific performance data

Representative performance data on the analyzers are given below.
Results obtained in individual laboratories may differ.

Precision

Serum/plasma and CSF:

Precision was determined using human samples and controls in an internal
protocol with repeatability (n = 21) and intermediate precision (3 aliquots
per run, 1 run per day, one lot of reagent, 21 days).

Urine:

Precision was determined using human samples and controls in
accordance with the CLSI (Clinical and Laboratory Standards Institute) EP5
requirements with repeatability (n = 84) and intermediate precision

(4 aliquots per run, 1 run per day, 21 days on cobas ¢ 501 analyzer). The
following results were obtained:

Serum/plasma application (IGG-2):

Mean SD cv

glL glL %

(umol/L, mg/dL)  (umol/L, mg/dL)

8.25 (55.0, 825)  0.08 (0.5, 8) 1.0

Precipath Protein 14.2 (94.7, 1420) 0.2 (1.3, 20) 1.2

Human serum 1 8.44 (56.3, 844)  0.05 (0.3, 5) 0.6
(

Repeatability

Precinorm Protein

Human serum 2 21.5(143,2150) 0.3 (2, 30) 1.5
Intermediate precision ~ Mean SD cv
gL gL %

(umol/L, mg/dL)  (umol/L, mg/dL)

8.19(54.6,819) 0.12(0.8,12) 1.5
14.2 (94.7, 1420) 0.2 (1.3, 20) 1.5
0.08 (0.5, 8) 1.1

Precinorm Protein

Precipath Protein (

Human serum 3 7.11(47.4,711)
(

Human serum 4 21.1 (140, 2110) 0.4 (3, 40) 1.7

CSF application (IGGC2):

Repeatability Mean SD cv
mg/L mg/L %
(nmol/L) (nmol/L)

Precinorm PUC 18.8 (125) 0.3(2) 1.6

Precipath PUC 150 (1001) 2(13) 1.1

CSF 1 7.62 (50.7) 0.25 (1.7) 33

CSF2 95.0 (634) 0.5(3) 05

Intermediate precision ~ Mean SD cv
mg/L mg/L %
(nmol/L) (nmol/L)

Precinorm PUC 20.1 (134) 0.5 (3) 2.5

Precipath PUC 160 (1067) 2(13) 1.0

CSF3 21.9 (146) 0.5 (3) 2.1

CSF4 137 (914) 1(7) 1.1

Urine application (IGGU2):

Repeatability Mean SD cv
mg/L mg/L %
(nmol/L) (nmol/L)

Precinorm PUC 17.2 (115) 0.3(2) 1.5
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Precipath PUC 140 (934) 1(7) 0.9
Urine 1 7.52 (50.2) 0.28 (1.9) 37
Urine 2 89.9 (600) 0.6 (4) 0.7
Urine 3 160 (1067) 1(7) 0.7
Intermediate precision ~ Mean SD cv
mg/L mg/L %
(nmol/L) (nmol/L)
Precinorm PUC 17.2 (115) 0.4 (3) 2.5
Precipath PUC 140 (934) 1(7) 0.9
Urine 1 7.52 (50.2) 0.36 (2.4) 4.8
Urine 2 89.9 (600) 0.9 (6) 1.0
Urine 3 160 (1067) 2(13) 1.0

The data obtained on cobas ¢ 501 analyzer(s) are representative for
cobas ¢ 311 analyzer(s).

Method comparison

Serum/plasma application (IGG-2):

IgG values for human serum and plasma samples obtained on a
cobas ¢ 501 analyzer (y) were compared with those determined using the
corresponding reagent on a Roche/Hitachi 917 analyzer (x).

Sample size (n) = 103

Passing/Bablok? Linear regression
y=0.981x + 0.256 g/L y=0.990x + 0.229 g/L
1=0.957 r=0.995

The sample concentrations were between 3.16 and 48.2 g/L (21.1 and
321 pmol/L, 316 and 4820 mg/dL).
CSF application (IGGC2):

IgG values for human CSF samples obtained on a cobas ¢ 501
analyzer (y) were compared with those determined using the corresponding
reagent on a Roche/Hitachi 917 analyzer (x).

Sample size (n) =77

Passing/Bablok® Linear regression
y=1.007x - 2.17 mg/L y=0.997x - 1.70 mg/L
T=0.941 r=1.000

The sample concentrations were between 10.7 and 186 mg/L (71.4 and
1241 nmol/L).
Urine application (IGGU2):

IgG values for human urine samples obtained on a cobas ¢ 501
analyzer (y) were compared with those determined with a nephelometric
IgG test (x).

Sample size (n) = 64

Passing/Bablok® Linear regression
y =0.957x + 1.03 mg/L y =0.948x + 1.43 mg/L
T=0.877 r=0.982

The sample concentrations were between 3.75 and 57.9 mg/L (25.0 and

386 nmol/L).

The data obtained on cobas ¢ 501 analyzer(s) are representative for

cobas ¢ 311 analyzer(s).
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A point (period/stop) is always used in this Method Sheet as the decimal
separator to mark the border between the integral and the fractional parts of
a decimal numeral. Separators for thousands are not used.

Any serious incident that has occurred in relation to the device shall be
reported to the manufacturer and the competent authority of the Member
State in which the user and/or the patient is established.

Symbols

Roche Diagnostics uses the following symbols and signs in addition to
those listed in the 1ISO 15223-1 standard (for USA: see
navifyportal.roche.com for definition of symbols used):

CONTENT Contents of kit

!

Volume for reconstitution

GTIN Global Trade ltem Number
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Analyzer(s) on which cobas ¢ pack(s) can be used
05220718190 | Tina-quant IgG Gen.2 (500 tests) System-ID 0367875 | cobas ¢ 701/702
Materials required (but not provided):

11355279216 | Calibrator f.a.s. Proteins (5 x 1 mL) Code 656

03121305122 | Calibrator f.a.s. PUC (5 x 1 mL) Code 489

10557897122 | Precinorm Protein (3 x 1 mL) Code 302

11333127122 | Precipath Protein (3 x 1 mL) Code 303

03121313122 | Precinorm PUC (4 x 3 mL) Code 240

03121291122 | Precipath PUC (4 x 3 mL) Code 241

05117003190 | PreciControl ClinChem Multi 1 (20 x 5 mL) Code 391

05947626190 | PreciControl ClinChem Multi 1 (4 x 5 mL) Code 391

05117216190 | PreciControl ClinChem Multi 2 (20 x 5 mL) Code 392

05947774190 | PreciControl ClinChem Multi 2 (4 x 5 mL) Code 392

05172152190 | Diluent NaCl 9 % (119 mL) System-ID 08 6869 3
English The Roche IgG assay is based on the principle of immunological
Sysem nformation sygion, b st o e sl spkelon (02 Do
IGG-2: ACN 8674 (Standard application for serum and plasma) dgtermination of IgG in CSF and urine.. .
IGGC2:  ACN 8673 (Sensitive application for cerebrospinal fuid) e (o I ey S oo the
IGGU2: ACN 8625 (Sensitive application for urine) respective immunoglobulins of polyclonal origin by amino acid composition

and size. This may impair the binding to antibody and hence impair

Intended use accurate quantitation.

In vitro test for the quantitative determination of IgG in human serum,
plasma, cerebrospinal fluid and urine on Roche/Hitachi cobas ¢ systems.
Summary'234567:89

IgG molecules are composed of 2 light chains (kappa or lambda) and 2
gamma heavy chains. Approximately 80 % of serum immunoglobulin is IgG;
its main tasks are the defense against microorganisms, direct neutralization
of toxins and induction of complement fixation. IgG is the only
immunoglobulin that can cross the placental barrier and provide passive
immune protection for the fetus and newborn. This maternal protection
gradually declines until the infant's own immunological system starts to
develop (at about 6 months of age). Near-adult levels in serum/plasma are
reached at 18 months.

Polyclonal IgG increases may be present in systemic lupus erythematosis,
chronic liver diseases (infectious hepatitis and Laennec's cirrhosis),
infectious diseases and cystic fibrosis. Monoclonal IgG increases in
IgG-myeloma.

Decreased synthesis of IgG is found in congenital and acquired
immunodeficiency diseases and selective IgG subclass deficiencies, such
as Bruton type agammaglobulinemia. Decreased IgG concentrations in
serum and plasma are seen in protein-losing enteropathies, nephrotic
syndrome and through the skin from burns. Increased IgG metabolism is
found in Wiskott-Aldrich syndrome, myotonic dystrophy and with
anti-immunoglobulin antibodies.

The determination of IgG in cerebrospinal fluid (CSF) is used for evaluation
of infections involving the central nervous system (CNS), neoplasms or
primary neurologic diseases (in particular, multiple sclerosis). Increased
CSF IgG concentrations may occur because of either increased
pe{)mehability of the blood-brain barrier or local/intrathecal production of IgG,
or both.

Malfunction of the blood-brain barrier can be reliably quantified by means of
the albumin CSF/serum ratio. An elevated albumin ratio is an indication of a
disorder of the blood-brain barrier. If I9G and albumin are measured in CSF
and serum simultaneously, differentiation between IgG originating from
blood and 1gG originating from intrathecal production is possible.

The determination of urine IgG aids, in combination with urinary albumin, to
separate selective forms from unselective forms of tubular proteinuria, since
IgG is markedly increased only in unselective forms of glomerular
proteinuria (IgG/albumin > 0.3 mg/mg). Additionally, measurements of IgG
in urine can be used in the monitoring and assessment of glomerular
proteinuria.

Test principle

Immunoturbidimetric assay.

Anti-lgG antibodies react with antigen in the sample to form an
antigen/antibody complex. Following agglutination, this is measured
turbidimetrically. Addition of PEG allows the reaction to progress rapidly to
the end point, increases sensitivity, and reduces the risk of samples
containing excess antigen producing false negative results.

Reagents - working solutions

R1 TRIS buffer: 20 mmol/L, pH 8.0; NaCl: 200 mmol/L;
polyethylene glycol: 3.6 %; preservative; stabilizers
R3 Anti-human IgG antibody (goat): dependent on titer; TRIS

buffer: 20 mmol/L, pH 8.0; NaCl: 150 mmol/L; preservative
R1 is in position B and R3 is in position C.

Precautions and warnings

For in vitro diagnostic use for health care professionals. Exercise the
normal precautions required for handling all laboratory reagents.

Infectious or microbial waste:
Warning: handle waste as potentially biohazardous material. Dispose of
waste according to accepted laboratory instructions and procedures.

Environmental hazards:
Apply all relevant local disposal regulations to determine the safe disposal.

Safety data sheet available for professional user on request.

This kit contains components classified as follows in accordance with the
Regulation (EC) No. 1272/2008:

2

Danger

H318 Causes serious eye damage.

Prevention:
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P280
Response:
P305 + P351 IF IN EYES: Rinse cautiously with water for several

+P338 minutes. Remove contact lenses, if present and easy to do.

+P310 Continue rinsing. Immediately call a POISON CENTER/
doctor.

Product safety labeling follows EU GHS guidance.
Contact phone: all countries: +49-621-7590

Reagent handling
Ready for use

Storage and stability
IGG-2
Shelf life at 2-8 °C:

Wear eye protection/ face protection.

See expiration date
on cobas ¢ pack

label.
On-board in use and refrigerated on the analyzer: 4 weeks
On board on the Reagent Manager: 24 hours

Diluent NaCl 9 %

Shelf life at 2-8 °C: See expiration date

on cobas ¢ pack

label.
On-board in use and refrigerated on the analyzer: 4 weeks
On board on the Reagent Manager: 24 hours

Specimen collection and preparation
For specimen collection and preparation only use suitable tubes or
collection containers.

Only the specimens listed below were tested and found acceptable.
Serum/plasma application (IGG-2)

Serum.

Plasma: Li-heparin and K,-EDTA plasma

CSF application (IGGC2)

Cerebrospinal fluid.

Urine application (IGGU2)

Urine.

The sample types listed were tested with a selection of sample collection
tubes that were commercially available at the time of testing, i.e. not all
available tubes of all manufacturers were tested. Sample collection systems
from various manufacturers may contain differing materials which could
affect the test results in some cases. When processing samples in primary
tubes (sample collection systems), follow the instructions of the tube
manufacturer.

Centrifuge samples containing precipitates before performing the assay.

See the limitations and interferences section for details about possible
sample interferences.

Serum/plasma
Stability: 4 months at 15-25 °C
8 months at 2-8 °C

8 months at -20 °C (5 °C)

CSF

Samples should be as fresh as possible. Centrifuge samples containing
particles and/or cells before performing the assay.

Stability:® 1 day at 15-25°C

7 days at 2-8 °C

Storage at -20 °C (+ 5 °C) is not recommended.
Urine

cobas’

Spontaneous, 24-hour urine or 2" morning urine. Centrifuge the urine
samples for 10 min at > 800 g.

Stability:"" 7 days at 15-25 °C

1 month at 2-8 °C

Storage at -20 °C (+ 5 °C) is not recommended.
Materials provided

See “Reagents — working solutions” section for reagents.
Materials required (but not provided)

= See “Order information” section

= General laboratory equipment

Assay

For optimum performance of the assay follow the directions given in this
document for the analyzer concerned. Refer to the appropriate operator's
manual for analyzer-specific assay instructions.

The performance of applications not validated by Roche is not warranted
and must be defined by the user.

Application for serum and plasma (IGG-2)
cobas ¢ 701/702 test definition

Assay type 2-Point End
Reaction time / Assay points  10/18-27
Wavelength (sub/main) 700/340 nm
Reaction direction Increase

Units g/L (umol/L, mg/dL)

Reagent pipetting Diluent (H;0)

R1 120 uL -

R3 38 L -

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 5L 9L 180 pL

Decreased 3.9puL 2L 180 pL

Increased 9.4uL 20 uL 85 L

Application for CSF (IGGC2)

cobas ¢ 701/702 test definition

Assay type 2-Point End

Reaction time / Assay points  10/18-27

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H;0)

R1 120 pL -

R3 10 L 20 uL

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 145 pL - -

Decreased 291L - -

Increased 29 L - -

Application for urine (IGGU2)

cobas ¢ 701/702 test definition
Assay type 2-Point End
Reaction time / Assay points  10/18-38
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Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H;0)

R1 120 uL -

R3 38 L -

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 14.5 L - -

Decreased 14.5 L 15 uL 135 uL

Increased 29 uL - -

Calibration

Serum/plasma application (IGG-2):

Calibrators S1: H,0
$2-S6: C.f.a.s. Proteins
Multiply the lot-specific C.f.a.s. Proteins
calibrator value by the factors below to
determine the standard concentrations for
the 6-point calibration curve:
$2:0.100 S5:1.00
83:0.250 S6: 3.14
S4:0.501

Calibration mode RCM

Full calibration

- after reagent lot change

- as required following quality
control procedures

Calibration frequency

CSF (IGGC2) and urine (IGGU2) applications:

Calibrators S1: H,0
$2-S6: C.f.a.s. PUC
Multiply the lot-specific C.f.a.s. PUC
calibrator value by the factors below to
determine the standard concentrations for
the 6-point calibration curve:
S2:0.0431 S5: 0.331
S3: 0.0862 S6: 1.00
S4:0.166

Calibration mode RCM

Full calibration

- after reagent lot change

- as required following quality control
procedures

Calibration interval may be extended based on acceptable verification of
calibration by the laboratory.

Traceability: This method has been standardized against the certified
reference material in human serum of the IRMM (Institute for Reference
Materials and Measurements) ERM-DA470k/IFCC.

Quality control

For quality control, use control materials as listed in the "Order information"
section.

IGG-2: Precinorm Protein, Precipath Protein, PreciControl ClinChem

Multi 1, PreciControl ClinChem Multi 2

IGGC2 and IGGU2: Precinorm PUC, Precipath PUC

Calibration frequency

cobas’

In addition, other suitable control material can be used.

The control intervals and limits should be adapted to each laboratory’s
individual requirements. Values obtained should fall within the defined
limits. Each laboratory should establish corrective measures to be taken if
values fall outside the defined limits.

Follow the applicable government regulations and local guidelines for
quality control.

Calculation

cobas ¢ systems automatically calculate the analyte concentration of each
sample.

Conversion factors: mg/dLx0.01 =gl  g/L x6.67 = ymol/L

gLx100=mg/dL  pmol/Lx0.15 =g/L
mg/L x 6.67 = nmol/L nmol/L x 0.15 = mg/L

Limitations - interference
Serum/plasma application (IGG-2) :

Criterion: Recovery within + 10 % of initial value at an IgG concentration of
7.00 g/L (46.7 umol/L, 700 mg/dL).

Icterus:'2 No significant interference up to an | index of 60 for conjugated
and unconjugated bilirubin (approximate conjugated and unconjugated
bilirubin concentration: 1026 pmol/L or 60 mg/dL).

Hemolysis: ™2 No significant interference up to an H index of 1000
(approximate hemoglobin concentration: 621 umol/L or 1000 mg/dL).

Lipemia (Intralipid):™ No significant interference up to an L index of 2000
(approximate Intralipid concentration: 2000 mg/dL). There is poor
correlation between the L index (corresponds to turbidity) and triglycerides
concentration.

Rheumatoid factors: No significant interference from rheumatoid factors up
to a concentration of 1200 1U/mL.

High dose hook-effect: Using the prozone check, no false result without a
flag up to an IgG concentration of 400 g/L (2668 pmol/L, 40000 mg/dL)
occurs due to an antigen excess within polyclonal specimens.

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

Drugs: No interference was found at therapeutic concentrations using
common drug panels. 314

As with other turbidimetric or nephelometric procedures, this test may not
provide accurate results in patients with monoclonal gammopathy, due to
individual sample characteristics which can be assessed by
electrophoresis.'®

CSF application (IGGC2):

Criterion: Recovery within + 10 % of initial value at an IgG concentration of
15.00 mg/L (100 nmol/L).

Icterus: No significant interference up to a conjugated bilirubin
concentration of 257 pmol/L or 15 mg/dL.

Hemolysis: No significant interference up to a hemoglobin concentration of
124 pmol/L or 200 mg/dL.

High dose hook-effect: Using the prozone check, no false result without a
flag was observed up to an IgG concentration of 2500 mg/L (16675 nmol/L).

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

Urine application (IGGU2):

Criterion: Recovery within + 2 mg/L (+ 13.3 nmol/L) of initial value at an IgG
concentration of < 10 mg/L (< 66.7 nmol/L) and within + 10 % of initial value
at an IgG concentration of > 10 mg/L ( > 66.7 nmol/L).

Icterus: No significant interference up to a conjugated bilirubin
concentration of 257 umol/L or 15 mg/dL.

Hemolysis: No significant interference up to a hemoglobin concentration of
93.2 pmol/L or 150 mg/dL.

High dose hook-effect: No false result up to an IgG concentration of
6000 mg/L (40020 nmol/L).

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

Drugs: No interference was found at therapeutic concentrations using
common drug panels.™
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Exc?ption: N-acetyl cystein and ascorbic acid cause artificially low 1gG
results.

No interference by h-albumin < 5000 mg/L, glucose < 111 mmol/L,
creatinine < 44 mmol/L, urea < 900 mmol/L, uric acid < 6 mmol/L, oxalate
< 2.2 mmol/L, calcium < 40 mmol/L, citrate < 10 mmol/L, magnesium

<75 mmol/L and phosphate < 40 mmol/L.

For diagnostic purposes, the results should always be assessed in
conjunction with the patient's medical history, clinical examination and other
findings.

ACTION REQUIRED

Special Wash Programming: The use of special wash steps is mandatory
when certain test combinations are run together on cobas ¢ systems. All
special wash programming necessary for avoiding carry-over is available
via the cobas link, manual input is required in certain cases. The latest
version of the carry-over evasion list can be found with the
NaOHD/SMS/SmpCIn1+2/SCCS Method Sheet and for further instructions
refer to the operator's manual.

Where required, special wash/carry-over evasion programming must
be implemented prior to reporting results with this test.

Limits and ranges

Measuring range

Serum/plasma application (IGG-2):

3.00-50.0 g/L (20.0-334 pmol/L, 300-5000 mg/dL)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:5.5 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 5.5.

Determine samples having lower concentrations via the rerun function. For
samples with lower concentrations, the rerun function increases the sample
volume by a factor of 7.5. The results are automatically divided by this
factor.

CSF application (IGGC2):

4.00-200 mg/L (26.7-1334 nmol/L)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:5 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 5.

Urine application (IGGU2):

4.00-200 mg/L (26.7-1334 nmol/L)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:10 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 10.

Lower limits of measurement

Lower detection limit of the test

Serum/plasma application (IGG-2):

0.30 g/L (2.00 pmol/L, 30 mg/dL)

The lower detection limit represents the lowest measurable analyte level
that can be distinguished from zero. It is calculated as the value lying

3 standard deviations above that of the lowest standard (standard 1 + 3 SD,
repeatability, n = 21).

Values below the lower detection limit (< 0.30 g/L) will not be flagged by the
instrument.

CSF application (IGGC2):
4.00 mg/L (26.7 nmol/L)

The lower detection limit represents the lowest measurable analyte level
that can be distinguished from zero. It is calculated as the value lying

3 standard deviations above that of the lowest standard (standard 1 + 3 SD,
repeatability, n = 21).

Values below the lower detection limit (< 4.00 mg/L) will not be flagged by
the instrument.

Urine application (IGGU2):

Limit of Blank, Limit of Detection and Limit of Quantitation
Limit of Blank =3mg/L (20.0 nmol/L)
Limit of Detection =4 mg/L (26.7 nmol/L)

cobas’

Limit of Quantitation =7 mg/L (46.7 nmol/L)

The Limit of Blank and Limit of Detection were determined in accordance
with the CLSI (Clinical and Laboratory Standards Institute) EP17-A
requirements.

The Limit of Blank is the 951 percentile value from n > 60 measurements of
analyte-free samples over several independent series. The Limit of Blank
corresponds to the concentration below which analyte-free samples are
found with a probability of 95 %.

The Limit of Detection is determined based on the Limit of Blank and the
standard deviation of low concentration samples.

The Limit of Detection corresponds to the lowest analyte concentration
which can be detected (value above the Limit of Blank with a probability of
95 %).

Values below the Limit of Detection (< 4 mg/L) will not be flagged by the
instrument.

The Limit of Quantitation is the lowest analyte concentration that can be
reproducibly measured with a total error of 30 %. It has been determined
using low concentration IgG samples.

Expected values

Serum/plasma

Adults™® 7-16 g/L 46.7-107 umol/L  700-1600 mg/dL
Children/juveniles:'

0-14 days: 3.20-121g/L  21.3-80.4 pmol/L 320-1205 mg/dL
15 days - <1 yr. 1.48-6.31 g/l 9.87-42.1 ymol/L 148-631 mg/dL
1-<dyr 317-9.94g/L  21.1-66.3 pmol/L 317-994 mg/dL
4-<10yr: 5.01-11.7¢g/L  33.4-77.7 pmol/lL 501-1165 mg/dL
10-<19yr: 5.95-13.1g/L  39.7-87.2 ymol/L 595-1308 mg/dL
CSF'8

10-30 mg/L (66.7-200 nmol/L)

Urine

The upper normal 97.5% percentile limits were found to be 8.5 mg/24 h for
IgG (0.90 confidence interval: 7.7-10.1 mg/24 h).'®

Each laboratory should investigate the transferability of the expected values
to its own patient population and if necessary determine its own reference
ranges.

Specific performance data

Representative performance data on the analyzers are given below.
Results obtained in individual laboratories may differ.

Precision
Serum/plasma and CSF:

Precision was determined using human samples and controls in an internal
protocol with repeatability (n = 21) and intermediate precision (3 aliquots
per run, 1 run per day, 21 days).

Urine:

Precision was determined using human samples and controls in
accordance with the CLSI (Clinical and Laboratory Standards Institute) EP5
requirements with repeatability (n = 84) and intermediate precision

(4 aliquots per run, 1 run per day, one lot of reagent, 21 days, on

cobas ¢ 501 analyzer). The following results were obtained:

Serum/plasma application (IGG-2)

Repeatability Mean SD cv
glL glL %
(umol/L, mg/dL) (umol/L, mg/dL)
Precinorm Protein  9.33 (62.3, 933) 0.04 (0.3, 4) 0.4
Precipath Protein 14.9 (99.5, 1492) 0.1(0.6,9) 0.6
Human serum A 37.4 (249, 3740) 0.5 (3, 50) 1.2
Human serum B 12.5 (83.4, 1250) 0.1(0.7,10) 0.9
Human serum C 3.40 (22.7, 340) 0.03 (0.2, 3) 0.8
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Intermediate Mean SD cv
precision gl gl 9%
(umol/L, mg/dL) (umol/L, mg/dL)
Precinorm Protein ~ 8.19 (54.6, 819) 0.12(0.8, 12) 1.5
Precipath Protein 14.2 (94.7, 1420) 0.2 (1.3, 20) 1.5
Human serum 3 7.11 (47.4,711) 0.08 (0.5, 8) 1.1
Human serum 4 21.1 (140, 2110) 0.4 (3, 40) 1.7
CSF application (IGGC2)
Repeatability Mean SD cv
mg/L mg/L %
(nmol/L) (nmol/L)
Precinorm PUC 19.5 (130) 0.4 (3) 2.0
Precipath PUC 137 (914) 1(7) 0.8
CSFA 14.8 (98.7) 0.3(2.0) 2.1
CSFB 126 (840) 1(7) 0.9
CSFC 179 (1194) 2(13) 14
Intermediate preci- ~ Mean SD cv
sion mg/L mg/L %
(nmol/L) (nmol/L)
Precinorm PUC 20.1 (134) 0.5 (3) 2.5
Precipath PUC 160 (1067) 2(13) 1.0
CSF3 21.9 (146) 05(3) 2.1
CSF 4 137 (914) 1(7) 1.1
Urine application (IGGU2)
Repeatability Mean SD cv
mg/L mg/L %
(nmol/L) (nmol/L)
Precinorm PUC 17.7 (118) 02(1) 0.9
Precipath PUC 140 (934) 1(7) 1.0
Urine 1 7.30 (48.7) 0.11(0.7) 1.5
Urine 2 87.5 (584) 0.5(3) 05
Urine 3 159 (1061) 1(7) 0.7
Intermediate preci- ~ Mean SD cv
sion mg/L mg/L %
(nmol/L) (nmol/L)
Precinorm PUC 17.2 (115) 0.4 (3) 2.5
Precipath PUC 140 (934) 1(7) 0.9
Urine 1 7.52 (50.2) 0.36 (2.4) 4.8
Urine 2 89.9 (600) 0.9 (6) 1.0
Urine 3 160 (1067) 2(13) 1.0

Results for intermediate precision were obtained on the master system
cobas ¢ 501 analyzer.

Method comparison

Serum/plasma application (IGG-2):

IgG values for human serum and plasma samples obtained on a
cobas ¢ 701 analyzer (y) were compared with those determined using the
corresponding reagent on a cobas ¢ 501 analyzer (x).

cobas’

Sample size (n) = 183

Passing/Bablok? Linear regression
y =1.035x - 0.024 g/L y =1.004x + 0.29 g/L
T7=0.9796 r=0.997

The sample concentrations were between 3.30 and 47.1 g/L (22.0 and
314 pmol/L, 330 and 4710 mg/dL).
CSF application (IGGC2):

IgG values for human CSF samples obtained on a cobas ¢ 701
analyzer (y) were compared with those determined using the corresponding
reagent on a cobas ¢ 501 analyzer (x).

Sample size (n) = 81

Passing/Bablok? Linear regression
y =0.994x - 1.40 mg/L y =0.973x - 0.403 mg/L
T=0.965 r=0.999

The sample concentrations were between 4.97 and 197 mg/L (33.1 and
1314 nmol/L).
Urine application (IGGU2):

IgG values for human urine samples obtained on a cobas ¢ 701
analyzer (y) were compared with those determined using the corresponding
reagent on a cobas ¢ 501 analyzer (x).

Sample size (n) = 66

Passing/Bablok? Linear regression
y = 0.975x + 0.042 mg/L y =0.970x + 0.314 mg/L
T=0.983 r=0.999

The sample concentrations were between 5.80 and 197 mg/L (38.7 and
1314 nmol/L).

References

1 Kaplan LA, Pesce AJ, Kazmierczak AC, eds. Clinical Chemistry,
Theory, Analysis and Correlation, 4th edition. Mosby Inc 2003.

2 Henry JB. Clinical Diagnosis and Management by Laboratory Methods,
21st edition. Philadelphia: WB Saunders 2006.

3 Tietz NW, ed. Clinical Guide to Laboratory Tests, 4th ed. Philadelphia.
WB Saunders Co 2006;604-606.

4 Hofmann W, Schmidt D, Guder WG, et al. Differentiation of hematuria
by quantitative determination of urinary marker proteins. Klin
Wochenschr 1991;69:68-75.

5  Guder WG, Hofman W. Differentiation of proteinuria and haematuria by
single protein analysis in urine. Clin Biochem 1993;26:277-82.

6 Tietz NW. Fundamentals of Clinical Chemistry, 6th ed. Saunders
Elsevier 2008.

7 Reiber H. Flow rate of cerebrospinal fluid (CSF) — a concept common
to normal blood-CSF barrier function and to dysfunction in neurological
diseases. J Neurol Sci 1994;122:189-203.

8 Reiber H. Clinical Relevance of Neuroimmunological Reaction Patterns
in Cerebrospinal Fluid. Lab Med. 1995;19:444-462.

9 Reiber H. External Quality Assessment in Clinical Neurochemistry:
Survey of Analysis for Cerebrospinal Fluid (CSF) Proteins based on
CSF/Serum Quotients. Clin Chem 1995;41:256-263.

10 Use of Anticoagulants in Diagnostic Laboratory Investigations. WHO
Publication WHO/DIL/LAB/99.1 Rev. 2: Jan 2002.

11 Quality of Diagnostic Samples, Recommendations of the Working
Group on Preanalytical Quality of the German Society for Clinical
Chemistry and Laboratory Medicine, 3rd completely revised ed. 2010.

12 Glick MR, Ryder KW, Jackson SA. Graphical Comparisons of
Interferences in Clinical Chemistry Instrumentation.
Clin Chem 1986;32:470-475.

13 Breuer J. Report on the Symposium “Drug effects in Clinical Chemistry
Methods”. Eur J Clin Chem Clin Biochem 1996;34:385-386.

2024-03, V 13.0 English

5/6



0105220718190c701CE0123V13.0

IGG-2

Tina-quant IgG Gen.2

14 Sonntag O, Scholer A. Drug interference in clinical chemistry:
recommendation of drugs and their concentrations to be used in drug
interference studies. Ann Clin Biochem 2001;38:376-385.

15 Attaelmannan M, Levinson SS. Understanding and identifying
monoclonal gammopathies. Clin Chem 2000;46(8 Pt 2):1230-1238.

16 Dati F, Schumann G, Thomas L, et al. Consensus of a group of
professional societies and diagnostic companies on guidelines for
interim reference ranges for 14 proteins in serum based on the
standardization against the IFCC/BCR/CAP reference material (CRM
470). Eur J Clin Chem Clin Biochem 1996;34:517-520.

17 Estey MP, Cohen AH, Colantonio DA, et al. CLSI-based transference of
the CALIPER database of pediatric reference intervals from Abbott to
Beckman, Ortho, Roche and Siemens Clinical Chemistry Assays:
Direct validation using reference samples from the CALIPER cohort.
Clin Biochem 2013;46:1197-1219.

18 Reiber H, Thompson EJ, Grimsley G, et al. Quality Assurance for
Cerebrospinal Fluid Protein Analysis: International Consensus by an
Internet-based Group Discussion. Clin Chem Lab Med
2003;41:331-337.

19 Bergon E, Granados R, Fernandez-Segoviano P, et al. Classification of
Renal Proteinuria: A simple Algorithm. Clin Chem Lab Med
2002;40:1143-50.

20 Bablok W, Passing H, Bender R, et al. A general regression procedure
for method transformation. Application of linear regression procedures
for method comparison studies in clinical chemistry, Part Ill. J Clin
Chem Clin Biochem 1988 Nov;26(11):783-790.

A point (period/stop) is always used in this Method Sheet as the decimal
separator to mark the border between the integral and the fractional parts of
a decimal numeral. Separators for thousands are not used.

Any serious incident that has occurred in relation to the device shall be
reported to the manufacturer and the competent authority of the Member
State in which the user and/or the patient is established.

Symbols

Roche Diagnostics uses the following symbols and signs in addition to
those listed in the 1ISO 15223-1 standard (for USA: see
navifyportal.roche.com for definition of symbols used):

CONTENT Contents of kit

% Volume for reconstitution

Global Trade Item Number

Rx only For USA: Caution: Federal law restricts this
device to sale by or on the order of a
physician.

COBAS, NAVIFY, PRECICONTROL, PRECINORM, PRECIPATH and TINA-QUANT are trademarks of Roche.
All other product names and trademarks are the property of their respective owners.

Additions, deletions or changes are indicated by a change bar in the margin.

© 2024, Roche Diagnostics
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N Roche Diagnostics GmbH, Sandhofer Strasse 116, D-68305 Mannheim
www.roche.com
R +800 5505 6606
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Analyzer(s) on which cobas ¢ pack(s) can be used
03507432190 | Tina-quant IgG Gen.2 (150 tests) System-ID 07 6787 5 | cobas ¢ 501/502

Materials required (but not provided):

03121305122 | Calibrator f.a.s. PUC (5 x 1 mL) Code 489

03121313122 | Precinorm PUC (4 x 3 mL) Code 240

03121291122 | Precipath PUC (4 x 3 mL) Code 241

05117003190 | PreciControl ClinChem Multi 1 (20 x 5 mL) Code 391

05947626190 | PreciControl ClinChem Multi 1 (4 x 5 mL) Code 391

05117216190 | PreciControl ClinChem Multi 2 (20 x 5 mL) Code 392

05947774190 | PreciControl ClinChem Multi 2 (4 x 5 mL) Code 392

04489357190 | Diluent NaCl 9 % (50 mL) System-ID 07 6869 3

English R2 Anti-human |gG antibody (goat): dependent on titer; TRIS

System information

For cobas ¢ 501 analyzer:
IGG-C: ACN 119

For cobas ¢ 502 analyzer:
IGG-C: ACN 8119

Intended use

In vitro test for the quantitative determination of IgG specifically in human
cerebrospinal fluid and corresponding human serum/plasma on
Roche/Hitachi cobas ¢ 501/502 systems.

Summary'?3

Cerebrospinal fluid (CSF) analysis is a basic tool for diagnosis of
neurological diseases.

The diffusion of proteins through the blood-brain barrier normally occurs at
a steady rate. The rate is influenced by the permeability of the blood-brain
barrier and CSF flow rate. Changes in protein concentration in the CSF can
be an indication for various neurological diseases.

Disease-related immunoglobulin patterns (IgG, IgA, IgM with reference to
albumin) allow for the differential diagnosis of neurological disorders with
the aid of Reiber quotient schemes.

Elevated levels of 1gG in CSF are often associated with opportunistic
infections of the central nervous system (CNS) and neurotuberculosis.
Increased CSF IgG concentrations may occur because of either increased
permeability of the blood-brain barrier or local/intrathecal production of IgG,
or both. Malfunction of the blood-brain barrier can be reliably quantified by
means of the albumin CSF/serum ratio.

Albumin is an ideal reference protein for blood-brain barrier function, since it
is solely synthesized outside the brain and thereby provides an excellent
measure for proteins passing the blood-brain barrier. An elevated albumin
CSF/serum ratio is an indication of disorders of the blood-brain barrier.
Measuring IgG and albumin in CSF/serum pairs, a differentiation between
IgG originating from blood and IgG originating from intrathecal production is
possible. The results of the CSF/serum ratio for IgG and Albumin, in
conjunction with Reiber quotient scheme provide an aid in the diagnosis of
functional blood-brain barriers disorders and/or intrathecal IgG synthesis.
IgG molecules are composed of 2 light chains (kappa or lambda) and 2
gamma heavy chains. Approximately 80 % of serum immunoglobulin is IgG;
its main tasks are the defense against microorganisms, direct neutralization
of toxins and induction of complement fixation.

Test principle
Immunoturbidimetric assay.

Anti-lgG antibodies react with antigen in the sample to form an
antigen/antibody complex. Following agglutination, this is measured
turbidimetrically. Addition of PEG allows the reaction to progress rapidly to
the end point, increases sensitivity, and reduces the risk of samples
containing excess antigen producing false negative results.

Reagents - working solutions

R1 TRIS buffer: 20 mmol/L, pH 8.0; NaCl: 200 mmol/L;
polyethylene glycol: 3.6 %; preservative; stabilizers

buffer: 20 mmol/L, pH 8.0; NaCl: 150 mmol/L; preservative
R1is in position B and R2 is in position C.

Precautions and warnings
For in vitro diagnostic use for health care professionals. Exercise the
normal precautions required for handling all laboratory reagents.

Infectious or microbial waste:

Warning: handle waste as potentially biohazardous material. Dispose of
waste according to accepted laboratory instructions and procedures.
Environmental hazards:

Apply all relevant local disposal regulations to determine the safe disposal.
Safety data sheet available for professional user on request.

This kit contains components classified as follows in accordance with the
Regulation (EC) No. 1272/2008:

Danger

H318 Causes serious eye damage.

Prevention:

P280 Wear eye protection/ face protection.

Response:

P305 + P351 IF IN EYES: Rinse cautiously with water for several

+ P338 minutes. Remove contact lenses, if present and easy to do.
+P310 Continue rinsing. Immediately call a POISON CENTER/

doctor.
Product safety labeling follows EU GHS guidance.
Contact phone: all countries: +49-621-7590
Reagent handling
Ready for use

Storage and stability
IGG-2

Shelf life at 2-8 °C: See expiration date on
cobas ¢ pack label.

On-board in use and refrigerated on the 12 weeks

analyzer:
Diluent NaCl 9 %

Shelf life at 2-8 °C: See expiration date on

cobas c¢ pack label.
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On-board in use and refrigerated on the 12 weeks Decreased 29 L - -
analyzer: Increased 14.5 L - -
Specimen collection and preparation -
Pairs of CSF/serum or CSF/plasma should be collected at the same time. cobas ¢ 502 test definition .
For specimen collection and preparation only use suitable tubes or Assay type 2-Point End
collection containers. Reaction time / Assay points 10/10-46
gnly the specimens listed below were tested and found acceptable. Wavelength (sub/main) 700/340 nm
erum o
Plasma: Li-heparin and K,-EDTA plasma Re.actlon direction Increase
Cerebrospinal fluid Units mg/L
The sample types listed were tested with a selection of sample collection Reagent pipetting Diluent (H,0)
tubes that were commercially available at the time of testing, i.e. not all R1 120 L _
available tubes of all manufacturers were tested. Sample collection systems
from various manufacturers may contain differing materials which could R2 10 pL 20 L
affect the test results in some cases. When processing samples in primary -
tubes (sample collection systems), follow the instructions of the tube Sample volumes Sample Sample dilution
manufacturer. Sample Diluent (NaCl)
Centrifuge samples containing precipitates before performing the assay. Normal 14,5 L - -
See the limitations and interferences section for details about possible _ _
sample interferences. Decreased 2oL
Increased 29 uL - -
Serum and plasma -
Application for sample type serum and plasma
Stability:* 4 months at 15-25 °C
8 months at 2-8 °C cobas ¢ 501 test definition
8 months at -20 °C (45 °C) Assay type 2-Point End
Reaction time / Assay points  10/10-46
CSF Wavelength (sub/main) 700/340 nm
Samples should be as fresh as possjble. Centrifuge samples containing Reaction direction Increase
particles and/or cells before performing the assay. Units mall
Stabity:* ! dayat 1525°C Reagent pipettin : Diluent (H;0)
7 days at 2-8 °C gert pipeting ?
) R1 120 UL -
Storage at -20 °C (+5 °C) is not recommended.
R2 10 L 20 uL
Materials provided ot
See “Reagents — working solutions” section for reagents. Sample volumes Sample zamp ;e dllut/onD ) NaCl
Materials required (but not provided) ampie uent (NaC)
* See “Order information” section Normal 2oL spL 147 L
= General laboratory equipment Decreased 294l 3L 147 L
Assay Increased 2.9 3L 147 L
For optimum performance of the assay follow the directions given in this .
document for the analyzer concerned. Refer to the appropriate operator's cobas ¢ 502 test definition
manual for analyzer-specific assay instructions. Assay type 2-Point End
The performance of applications not validated by Roche is not warranted Reaction time / Assay points 10/10-46
and must be defined by the user. Wavelenath (sub/mai 200/340
Application for sample type CSF ave.eng ) (Slf main) nm
Reaction direction Increase
cobas ¢ 501 test definition .
A type 2-Point End unis mot
ssay. yp. ) Reagent pipetting Diluent (H;0)
Reaction time / Assay points  10/10-46 R 120 L _
Wavelength (sub/main) 700/340 nm Ro 1041 201
Reaction direction Increase -
Units Tl Sample volumes Sample Sample dilution
R”' o g et (10 Sample  Diluent (NaCl)
Rj’age”t pipetting oL fuent (H;0) Normal 2.94L 3L 147 L
o o E ;0 ) Decreased 2.94L 34l 147 L
H g o Increased 5.8 UL 3L 147 uL
Sample volumes Sample Sample dilution L
. Calibration
Sample Diluent (NaCl)
Normal 145 L _ _ Calibrators S1: H,0
$2-86: C.f.a.s. PUC
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Multiply the lot-specific C.f.a.s. PUC calibrator
value by the factors below to determine the
standard calibration curve:

$2; 0.0431 S5 0.331
S3: 0.0862 S6: 1.00
S4.0.166

Calibration mode RCM

Full calibration
- after reagent lot change
- as required following quality control procedures

Calibration frequency

Calibration interval may be extended based on acceptable verification of
calibration by the laboratory.

Traceability: This method has been standardized against the certified
reference material in human serum of the IRMM (Institute for Reference
Materials and Measurements) ERM-DA470k/IFCC.®

Quality control

For quality control, use control materials as listed in the "Order information"
section.

In addition, other suitable control material can be used.

CSF Precinorm PUC
Precipath PUC

PreciControl ClinChem Multi 1
PreciControl ClinChem Multi 2

The control intervals and limits should be adapted to each laboratory’s
individual requirements. Values obtained should fall within the defined
limits. Each laboratory should establish corrective measures to be taken if
values fall outside the defined limits.

Follow the applicable government regulations and local guidelines for
quality control.
Calculation

cobas ¢ systems automatically calculate the analyte concentration of each
CSF sample.

To calculate serum/plasma samples in g/L a calculated test must be
programmed under Utility > Calculated Test on the cobas ¢ 501 analyzer.
Please use the following settings.

Serum, plasma

cobas ¢ 501

Sample Type Ser/PI

Unit of Measure glL

Report Name IgG Serum
Item IGGS
Formula IGG-C/1000

The values for serum/plasma in g/L will be automatically calculated after
result output. It is recommended to report the IgG values in serum/plasma
to 2 decimal places, which can be entered in the editable field “Expected
Values”.

For the definition of the calculated test on the cobas ¢ 502 analyzer, refer
to the operator's manual of the cobas 8000 Data Manager.

Reiber Quotient Graph

With the aid of commercially available software, Reiber Quotient Diagrams
can be automatically generated.

The calculation employs a ratio diagram including hyperbolic functions as
differential lines according to Reiber and Felgenhauer. Results from the
determination of IgG and albumin in CSF and serum (IgG and albumin
ratios)® are plotted.

cobas’

100
x10-3

50

10

1 1 1 1 1 ]
1 2 5 10 20x10¢ 50 100

1. Reference range. 2. Blood brain barrier functional disorder without local
I9G synthesis. 3. Blood brain barrier functional disorder with concomitant
lgG-synthesis in the CNS. 4. IgG synthesis in the CNS without blood brain
barrier functional disorder. 5. As confirmed empirically, there are no values
in this region (i.e. values here are due to errors introduced by blood
sampling or analytical errors). Generally speaking, cases not associated
with local IgG synthesis in the CNS lie below the bold line (hyperbolic
function). The percentage values indicate what percentage of the total IgG
in CSF (minimum) originates in the CNS relative to the statistically-defined
0 % differential lines.

Limitations - interference
Serum/plasma

Criterion: Recovery within 10 % of initial value at an IgG concentration of
7.00 g/L.

Icterus:” No significant interference up to an | index of 60 for conjugated
and unconjugated bilirubin (approximate conjugated and unconjugated
bilirubin concentration: 1026 umol/L or 60 mg/dL).

Hemolysis:” No significant interference up to an H index of 1000
(approximate hemoglobin concentration: 621 umol/L or 1000 mg/dL).

Lipemia (Intralipid):” No significant interference up to an L index of 2000
(approximate intralipid concentration: 2000 mg/dL). There is poor
correlation between the L index (corresponds to turbidity) and triglycerides
concentration.

Rheumatoid factors: No significant interference from rheumatoid factors up
to a concentration of 1200 1U/mL.

High dose hook-effect: No false result occurs up to an IgG concentration of
400 g/L.

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

Drugs: No interference was found at therapeutic concentrations using
common drug panels.??

As with other turbidimetric or nephelometric procedures, this test may not
provide accurate results in patients with monoclonal gammopathy, due to
individual sample characteristics which can be assessed by
electrophoresis.™©

The assay was designed for the determination of I9G in serum/CSF or
plasma/CSF pairs only. This assay shall not be used to determine IgG in
serum or plasma alone, but always in combination with the matching CSF
samples.

For diagnostic purposes, the results should always be assessed in
conjunction with the patient's medical history, clinical examination and other
findings.

CSF

Criterion: Recovery within + 10 % of initial value at an IgG concentration of
15.00 mg/L.

Icterus: No significant interference up to a conjugated bilirubin
concentration of 257 umol/L or 15 mg/dL.

2024-01, V 5.0 English



0403507432190c501CE0123V5.0

|GG-2

Tina-quant IgG CSF

Hemolysis: No significant interference up to a hemoglobin concentration of
124 ymol/L or 200 mg/dL.

High dose hook-effect: No false result occurs up to an IgG concentration of
2500 mg/L.

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

ACTION REQUIRED

Special Wash Programming: The use of special wash steps is mandatory
when certain test combinations are run together on cobas ¢ systems. The
latest version of the carry-over evasion list can be found with the NaOHD-
SMS-SmpCIn1+2-SCCS Method Sheets. For further instructions refer to the
operator's manual. cobas ¢ 502 analyzer: All special wash programming
necessary for avoiding carry-over is available via the cobas link, manual
input is required in certain cases.

Where required, special wash/carry-over evasion programming must
be implemented prior to reporting results with this test.

Limits and ranges

Measuring range

CSF

4.00-200 mg/L

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:5 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 5.

Serum/plasma

3.00-50.0 g/L

Lower limits of measurement
Lower detection limit of the test
CSF

4.00 mg/L

Serum/plasma

0.30 g/L

The lower detection limit represents the lowest measurable analyte level
that can be distinguished from zero. It is calculated as the value lying

3 standard deviations above that of the lowest standard (standard 1 + 3 SD,
repeatability, n = 21).

Expected values
CSF"
10-30 mg/L

These values are only for orientation. The only relevant values are the
CSF/serum ratios.

Serum/plasma

Adults' 7-16 g/L
Children/juveniles:'3

0- 14 days: 3.20-12.1 glL
15 days - <1 yr: 1.48-6.31 g/L
1-<dyr 3.17-9.94 gL
4-<10yr: 5.01-11.7 glL
10-<19yr: 5.95-13.1 g/L

Each laboratory should investigate the transferability of the expected values
to its own patient population and if necessary determine its own reference
ranges.

Specific performance data

Representative performance data on the analyzers are given below.
Results obtained in individual laboratories may differ.

Precision

CSF

Precision was determined using human samples and controls in an internal
protocol with repeatability (n = 21) and intermediate precision (3 aliquots
per run, 1 run per day, one lot of reagent, 21 days).

cobas’

Repeatability Mean SD cv

mg/L mg/L %
Precinorm PUC 18.8 0.3 1.6
Precipath PUC 150 2 1.1
CSF 1 7.62 0.25 33
CSF2 95.0 0.5 05
Intermediate precision Mean SD cv

mg/L mg/L %
Precinorm PUC 20.1 0.5 2.5
Precipath PUC 160 2 1.0
CSF3 21.9 0.5 2.1
CSF4 137 1 1.1
Serum/plasma

Repeatability and intermediate precision were determined using human
samples and controls in accordance with the CLSI (Clinical and Laboratory
Standards Institute) EP5 requirements (2 aliquots per run, 2 runs per day,
21 days). The following results were obtained:

Repeatability Mean SD cv
gL gL %
PreciControl CC# Multi 1 8.07 0.14 1.7
PreciControl CC Multi 2 12.4 0.3 2.1
Human Serum 1 9.58 0.22 2.3
Human Serum 2 7.48 0.18 24
Human Serum 3 4,01 0.16 3.9
Human Serum 4 16.0 0.3 1.9
Human Serum 5 247 0.5 2.1
Human Serum 6 40.0 1.0 25
a) CC = ClinChem
Intermediate precision Mean SD cv
gL gL %
PreciControl CC Multi 1 8.07 0.17 2.2
PreciControl CC Multi 2 12.4 0.3 2.3
Human Serum 1 9.58 0.23 24
Human Serum 2 7.48 0.18 2.4
Human Serum 3 4.01 0.18 4.4
Human Serum 4 16.0 0.4 2.2
Human Serum 5 247 0.6 24
Human Serum 6 40.0 1.1 2.8
Method comparison
CSF

IgG values for human CSF samples obtained on a cobas ¢ 501
analyzer (y) were compared with those determined using the corresponding
reagent on a Roche/Hitachi 917 analyzer (x).

Sample size (n) =77

Passing/Bablok™ Linear regression
y =1.007x - 2.17 mg/L y =0.997x - 1.70 mg/L
T=0.941 r=1.000

The sample concentrations were between 10.7 and 186 mg/L.
Serum/plasma

4/5
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IgG values for human serum and plasma samples obtained on a
cobas ¢ 501 analyzer (y) were compared with those determined with IGG-2
Serum/plasma application (x).

Sample size (n) = 139

Passing/Bablok™ Linear regression
y =0.982x + 0.601 g/L y=0.952x + 1.018 g/L
T=0.974 r=0.997

The sample concentrations were between 3.12 and 49.8 g/L.
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A point (period/stop) is always used in this Method Sheet as the decimal
separator to mark the border between the integral and the fractional parts of
a decimal numeral. Separators for thousands are not used.

Any serious incident that has occurred in relation to the device shall be
reported to the manufacturer and the competent authority of the Member
State in which the user and/or the patient is established.

Symbols

Roche Diagnostics uses the following symbols and signs in addition to
those listed in the 1ISO 15223-1 standard (for USA: see
navifyportal.roche.com for definition of symbols used):

CONTENT Contents of kit

cobas’

Volume for reconstitution

—
GTIN

Global Trade ltem Number

For USA: Caution: Federal law restricts this
device to sale by or on the order of a
physician.

Rx only

COBAS, NAVIFY, PRECICONTROL, PRECINORM, PRECIPATH and TINA-QUANT are trademarks of Roche.
All other product names and trademarks are the property of their respective owners.

Additions, deletions or changes are indicated by a change bar in the margin.

© 2024, Roche Diagnostics

C€ozs

u Roche Diagnostics GmbH, Sandhofer Strasse 116, D-68305 Mannheim
www.roche.com

R +800 5505 6606
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Order information

cobas’

Analyzer(s) on which cobas ¢ pack(s) can be used
03507432190 | Tina-quant IgG Gen.2, 150 tests System-ID 07 6787 5 | cobas ¢ 311, cobas ¢ 501/502
Materials required (but not provided):

11355279160 | Calibrator f.a.s. Proteins (5 x 1 mL) Code 656

03121305122 | Calibrator f.a.s. Proteins, Urine/CSF (5 x 1 mL) Code 489

10557897160 | Precinorm Protein (3 x 1 mL) Code 302

11333127160 | Precipath Protein (3 x 1 mL) Code 303

03121313122 | Precinorm PUC (4 x 3 mL) Code 240

03121291122 | Precipath PUC (4 x 3 mL) Code 241

05947626160 | PreciControl ClinChem Multi 1 (4 x 5 mL) Code 391

05947774160 | PreciControl ClinChem Multi 2 (4 x 5 mL) Code 392

04489357190 | Diluent NaCl 9 % (50 mL) System-ID 07 6869 3
English It is known that the so-called paraproteins secreted in monoclonal

For use in the USA only

System information

For cobas ¢ 311/501 analyzers:

IGG-2: ACN 674 (Standard application for serum and plasma)
IGGC2: ACN 673 (Sensitive application for cerebrospinal fluid)
For cobas ¢ 502 analyzer:

IGG-2: ACN 8674 (Standard application for serum and plasma)
IGGC2: ACN 8673 (Sensitive application for cerebrospinal fluid)

Intended use

In vitro test for the quantitative determination of IgG in human serum,
plasma and cerebrospinal fluid on Roche/Hitachi cobas ¢ systems.

IgG molecules are composed of 2 light chains (kappa or lambda) and

2 gamma heavy chains. Approximately 80 % of serum immunoglobulin is
IgG; its main tasks are the defense against microorganisms, direct
neutralization of toxins and induction of complement fixation. IgG is the only
immunoglobulin that can cross the placental barrier and provide passive
immune protection for the fetus and newborn. This maternal protection
gradually declines until the infant's own immunological system starts to
develop (at about six months of age). Near-adult levels in serum/plasma are
reached at 18 months.

Polyclonal IgG increases in serum/plasma may be present in systemic
lupus erythematosis, chronic liver diseases (infectious hepatitis and
Laennec’s cirrhosis), infectious diseases and cystic fibrosis. Monoclonal
lgG increases in IgG-myeloma.

Decreased synthesis of IgG is found in congenital and acquired
immunodeficiency diseases and selective IgG subclass deficiencies, such
as Bruton type agammaglobulinemia. Decreased IgG concentrations in
serum and plasma are seen in protein-losing enteropathies, nephrotic
syndrome and through the skin from burns. Increased IgG metabolism is
found in Wiskott-Aldrich syndrome, myotonic dystrophy and with
anti-immunoglobulin antibodies.

The determination of IgG in cerebrospinal fluid (CSF) is used for evaluation
of infections involving the central nervous system (CNS), neoplasms or
primary neurologic diseases (in particular, multiple sclerosis). Increased
CSF IgG concentrations may occur because of either increased
permeability of the blood-brain barrier or local/intrathecal production of IgG,
or both.

Malfunction of the blood-brain barrier can be reliably quantified by means of
the albumin CSF/serum ratio. An elevated albumin ratio is an indication of a
disorder of the blood-brain barrier. If IgG and albumin are measured in CSF
and serum simultaneously, differentiation between IgG originating from
blood and IgG originating from intrathecal production is possible.

The Roche IgG assay is based on the principle of immunological
agglutination. In addition to the standard application (IGG-2), there is a
sensitive application (IGGC2) designed for the quantitative determination of
IgG in CSF.

gammopathies (monoclonal immunoglobulinemia) may differ from the
respective immunoglobulins of polyclonal origin by amino acid composition
and size. This may impair the binding to antibody and hence impair
accurate quantitation.

Test principle

Immunoturbidimetric assay.

Anti-IgG antibodies react with antigen in the sample to form an
antigen/antibody complex. Following agglutination, this is measured
turbidimetrically. Addition of PEG allows the reaction to progress rapidly to
the end point, increases sensitivity, and reduces the risk of samples
containing excess antigen producing false negative results.

Reagents - working solutions

R1  TRIS buffer: 20 mmol/L, pH 8.0; NaCl: 200 mmol/L; polyethylene
glycol: 3.6 %; preservative; stabilizers

R2  Anti-human IgG antibody (goat): dependent on titer; TRIS buffer:
20 mmol/L, pH 8.0; NaCl: 150 mmol/L; preservative

R1 is in position B and R2 is in position C.

Precautions and warnings
For in vitro diagnostic use for health care professionals. Exercise the
normal precautions required for handling all laboratory reagents.

Infectious or microbial waste:
Warning: handle waste as potentially biohazardous material. Dispose of
waste according to accepted laboratory instructions and procedures.

Environmental hazards:
Apply all relevant local disposal regulations to determine the safe disposal.

Safety data sheet available for professional user on request.

This kit contains components classified as follows in accordance with the
Regulation (EC) No. 1272/2008:

Gy
Danger

H318 Causes serious eye damage.

Prevention:

P280 Wear eye protection/ face protection.

Response:

P305 + P351 IF IN EYES: Rinse cautiously with water for several

+ P338 minutes. Remove contact lenses, if present and easy to do.
+P310 Continue rinsing. Immediately call a POISON CENTER/

doctor.
Product safety labeling follows EU GHS guidance.
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Contact phone: 1-800-428-2336

Reagent handling
Ready for use

Storage and stability
IGG-2

Shelf life at 2-8 °C: See expiration date on
cobas ¢ pack label.

On-board in use and refrigerated on the analyzer: 12 weeks

Diluent NaCl 9 %

Shelf life at 2-8 °C: See expiration date on

cobas ¢ pack label.

On-board in use and refrigerated on the analyzer: 12 weeks

Specimen collection and preparation

For specimen collection and preparation only use suitable tubes or
collection containers.

Only the specimens listed below were tested and found acceptable.
Serum/plasma application (IGG-2)

Serum.

Plasma: Li-heparin and K,-EDTA plasma

CSF application (IGGC2)

Cerebrospinal fluid.

The sample types listed were tested with a selection of sample collection
tubes that were commercially available at the time of testing, i.e. not all
available tubes of all manufacturers were tested. Sample collection systems
from various manufacturers may contain differing materials which could
affect the test results in some cases. When processing samples in primary
tubes (sample collection systems), follow the instructions of the tube
manufacturer.

Centrifuge samples containing precipitates before performing the assay.

Serum and plasma

Stability:® 4 months at 20-25 °C
8 months at 4-8 °C
8 months at -20 °C

CSF

Samples should be as fresh as possible. Centrifuge samples containing
particles and/or cells before performing the assay.

Stability:# 1 day at 20-25 °C

7 days at 4-8 °C

Storage at -20 °C is not recommended.
See the limitations and interferences section for details about possible
sample interferences.

Sample stability claims were established by experimental data by the
manufacturer or based on reference literature and only for the
temperatures/time frames as stated in the method sheet. It is the
responsibility of the individual laboratory to use all available references
and/or its own studies to determine specific stability criteria for its
laboratory.

Materials provided

See “Reagents — working solutions” section for reagents.

Materials required (but not provided)
See “Order information” section
General laboratory equipment

Assay

For optimum performance of the assay follow the directions given in this
document for the analyzer concerned. Refer to the appropriate operator's
manual for analyzer-specific assay instructions.

cobas’

The performance of applications not validated by Roche is not warranted
and must be defined by the user.

Application for serum and plasma (IGG-2)

cobas ¢ 311 test definition

Assay type 2-Point End
Reaction time / Assay points 10/6-16
Wavelength (sub/main) 700/340 nm
Reaction direction Increase

Units g/L (pmol/L, mg/dL)

Reagent pipetting Diluent (H20)

R1 120 UL -

R2 38 L -

Sample volumes Sample Sample dilution
Sample  Diluent (NaCl)

Normal 5L 9L 180 pL

Decreased 3.9puL 2L 180 pL

Increased 9.4 L 20 yL 85 L

cobas ¢ 501/502 test definition

Assay type 2-Point End

Reaction time / Assay points 10/ 10-46

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units g/L (pmol/L, mg/dL)

Reagent pipetting Diluent (H,0)

R1 120 UL -

R2 38 L -

Sample volumes Sample Sample dilution
Sample  Diluent (NaCl)

Normal 5L 9L 180 pL

Decreased 3.9puL 2L 180 pL

Increased 9.4 L 20 uL 85 L

Application for CSF (IGGC2)

cobas ¢ 311 test definition

Assay type 2-Point End

Reaction time / Assay points 10/ 6-31

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H20)

R1 120 UL -

R2 10 L 20 uL

Sample volumes Sample Sample dilution
Sample  Diluent (NaCl)

Normal 14.5 UL - -

Decreased 2.9 uL - -

Increased 14.5 UL - -

cobas ¢ 501 test definition

Assay type 2-Point End
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Reaction time / Assay points 10/ 10-46

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H;0)

R1 120 uL -

R2 10 uL 20 L

Sample volumes Sample Sample dilution
Sample  Diluent (NaCl)

Normal 14.5 L - -

Decreased 2.9 L - -

Increased 14.5 UL - -

cobas ¢ 502 test definition

Assay type 2-Point End

Reaction time / Assay points 10/ 10-46

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H,0)

R1 120 uL -

R2 10 uL 20 L

Sample volumes Sample Sample dilution
Sample  Diluent (NaCl)

Normal 14.5 L - -

Decreased 2.9 L - -

Increased 29 uL - -

Calibration

Serum/plasma application (IGG-2)
St HQO
S2-S6: C.f.a.s. Proteins

Multiply the lot-specific C.f.a.s. Proteins calibrator
value by the factors below to determine the
standard concentrations for the 6-point calibration

Calibrators

curve:

$2:0.100 S5:1.00
§3: 0.250 S6: 3.14
S4: 0.501

Calibration mode cobas ¢ 311 analyzer: Spline

cobas ¢ 501/502 analyzers: RCM

Full calibration

- after reagent lot change

- as required following quality control procedures

Calibration frequency

CSF application (IGGC2)
St HQO
$2-86: C.f.a.s. PUC

Multiply the lot-specific C.f.a.s. PUC calibrator
value by the factors below to determine the
standard concentrations for the 6-point calibration
curve:

Calibrators

cobas’

S2: 0.0431 S5: 0.331
S3: 0.0862 S6: 1.00
S4:0.166

Calibration mode RCM

Calibration frequency  Full calibration

- after reagent lot change
- as required following quality control procedures

Calibration interval may be extended based on acceptable verification of
calibration by the laboratory.

Traceability: This method has been standardized against the certified
reference material in human serum of the IRMM (Institute for Reference
Materials and Measurements) ERM-DA470k/IFCC.

Quality control

For quality control, use control materials as listed in the "Order information”
section.

IGG-2: Precinorm Protein, Precipath Protein, PreciControl ClinChem

Multi 1, PreciControl ClinChem Multi 2

IGGC2: Precinorm PUC, Precipath PUC

In addition, other suitable control material can be used.

The control intervals and limits should be adapted to each laboratory’s
individual requirements. Values obtained should fall within the defined

limits. Each laboratory should establish corrective measures to be taken if
values fall outside the defined limits.

Follow the applicable government regulations and local guidelines for
quality control.
Calculation

cobas ¢ systems automatically calculate the analyte concentration of each
sample.

Conversion factors: mg/dL x 0.01 =g/L

g/L x 100 = mg/dL
mg/L x 6.67 = nmol/L

Limitations - interference
Serum/plasma application (IGG-2):

Criterion: Recovery within + 10 % of initial value at an IgG concentration of
7.00 g/L (46.7 ymol/L, 700 mg/dL).

Icterus:® No significant interference up to an | index of 60 for conjugated
and unconjugated bilirubin (approximate conjugated and unconjugated
bilirubin concentration: 1026 umol/L or 60 mg/dL).

Hemolysis:® No significant interference up to an H index of 1000
(approximate hemoglobin concentration: 621 pmol/L or 1000 mg/dL).

Lipemia (Intralipid):® No significant interference up to an L index of 2000
(approximate Intralipid concentration: 2000 mg/dL). There is poor
correlation between the L index (corresponds to turbidity) and triglycerides
concentration.

Rheumatoid factors: No significant interference from rheumatoid factors up
to a concentration of 1200 1U/mL.

High dose hook-effect: No false result up to an IgG concentration of 400 g/L
(2668 umol/L, 40000 mg/dL) occurs due to an antigen excess within
polyclonal specimens.

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

Drugs: No interference was found at therapeutic concentrations using
common drug panels. 0"

As with other turbidimetric or nephelometric procedures, this test may not
provide accurate results in patients with monoclonal gammopathy, due to
individual sample characteristics which can be assessed by
electrophoresis. 12

CSF application (IGGC2):

Criterion: Recovery within + 10 % of initial value at an IgG concentration of
15.00 mg/L (100 nmol/L).

g/L x 6.67 = pmol/L
pmol/lL x 0.15 = g/L
nmol/L x 0.15 = mg/L
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Icterus: No significant interference up to a conjugated bilirubin
concentration of 257 ymol/L or 15 mg/dL.

Hemolysis: No significant interference up to a hemoglobin concentration of
124 pmol/L or 200 mg/dL.

High dose hook-effect: No false result up to an IgG concentration of

2500 mg/L (16675 nmol/L) occurs due to an antigen excess within
polyclonal specimens.

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

For diagnostic purposes, the results should always be assessed in
conjunction with the patient's medical history, clinical examination and other
findings.

ACTION REQUIRED

Special Wash Programming: The use of special wash steps is mandatory
when certain test combinations are run together on cobas ¢ systems. The
latest version of the carry-over evasion list can be found with the NaOHD-
SMS-SmpCin1+2-SCCS Method Sheets. For further instructions refer to the
operator's manual. cobas ¢ 502 analyzer: All special wash programming
necessary for avoiding carry-over is available via the cobas link, manual
input is required in certain cases.

Where required, special wash/carry-over evasion programming must
be implemented prior to reporting results with this test.

Limits and ranges

Measuring range

Serum/plasma application (IGG-2):

3.00-50.0 g/L (20.0-334 pmol/L, 300-5000 mg/dL)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:5.5 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 5.5.

Determine samples having lower concentrations via the rerun function. For
samples with lower concentrations, the rerun function increases the sample
volume by a factor of 7.5. The results are automatically divided by this
factor.

CSF application (IGGC2):

4.00-200 mg/L (26.7-1334 nmol/L)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:5 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 5.

Lower limits of measurement

Lower detection limit of the test

Serum/plasma application (IGG-2):

0.30 g/L (2.00 pmol/L, 30 mg/dL)

The lower detection limit represents the lowest measurable analyte level
that can be distinguished from zero. It is calculated as the value lying

3 standard deviations above that of the lowest standard (standard 1 + 3 SD,
repeatability, n = 21).

CSF application (IGGC2):

4.00 mg/L (26.7 nmol/L)

The lower detection limit represents the lowest measurable analyte level
that can be distinguished from zero. It is calculated as the value lying

3 standard deviations above that of the lowest standard (standard 1 + 3 SD,
repeatability, n = 21).

Expected values

Serum/plasma

Adults'

CSF
10-30 mg/L (66.7-200 nmol/L)

Each laboratory should investigate the transferability of the expected values
to its own patient population and if necessary determine its own reference
ranges.

Specific performance data

Representative performance data on the analyzers are given below.
Results obtained in individual laboratories may differ.

716 gL 46.7-107 ymol/L  700-1600 mg/dL

Precision
Serum/plasma and CSF:

Precision was determined using human samples and controls in an internal

cobas’

protocol with repeatability (n = 21) and intermediate precision (3 aliquots

per run, 1 run per day, 21 days). The following results were obtained:

Serum/plasma application (IGG-2):

3 Mean SD oV
Repeatability gl gl %
(umol/L, mg/dL) (umol/L, mg/dL)
Precinorm Protein 8.25 (55.0, 825) 0.08 (0.5, 8) 1.0
Precipath Protein 14.2 (94.7, 1420) 0.2 (1.3, 20) 1.2
Human serum 1 8.44 (56.3, 844) 0.05 (0.3, 5) 0.6
Human serum 2 21.5 (143, 2150) 0.3(2,30) 1.5
Serum/plasma application (IGG-2):
Intermediate Mean SD cv
precision gL gL %
(umol/L, mg/dL) (umol/L, mg/dL)
Precinorm Protein 8.19 (54.6, 819) 0.12(0.8, 12) 1.5
Precipath Protein 14.2 (94.7, 1420) 0.2 (1.3, 20) 1.5
Human serum 3 7.11 (47.4,711) 0.08 (0.5, 8) 1.1
Human serum 4 21.1 (140, 2110) 0.4 (3, 40) 1.7
CSF application (IGGC2):
Repeatability Mean SD cv
mg/L (nmol/L) mg/L (nmol/L) %
Precinorm PUC 18.8 (125) 0.3(2) 1.6
Precipath PUC 150 (1001) 2(13) 1.1
CSF A1 7.62 (50.7) 0.25(1.7) 33
CSF2 95.0 (634) 05(3) 0.5
CSF application (IGGC2):
Intermediate Mean SD cv
precision mg/L (nmol/L) mg/L (nmol/L) %
Precinorm PUC 20.1 (134) 0.5 (3) 2.5
Precipath PUC 160 (1067) 2(13) 1.0
CSF3 21.9 (146) 05(3) 2.1
CSF 4 137 (914) 1(7) 1.1

The data obtained on cobas ¢ 501 analyzer(s) are representative for

cobas ¢ 311 analyzer(s).
Method comparison

Serum/plasma application (IGG-2):

IgG values for human serum and plasma samples obtained on a
cobas ¢ 501 analyzer (y) were compared with those determined using the
corresponding reagent on a Roche/Hitachi 917 analyzer (x).

Sample size (n) = 103
Passing/Bablok®

y=0.981x +0.256 g/L
T=0.957

Linear regression
y =0.990x + 0.229 g/L

r=0.995
The sample concentrations were between 3.16 and 48.2 g/L (21.1 and

321 pmol/L, 316 and 4820 mg/dL).

CSF appilication (IGGC2)

IgG values for human CSF samples obtained on a cobas ¢ 501 analyzer

(y) were compared with those determined using the corresponding reagent

on a Roche/Hitachi 917 analyzer (x).

Sample size (n) =77
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Passing/Bablok'® Linear regression
y =1.007x - 2.17 mg/L y=0.997x - 1.70 mg/L
T=0.941 r=1.000

The sample concentrations were between 10.7 and 186 mg/L (71.4 and
1241 nmol/L).

The data obtained on cobas ¢ 501 analyzer(s) are representative for
cobas ¢ 311 analyzer(s).
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Any serious incident that has occurred in relation to the device shall be
reported to the manufacturer and the competent authority of the Member
State in which the user and/or the patient is established.

Symbols

Roche Diagnostics uses the following symbols and signs in addition to
those listed in the 1ISO 15223-1 standard (for USA: see
navifyportal.roche.com for definition of symbols used):

CONTENT Contents of kit
% Volume for reconstitution
GTIN Global Trade Item Number

cobas’

For USA: Caution: Federal law restricts this
device to sale by or on the order of a
physician.

Rx only

FOR US CUSTOMERS ONLY: LIMITED WARRANTY

Roche Diagnostics warrants that this product will meet the specifications
stated in the labeling when used in accordance with such labeling and will
be free from defects in material and workmanship until the expiration date
printed on the label. THIS LIMITED WARRANTY IS IN LIEU OF ANY
OTHER WARRANTY, EXPRESS OR IMPLIED, INCLUDING ANY IMPLIED
WARRANTY OF MERCHANTABILITY OR FITNESS FOR PARTICULAR
PURPOSE. IN NO EVENT SHALL ROCHE DIAGNOSTICS BE LIABLE
FOR INCIDENTAL, INDIRECT, SPECIAL OR CONSEQUENTIAL
DAMAGES.

COBAS, NAVIFY, PRECINORM, PRECIPATH, PRECICONTROL and TINA-QUANT are trademarks of Roche.
All other product names and trademarks are the property of their respective owners.

Additions, deletions or changes are indicated by a change bar in the margin.
© 2024, Roche Diagnostics

For USA: Rx only

u Roche Diagnostics GmbH, Sandhofer Strasse 116, D-68305 Mannheim
www.roche.com

R, +800 5505 6606

Distribution in USA by:
Roche Diagnostics, Indianapolis, IN
US Customer Technical Support 1-800-428-2336
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Order information

cobas’

Analyzer(s) on which cobas ¢ pack(s) can be used
05220718190 | Tina-quant IgG Gen.2 (500 tests) System-ID 0367875 | cobas ¢ 701/702
Materials required (but not provided):

11355279160 | Calibrator f.a.s. Proteins (5 x 1 mL) Code 656

03121305122 | Calibrator f.a.s. PUC (5 x 1 mL) Code 489

10557897160 | Precinorm Protein (3 x 1 mL) Code 302

11333127160 | Precipath Protein (3 x 1 mL) Code 303

03121313122 | Precinorm PUC (4 x 3 mL) Code 240

03121291122 | Precipath PUC (4 x 3 mL) Code 241

05947626160 | PreciControl ClinChem Multi 1 (4 x 5 mL) Code 391

05947774160 | PreciControl ClinChem Multi 2 (4 x 5 mL) Code 392

05172152190 | Diluent NaCl 9 % (119 mL) System-1D 08 6869 3
English Test principle

For use in the USA only ‘

System information
IGG-2:
IGGC2:

Intended use

In vitro test for the quantitative determination of IgG in human serum,
plasma, and cerebrospinal fluid on Roche/Hitachi cobas ¢ systems.
Summary1,2,3,4,5,6,7

IgG molecules are composed of 2 light chains (kappa or lambda) and

2 gamma heavy chains. Approximately 80 % of serum immunoglobulin is
IgG; its main tasks are the defense against microorganisms, direct
neutralization of toxins and induction of complement fixation. IgG is the only
immunoglobulin that can cross the placental barrier and provide passive
immune protection for the fetus and newborn. This maternal protection
gradually declines until the infant's own immunological system starts to
develop (at about six months of age). Near-adult levels in serum/plasma are
reached at 18 months.

Polyclonal IgG increases may be present in systemic lupus erythematosis,
chronic liver diseases (infectious hepatitis and Laennec's cirrhosis),
infectious diseases and cystic fibrosis. Monoclonal IgG increases in IgG-
myeloma.

Decreased synthesis of IgG is found in congenital and acquired
immunodeficiency diseases and selective IgG subclass deficiencies, such
as Bruton type agammaglobulinemia. Decreased IgG concentrations in
serum and plasma are seen in protein-losing enteropathies, nephrotic
syndrome and through the skin from burns. Increased IgG metabolism is
found in Wiskott-Aldrich syndrome, myotonic dystrophy and with anti-
immunoglobulin antibodies.

The determination of IgG in cerebrospinal fluid (CSF) is used for evaluation
of infections involving the central nervous system (CNS), neoplasms or
primary neurologic diseases (in particular, multiple sclerosis). Increased
CSF IgG concentrations may occur because of either increased
permeability of the blood-brain barrier or local/intrathecal production of IgG,
or both.

Malfunction of the blood-brain barrier can be reliably quantified by means of
the albumin CSF/serum ratio. An elevated albumin ratio is an indication of a
disorder of the blood-brain barrier. If IgG and albumin are measured in CSF
and serum simultaneously, differentiation between IgG originating from
blood and IgG originating from intrathecal production is possible.

The Roche IgG assay is based on the principle of immunological
agglutination. In addition to the standard application (IGG-2), there is a
sensitive application (IGGC2) designed for the quantitative determination of
IgG in CSF.

It is known that the so-called paraproteins secreted in monoclonal
gammopathies (monoclonal immunoglobulinemia) may differ from the
respective immunoglobulins of polyclonal origin by amino acid composition
and size. This may impair the binding to antibody and hence impair
accurate quantitation.

ACN 8674 (Standard application for serum and plasma)
ACN 8673 (Sensitive application for cerebrospinal fluid)

Immunoturbidimetric assay.

Anti-lgG antibodies react with antigen in the sample to form an
antigen/antibody complex. Following agglutination, this is measured
turbidimetrically. Addition of PEG allows the reaction to progress rapidly to
the end point, increases sensitivity, and reduces the risk of samples
containing excess antigen producing false negative results.

Reagents - working solutions

R1  TRIS buffer: 20 mmol/L, pH 8.0; NaCl: 200 mmol/L; polyethylene
glycol: 3.6 %; preservative; stabilizers

R3  Anti-human IgG antibody (goat): dependent on titer; TRIS buffer:
20 mmol/L, pH 8.0; NaCl: 150 mmol/L; preservative

R1is in position B and R3 is in position C.

Precautions and warnings

For in vitro diagnostic use for health care professionals. Exercise the
normal precautions required for handling all laboratory reagents.

Infectious or microbial waste:
Warning: handle waste as potentially biohazardous material. Dispose of
waste according to accepted laboratory instructions and procedures.

Environmental hazards:
Apply all relevant local disposal regulations to determine the safe disposal.

Safety data sheet available for professional user on request.

This kit contains components classified as follows in accordance with the
Regulation (EC) No. 1272/2008:

Danger

H318 Causes serious eye damage.

Prevention:

P280 Wear eye protection/ face protection.

Response:

P305 + P351 IF IN EYES: Rinse cautiously with water for several

+ P338 minutes. Remove contact lenses, if present and easy to do.
+P310 Continue rinsing. Immediately call a POISON CENTER/

doctor.
Product safety labeling follows EU GHS guidance.
Contact phone: 1-800-428-2336

Reagent handling
Ready for use
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Storage and stability
IGG-2

Shelf life at 2-8 °C: See expiration date on

cobas ¢ pack label.
4 weeks
24 hours

On-board in use and refrigerated on the analyzer:
On-board on the Reagent Manager:
Diluent NaCl 9 %

Shelf life at 2-8 °C: See expiration date on

cobas ¢ pack label.
4 weeks
24 hours

On-board in use and refrigerated on the analyzer:
On-board on the Reagent Manager:

Specimen collection and preparation

For specimen collection and preparation only use suitable tubes or
collection containers.

Only the specimens listed below were tested and found acceptable.
Serum/plasma application (IGG-2)

Serum.

Plasma: Li-heparin and K,-EDTA plasma

CSF application (IGGC2)

Cerebrospinal fluid.

The sample types listed were tested with a selection of sample collection
tubes that were commercially available at the time of testing, i.e. not all
available tubes of all manufacturers were tested. Sample collection systems
from various manufacturers may contain differing materials which could
affect the test results in some cases. When processing samples in primary
tubes (sample collection systems), follow the instructions of the tube
manufacturer.

Centrifuge samples containing precipitates before performing the assay.
Serum/plasma
Stability:® 4 months at 20-25 °C

8 months at 4-8 °C

8 months at -20 °C

CSF

Samples should be as fresh as possible. Centrifuge samples containing
particles and/or cells before performing the assay.
Stability:® 1 day at 20-25 °C

7 days at 4-8 °C

Storage at -20 °C is not recommended.
See the limitations and interferences section for details about possible
sample interferences.

Sample stability claims were established by experimental data by the
manufacturer or based on reference literature and only for the
temperatures/time frames as stated in the method sheet. It is the
responsibility of the individual laboratory to use all available references
and/or its own studies to determine specific stability criteria for its
laboratory.

Materials provided

See “Reagents — working solutions” section for reagents.

Materials required (but not provided)
See “Order information” section
General laboratory equipment

Assay

cobas’

Application for serum and plasma (IGG-2)
cobas ¢ 701/702 test definition

Assay type 2-Point End
Reaction time / Assay points 10/ 18-27
Wavelength (sub/main) 700/340 nm
Reaction direction Increase

Units g/L (umol/L, mg/dL)

Reagent pipetting Diluent (H20)

R1 120 L -

R3 38 L -

Sample volumes Sample Sample dilution
Sample  Diluent (NaCl)

Normal 5uL 9uL 180 pL

Decreased 3.9puL 2L 180 pL

Increased 9.4 L 20 uL 85 uL

Application for CSF (IGGC2)
cobas ¢ 701/702 test definition

Assay type 2-Point End

Reaction time / Assay points 10/ 18-27

Wavelength (sub/main) 700/340 nm

Reaction direction Increase

Units mg/L (nmol/L)

Reagent pipetting Diluent (H,0)

R1 120 UL -

R3 10 pL 20uL

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 14.5 UL - -

Decreased 29 L - -

Increased 29 uL - -

Calibration

Serum/plasma application (IGG-2):

Calibrators S1: H,0
§2-S6: C.f.a.s. Proteins
Multiply the lot-specific C.f.a.s. Proteins
calibrator value by the factors below to

determine the standard concentrations for the
6-point calibration curve:

$2:0.100 $5:1.00
$3:0.250 S6: 3.14
S4:0.501

Calibration mode RCM

Calibration frequency ~ Full calibration
- after reagent lot change

- as required following quality control

rocedures
For optimum performance of the assay follow the directions given in this P
document for the analyzer concerned. Refer to the appropriate operator's CSF application (IGGC2):
manual for analyzer-specific assay instructions. . '
The performance of applications not validated by Roche is not warranted Calibrators S1:H0
and must be defined by the user. S2-36: C.f.a.s. PUC
2/5 2024-04, V 9.0 English
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Multiply the lot-specific C.f.a.s. PUC calibrator
value by the factors below to determine the
standard concentrations for the 6-point
calibration curve:

$2: 0.0431 $5: 0.331
$3: 0.0862 S6: 1.00
S4:0.166

Calibration mode RCM

Full calibration
- after reagent lot change

- as required following quality control
procedures

Calibration frequency

Calibration interval may be extended based on acceptable verification of
calibration by the laboratory.

Traceability: This method has been standardized against the reference
preparation of the IRMM (Institute for Reference Materials and
Measurements) BCR470/CRM470 (RPPHS - Reference Preparation for
Proteins in Human Serum).®

Quality control

For quality control, use control materials as listed in the Order Information
section.

IGG-2: Precinorm Protein, Precipath Protein, PreciControl ClinChem
Multi 1, PreciControl ClinChem Multi 2

IGGC2: Precinorm PUC, Precipath PUC

In addition, other suitable control material can be used.

The control intervals and limits should be adapted to each laboratory’s
individual requirements. Values obtained should fall within the defined

limits. Each laboratory should establish corrective measures to be taken if
values fall outside the defined limits.

Follow the applicable government regulations and local guidelines for
quality control.
Calculation

cobas ¢ systems automatically calculate the analyte concentration of each
sample.

Conversion factors: mg/dL x 0.01 = g/L

g/L x 100 = mg/dL
mg/L x 6.67 = nmol/L

Limitations - interference
Serum/plasma application (IGG-2):

Criterion: Recovery within + 10 % of initial value at an IgG concentration of
7.00 g/L (46.7 ymol/L, 700 mg/dL).

Icterus:™® No significant interference up to an | index of 60 for conjugated
and unconjugated bilirubin (approximate conjugated and unconjugated
bilirubin concentration: 1026 pmol/L or 60 mg/dL).

Hemolysis:® No significant interference up to an H index of 1000
(approximate hemoglobin concentration: 621 umol/L or 1000 mg/dL).

Lipemia (Intralipid):™® No significant interference up to an L index of 2000
(approximate Intralipid concentration: 2000 mg/dL). There is poor
correlation between the L index (corresponds to turbidity) and triglycerides
concentration.

Rheumatoid factors: No significant interference from rheumatoid factors up
to a concentration of 1200 |U/mL.

High dose hook-effect: No false result up to an IgG concentration of 400 g/L
(2668 pmol/L, 40000 mg/dL) occurs due to an antigen excess within
polyclonal specimens.

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

Drugs: No interference was found at therapeutic concentrations using
common drug panels.’"12

As with other turbidimetric or nephelometric procedures, this test may not
provide accurate results in patients with monoclonal gammopathy, due to

g/L x 6.67 = pmol/L
pmol/L x 0.15 = g/lL
nmol/L x 0.15 = mg/L

cobas’

individual sample characteristics which can be assessed by
electrophoresis. ™

CSF application (IGGC2):

Criterion: Recovery within + 10 % of initial value at an IgG concentration of
15.00 mg/L (100 nmol/L).

Icterus: No significant interference up to a conjugated bilirubin
concentration of 257 pmol/L or 15 mg/dL.

Hemolysis: No significant interference up to a hemoglobin concentration of
124 umol/L or 200 mg/dL.

High dose hook-effect: No false result up to an IgG concentration of

2500 mg/L (16675 nmol/L) occurs due to an antigen excess within
polyclonal specimens.

There is no cross-reaction between IgG and IgA or IgM under the assay
conditions.

For diagnostic purposes, the results should always be assessed in
conjunction with the patient's medical history, clinical examination and other
findings.

ACTION REQUIRED

Special Wash Programming: The use of special wash steps is mandatory
when certain test combinations are run together on cobas ¢ systems. All
special wash programming necessary for avoiding carry-over is available
via the cobas link, manual input is required in certain cases. The latest
version of the carry-over evasion list can be found with the
NaOHD/SMS/SmpCIn1+2/SCCS Method Sheet and for further instructions
refer to the operator's manual.

Where required, special wash/carry-over evasion programming must
be implemented prior to reporting results with this test.

Limits and ranges

Measuring range

Serum/plasma application (IGG-2):

3.00-50.0 g/L (20.0-334 umol/L, 300-5000 mg/dL)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:5.5 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 5.5.

Determine samples having lower concentrations via the rerun function. For
samples with lower concentrations, the rerun function increases the sample
}/olume by a factor of 7.5. The results are automatically divided by this
actor.

CSF application (IGGC2):

4.00-200 mg/L (26.7-1334 nmol/L)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:5 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 5.

Lower limits of measurement

Lower detection limit of the test

Serum/plasma application (IGG-2):

0.30 g/L (2.00 umol/L, 30 mg/dL)

The lower detection limit represents the lowest measurable analyte level
that can be distinguished from zero. It is calculated as the value lying

3 standard deviations above that of the lowest standard (standard 1 + 3 SD,
repeatability, n = 21).

Values below the lower detection limit (< 0.30 g/L) will not be flagged by the
instrument.

CSF application (IGGC2):

4.00 mg/L (26.7 nmol/L)

The lower detection limit represents the lowest measurable analyte level
that can be distinguished from zero. It is calculated as the value lying

3 standard deviations above that of the lowest standard (standard 1 + 3 SD,
repeatability, n = 21).

Values below the lower detection limit (< 4.00 mg/L) will not be flagged by
the instrument.

Expected values
Serum/plasma

2024-04, V 9.0 English

3/5



0205220718190c701V9.0

IGG-2

Tina-quant IgG Gen.2

Adults™ 7-16 gL 46.7-107 ymol/L 700-1600 mg/dL

CSF1®

10-30 mg/L (66.7-200 nmol/L, 0.010-0.030 g/L)

Each laboratory should investigate the transferability of the expected values
to its own patient population and if necessary determine its own reference

ranges.

Specific performance data

Representative performance data on the analyzers are given below.
Results obtained in individual laboratories may differ.

Precision

Serum/plasma and CSF:

Precision was determined using human samples and controls in an internal
protocol with repeatability (n = 21) and intermediate precision (3 aliquots

per run, 1 run per day, 21 days). The following results were obtained:
Serum/plasma application (IGG-2)

Repeatability Mean SD cv
gL gL %
(umol/L, mg/dL) | (umol/L, mg/dL)
Precinorm Protein 9.33(62.3,933) | 0.04(0.3,4) 04
Precipath Protein 14.9(99.5,1492) | 0.1 (0.6, 9) 0.6
Human serum A 37.4 (249, 3740) 0.5 (3, 50) 1.2
Human serum B 12.5(83.4,1250) | 0.1 (0.7, 10) 0.9
Human serum C 3.40(22.7,340) | 0.03(0.2,3) 0.8
Intermediate Mean SD cv
precision gl gL %
(umol/L, mg/dL) | (umol/L, mg/dL)

Precinorm Protein 8.19 (54.6,819) | 0.12(0.8,12) 1.5
Precipath Protein 14.2 (94.7,1420) | 0.2 (1.3, 20) 1.5
Human serum 3 7.11(47.4,711) | 0.08(0.5, 8) 1.1
Human serum 4 21.1 (140, 2110) 0.4 (3, 40) 1.7
CSF application (IGGC2)

Repeatability Mean SD cv

mg/L mg/L %
(nmol/L) (nmol/L)
Precinorm PUC 19.5 (130) 04 (3) 2.0
Precipath PUC 137 (914) 1(7) 0.8
CSFA 14.8 (98.7) 0.3(2) 2.1
CSFB 126 (840) 1(7) 0.9
CSFC 179 (1194) 2(13) 1.4
Intermediate pre- Mean SD cv
cision mglL mglL %
(nmol/L) (nmol/L)

Precinorm PUC 20.1 (134) 05(3) 2.5
Precipath PUC 160 (1067) 2(13) 1.0
CSF3 21.9 (146) 05(3) 2.1
CSF4 137 (914) 1(7) 1.1

Results for intermediate precision were obtained on the master system
cobas ¢ 501 analyzer.

Method comparison
Serum/plasma application (IGG-2):

cobas’

IgG values for human serum and plasma samples obtained on a cobas ¢
701 analyzer (y) were compared with those determined using the
corresponding reagent on a cobas ¢ 501 analyzer (x).

Sample size (n) = 183

Passing/Bablok'® Linear regression
y =1.035x - 0.024 g/L y =1.004x + 0.29 g/L
7=0.9796 r=0.997

The sample concentrations were between 3.30 and 47.1 g/L (22.0 and
314 pmol/L, 330 and 4710 mg/dL).
CSF application (IGGC2):

IgG values for human CSF samples obtained on a cobas ¢ 701 analyzer
(y) were compared with those determined using the corresponding reagent
on a cobas ¢ 501 analyzer (x).

Sample size (n) = 81

Passing/Bablok'® Linear regression
y =0.994x - 1.40 mg/L y =0.973x - 0.403 mg/L
T=0.965 r=0.999

The sample concentrations were between 4.97 and 197 mg/L (33.1 and
1314 nmol/L).
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Any serious incident that has occurred in relation to the device shall be
reported to the manufacturer and the competent authority of the Member
State in which the user and/or the patient is established.

Symbols

Roche Diagnostics uses the following symbols and signs in addition to
those listed in the 1ISO 15223-1 standard (for USA: see
navifyportal.roche.com for definition of symbols used):

CONTENT Contents of kit

% Volume for reconstitution

Global Trade Item Number

Rx only For USA: Caution: Federal law restricts this
device to sale by or on the order of a
physician.

FOR US CUSTOMERS ONLY: LIMITED WARRANTY

Roche Diagnostics warrants that this product will meet the specifications
stated in the labeling when used in accordance with such labeling and will
be free from defects in material and workmanship until the expiration date
printed on the label. THIS LIMITED WARRANTY IS IN LIEU OF ANY
OTHER WARRANTY, EXPRESS OR IMPLIED, INCLUDING ANY IMPLIED
WARRANTY OF MERCHANTABILITY OR FITNESS FOR PARTICULAR
PURPOSE. IN NO EVENT SHALL ROCHE DIAGNOSTICS BE LIABLE
FOR INCIDENTAL, INDIRECT, SPECIAL OR CONSEQUENTIAL
DAMAGES.

COBAS, NAVIFY, PRECINORM, PRECIPATH, PRECICONTROL and TINA-QUANT are trademarks of Roche.
All other product names and trademarks are the property of their respective owners.

Additions, deletions or changes are indicated by a change bar in the margin.

© 2024, Roche Diagnostics

For USA: Rx only

u Roche Diagnostics GmbH, Sandhofer Strasse 116, D-68305 Mannheim
www.roche.com
R +8005505 6606

Distribution in USA by:
Roche Diagnostics, Indianapolis, IN
US Customer Technical Support 1-800-428-2336
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