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REF §A

Analyzer(s) on which cobas ¢ pack(s)
can be used

09188231190 |09188231500 | Tina-quant Cardiac high sensitivity CRP Il (500 tests) | System-ID 2150 001 | cobas ¢ 303, cobas ¢ 503,

cobas ¢ 703

Materials required (but not provided):

11355279216 | Calibrator f.a.s. Proteins (5 x 1 mL) Code 20656
20766321322 | CRP T Control N (5 x 0.5 mL) Code 20235
05117003190 | PreciControl ClinChem Multi 1 (20 x 5 mL) Code 20391
05947626190 | PreciControl ClinChem Multi 1 (4 x 5 mL) Code 20391

08063494190 | Diluent NaCl 9 % (123 mL)

English

System information
HSCRP: ACN 21500

Intended use

In vitro test for the quantitative determination of C-reactive protein (CRP) in
human serum and plasma on cobas ¢ systems. CRP measurements,
performed with this assay, in human serum or plasma, are used as aid in
diagnosis, monitoring, prognosis, and management of suspected
inflammatory disorders and associated diseases, acute infections and
tissue injury. Highly sensitive measurement of CRP may also be used as an
aid in the assessment of the risk of future coronary heart disease. When
used as an adjunct to other laboratory evaluation methods of acute
coronary syndromes, it may also be an additional independent indicator of
recurrent event prognosis in patients with stable coronary disease or acute
coronary syndrome.

Summary

C-reactive protein is the classic acute phase protein in inflammatory
reactions." It is synthesized by the liver and consists of five identical
polypeptide chains that form a five-member ring having a molecular weight
of 105000 daltons."23# CRP is the most sensitive of the acute phase
reactants and its concentration increases rapidly during inflammatory
processes.2® Complexed CRP activates the classical complement pathway.
The CRP response frequently precedes clinical symptoms, including
fever.!3 After onset of an acute phase response the serum CRP
concentration rises rapidly and extensively.23# The increase begins within 6
to 12 hours and the peak value is reached within 24 to 48 hours."35 CRP
response may be less pronounced in patients suffering from liver disease.

CRP assays are used to detect systemic inflammatory processes (apart
from certain types of inflammation such as systemic lupus erythematosus
(SLE) and Colitis ulcerosa);'*46 to assess treatment of bacterial infections
with antibiotics;'*87 to detect intrauterine infections with concomitant
premature amniorrhexis;*® to differentiate between active and inactive
forms of disease with concurrent infection, e.g. in patients suffering from
SLE or Colitis ulcerosa;®*6 to therapeutically monitor theumatic disease
and assess anti-inflammatory therapy;'48 to determine the presence of
post-operative complications at an early stage, such as infected wounds,
thrombosis and pneumonia, and to distinguish between infection and bone
marrow transplant rejection. 46

Sensitive CRP measurements have been used and discussed for early
detection of infection in pediatrics and risk assessment of coronary heart
disease.891011 Several studies came to the conclusion that the highly
sensitive measurement of CRP could be used as a marker to predict the
risk of coronary heart disease in apparently healthy persons and as an
indicator of recurrent event prognosis. 101213141516 Increases in CRP values
are non-specific and should not be interpreted without a complete clinical
history.!” The American Heart Association and the Centers for Disease
Control and Prevention have made several recommendations concerning
the use of high sensitivity C-Reactive Protein (hsCRP) in cardiovascular risk
assessment.’”18 Measurement of hsCRP may also be used as an aid in the
assessment of the risk of future coronary heart disease and as a
risk-enhancing factor in patients with borderline- or intermediate-risk for
atherosclerotic cardiovascular disease.!® When used as an adjunct to other
laboratory evaluation methods of acute coronary syndromes, it may also be
an additional independent indicator of recurrent event prognosis in patients
with stable coronary disease or acute coronary syndrome. 720

System-ID 2906 001

Testing for any risk assessment should not be performed while there is an
indication of infection, systemic inflammation or trauma.!":'72! Patients with
persistently unexplained hsCRP levels above 10 mg/L (95.2 nmol/L) should
be evaluated for non-cardiovascular etiologies.'®!” When using hsCRP to
assess the risk of coronary heart disease, measurements should be made
on metabolically stable patients and compared to previous values.'”
Optimally, the average of hsCRP results repeated two weeks apart should
be used for risk assessment.'” Screening the entire adult population for
hsCRP is not recommended, and hsCRP is not a substitute for traditional
cardiovascular risk factors.'? Acute coronary syndrome management should
not depend solely on hsCRP measurements.'17 Serial measurements of
hsCRP should not be used to monitor treatment.!”

Studies indicate an influence of gestational age on the kinetics of CRP in
preterm infants, which may materialize as a blunted response to infection
when comparing preterm and term newborns.222324 This phenomenon,
most likely due to immature liver function, may result in a lower sensitivity of
CRP in the diagnosis of neonatal sepsis in preterm compared to term
newborns.? In adult patients with advanced liver dysfunction, CRP levels
are reduced in response to acute infection, however production is
nevertheless maintained.26 Although the liver is considered the main source
of CRP, serum levels are not significantly lower in patients with cirrhosis
than in other patients, and the predictive performance for infection is similar
for patients with and without cirrhosis.?”

Various assay methods are available for CRP determination, such as
nephelometry and turbidimetry.2829 The Roche CRP assay is based on the
principle of particle-enhanced immunological agglutination.

Test principle?2°

Particle enhanced immunoturbidimetric assay.

Human CRP agglutinates with latex particles coated with monoclonal
anti-CRP antibodies. The precipitate is determined turbidimetrically.

Reagents - working solutions

R1 TRIS? buffer with bovine serum albumin; preservative

R3  Latex particles coated with anti-CRP (mouse) in glycine buffer;
immunoglobulins (mouse); preservative

a) TRIS = Tris(hydroxymethyl)-aminomethane

R1 is in position B and R3 is in position C.

Precautions and warnings
For in vitro diagnostic use for laboratory 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:
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Warning

H317 May cause an allergic skin reaction.

Prevention:

P261 Avoid breathing mist or vapours.

pa272 Contaminated work clothing should not be allowed out of
the workplace.

P280 Wear protective gloves.

Response:

P333 + P313 If skin irritation or rash occurs: Get medical
advice/attention.

P362 + P364 Take off contaminated clothing and wash it before reuse.

Disposal:

P501 Dispose of contents/container to an approved waste

disposal plant.

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

Reagent handling
Ready for use

Carefully invert reagent container several times prior to use to ensure that
the reagent components are mixed. Avoid the formation of foam.

Storage and stability

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

cobas ¢ pack label.

On-board in use and refrigerated on the 24 weeks

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: Li-heparin and K»-EDTA plasma

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.

Stability in serum and Li-heparin 14 days at 15-25 °C
plasma: 28 days at 2-8 °C

12 months at -20 °C (£5 °C)
Stability in K,-EDTA plasma: 2 days at 15-25°C

28 days at 2-8 °C

12 months at -20 °C (£5 °C)
Specimens can be repeatedly frozen and thawed up to 4 times.

Materials provided

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

See “Order information” section

General laboratory equipment

cobas’

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

Test definition

Reporting time 10 min

Wavelength (sub/main) 800/570 nm

Reagent pipetting Diluent (H,0)

R1 98 uL -

R3 31 L 16 uL

Sample volumes Sample Sample dilution
Sample Diluent (NaCl)

Normal 2.6 UL - -

Decreased 5.2 uL 20 L 60 pL

Increased 2.6 L - -

For further information about the assay test definitions refer to the
application parameters setting screen of the corresponding analyzer and
assay.

Calibration
Calibrators S1:H,0

§2-S6: C.f.a.s. Proteins
Calibration mode Non-linear

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-DA474/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.

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.

Calibration frequency

Calculation

cobas ¢ systems automatically calculate the analyte concentration of each
sample in the unit mg/L (nmol/L, mg/dL).

mg/L x 9.52 = nmol/L
mg/L x 0.1 = mg/dL

Conversion factors:

Limitations - interference

Criterion: Recovery within + 0.100 mg/L of initial values of samples
<1.00 mg/L and within + 10.0 % for samples > 1.00 mg/L.

Icterus:3" No significant interference up to an | index of 60 for conjugated
bilirubin and unconjugated bilirubin (approximate conjugated and
unconjugated bilirubin concentration: 60 mg/dL or 1026 pmol/L).
Hemolysis:3' No significant interference up to an H index of 700
(approximate hemoglobin concentration: 435 umol/L or 700 mg/dL).
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Lipemia (Intralipid):3' No significant interference up to an L index of 1000.
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 500 IU/mL.

High dose hook-effect: No false result occurs up to a CRP concentration of
100 mg/L.

In vitro tests were performed on commonly used pharmaceuticals. In
addition, special pharmaceuticals were tested. Among them, the following
substance caused interference:

Substance No significant interference up to

540 mg/L

Drug interferences are measured based on recommendations given in CLSI
guidelines EP07 and EP37 and other published literature. Effects of
concentrations exceeding these recommendations have not been
characterized.

In very rare cases, gammopathy, in particular type IgM (Waldenstrém’s
macroglobulinemia), may cause unreliable results.®

In patients with reduced liver function such as patients with liver cirrhosis or
preterm neonates, CRP levels in response to acute infections may be
blunted. This may lead to lower sensitivity of CRP in the diagnosis of
neonatal sepsis, while predictive performance for infection in patients with
cirrhosis seems to be maintained.

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. The latest version of the carry-over evasion list can be
found with the NaOHD/SMS/SCCS Method Sheet. For further instructions,
refer to the operator's manual.

Limits and ranges
Measuring range
0.150-10.0 mg/L (1.43-95.2 nmol/L)

Determine samples having higher concentrations via the rerun function.
Dilution of samples via the rerun function is a 1:2 dilution. Results from
samples diluted using the rerun function are automatically multiplied by a
factor of 2.

Lower limits of measurement
Limit of Blank, Limit of Detection and Limit of Quantitation

Ticarcilin

Limit of Blank =0.100 mg/L (0.952 nmol/L)
Limit of Detection =0.150 mg/L (1.43 nmol/L)
Limit of Quantitation =0.150 mg/L (1.43 nmol/L)

The Limit of Blank, Limit of Detection and Limit of Quantitation were
determined in accordance with the CLSI (Clinical and Laboratory Standards
Institute) EP17-A2 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 20 %. It has been determined
using low concentration C-reactive protein samples.

Expected values

A statement of the CDC/AHA from 2003 recommended the following
hsCRP cut-off points (tertiles) for CVD risk assessment for adults: 7%

hsCRP level (mg/L) Relative risk

cobas’

<1.0 low
1.0-3.0 average
>3.0 high

Patients with higher hsCRP concentrations are more likely to develop
myocardial infarction and severe peripheral vascular disease.'”:33

In addition, the 2019 ACC/AHA Guideline on the Primary Prevention of
Cardiovascular Disease recommended an hsCRP cut-off of > 2 mg/L as
risk-enhancing factor for individual risk assessment.'

A reference range study for hsCRP recommends the following 5-95 %
reference intervals in neonates and children:3*

Neonates (0-3 weeks): 0.1-4.1 mg/L
Children (2 months-15 years): 0.1-2.8 mg/L (0.95-26.7 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.

It is important to monitor the CRP concentration during the acute
phase of the illness.

Increases in CRP values are non-specific and should not be interpreted
without a complete clinical history.

When using hsCRP to assess the risk of coronary heart disease,
measurements should be made on metabolically stable patients and
compared to previous values. Optimally, the average of hsCRP results
repeated two weeks apart should be used for risk assessment.
Measurements should be compared to previous values. When the results
are being used for risk assessment, patients with persistently unexplained
hsCRP levels of above 10 mg/L should be evaluated for non-cardiovascular
origins. Testing for any risk assessment should not be performed while
there is indication of infection, systemic inflammation or trauma.

Specific performance data

Representative performance data on the analyzers are given below. These
data represent the performance of the analytical procedure itself.

Results obtained in individual laboratories may differ due to heterogeneous
sample materials, aging of analyzer components and mixture of reagents
running on the analyzer.

Precision

Precision was determined using human samples and controls in
accordance with the CLSI (Clinical and Laboratory Standards Institute)
EP05-A3 requirements with repeatability (n = 84) and intermediate precision
(2 aliquots per run, 2 runs per day, 21 days). Results for repeatability and
intermediate precision were obtained on the cobas ¢ 503 analyzer.

Repeatability Mean SD cv
mg/L mg/L %
CRPTNa 414 0.0158 04
PCCC1b) 6.40 0.0222 0.3
Human serum 1 0.429 0.00795 1.9
Human serum 2 1.09 0.0184 1.7
Human serum 3 2.93 0.0159 0.5
Human serum 4 6.46 0.0340 05
Human serum 5 9.86 0.0432 04
Intermediate precision ~ Mean SD cv
mg/L mg/L %
CRPTNa 414 0.0216 0.5
PCCC1b) 6.44 0.0643 1.0
Human serum 1 0.429 0.00826 1.9
Human serum 2 1.09 0.0221 2.0
Human serum 3 2.93 0.0225 0.8
Human serum 4 6.46 0.0517 0.8
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Human serum 5 9.86 0.0636 0.6 9 Ridker PM, Glynn RJ, Hennekens CH, et al. C-Reactive Protein Adds

to the Predictive Value of Total and HDL Cholesterol in Determining

3 gRPV(T: C‘t’mlr‘(’:'l_NCh i Risk of First Myocardial Infarction. Circulation 1998;97:2007-2011.

reciontrol ClinChem Nulti
: ; 10 Ridker PM, Cushman M, Stampfer MJ, et al. Plasma Concentration of
Igg:sa t:é)gga;rgljyggrggﬁ%ggg: r;a%ge;ﬁ;;;zrr(esgresentatlve for C-Reactive Protein and Risk of Developing Peripheral Vascular
) Disease. Circulation 1998;97:425-428.

Method comparison , 11 Jarvisalo MJ, Harmoinen A, Hakanen M, et al. Elevated Serum C-

HSCRP values for human serum and plasma samples obtained on a Reactive Protein Levels and Early Arterial Changes in Healthy

gobg,s c 30R3 an?IyzePr (3t/) were tcomﬁarﬁd Sto th,?_se determlged USIS%% the Children. Arterioscler Thromb Vasc Biol, (August) 2002;1323-1328.

ardiac C-Reacive Protein (Latex) High Sensitive on a cobas ¢ 12 Ridker PM, Cushman M, Stampfer MJ, et al. Inflammation, Aspirin, and

analyzer (x). 4 A . .

. the Risk of Cardiovascular Disease in Apparently Healthy Men. N Eng J

Sample size (n) = 159 Med 1997;336(14):973-979.

Passing/Babloks® 13 Danesh J, Wheeler JG, Hirschfield GM, et al. C-Reactive Protein and

Other Circulating Markers of Inflammation in the Prediction of Coronary

y =1.067x +0.0388 mg/L Heart Disease. N Eng J Med 2004;350(14):1387-1397.

7=0.967 14 Ridker PM, Hennekens CH, Buring JE, et al. C-Reactive Protein and

r=0.997 Other Markers of Inflammation in the Prediction of Cardiovascular

' Disease in Women. N Engl J Med 2000;342(12):836-843.

The sample concentrations were between 0.160 and 9.75 mg/L . 15 Tracy RP, Lemaitre RN, Psaty BM, et al. Relationship of C-Reactive

HSCRP values for human serum and plasma samples obtained on a Protein to Risk of Cardiovascular Disease in the Elderly. Arterioscler

cobas ¢ 303 analyzer (y) were compared to those determined using the Thromb Vasc Biol 1997;17:1121-1127.

corresponding reagent on a cobas ¢ 503 analyzer (). 16 Almagor M, Keren A, Banai S. Increased C-Reactive Protein Level after

Sample size (n) =213 Coronary Stent Implantation in Patients with Stable Coronary Artery
. “ Disease. American Heart Journal 2003;145 (2):248-253.

Passing/Bablok 17 Pearson TA, Mensah GA, Alexander RW, et al. Markers of

y =1.015x - 0.0621 mg/L Inflammation and Cardiovascular Disease. Application to Clinical and

T=0.993 Public Health Practice. A Statement for Healthcare Professionals From

- the Centers for Disease Control and Prevention and the American
r=1.000 Heart Association. Circulation 2003;107:499-511.

The sample concentrations were between 0.189 and 9.79 mg/L. 18 Amett DK, Blumenthal RS, Albert MA, et al. ACG/AHA Guideline on the

} Primary Prevention of Cardiovascular Disease: A Report of the

HSCRP values for human serum and plasma samples obtained on a American College of Cardiology/American Heart Association Task

cobas ¢ 703 analyzer (y) were compared with those determined using the Force on Clinical Practice Guidelines. J Am Coll Cardiol 2019 Sep

corresponding reagent on a cobas ¢ 503 analyzer (x). 10;74(10):e177-e232.

Sample size (n) = 68 19 Grundy SM, Stone NJ, Bailey AL, et al. 2018

Passing/Bablok® AHA/ACC/AACV-

assing/Bablo PR/AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/PCNA Guideline on
y =1.012x + 0.100 mg/L the Management of Blood Cholesterol. J Am Coll Cardiol
_ 1.034% + 000681 malL 2019;73:3168-3209.

y=1 ' g 20 Arroyo-Espliguero R, Viana-Llamas MC, Silva-Obregén A, et al. The

T=0.990 Role of C-reactive Protein in Patient Risk Stratification and Treatment.

r=0.999 Eur Cardiol 2021;16:e28.

. 21 Katritsis D, Korovesis S, Giazitzoglou E, et al. C-Reactive Protein

The sample concentrations were between 0.266 and 9.55 mg/L. Concentrations and Angiographic Characteristics of Coronary Lesions.

References Clin Chem 2001;47(5):882-886.

e L e T e ook %206 liance C.16acive proiei viles I nowborns durng e 13-
Verl lischaft mbH, Frankfurt/Main 2008;1010-1021. ( il

er‘a.gsgese scnartm ranuryiain - , days of life. Clin Chem Lab Med 2011 Feb;49(2):297-302.

2 Greiling H, Gressner AM, eds. Lehrbuch der Klinischen Chemie und :

Pathobiochemie, 3rd ed. Stuttgart/New York: Schattauer Verlag 23 Turner MA, Power S, Emmerson AJB. Gestational age and the C
1995:234-236. reactive protein response. Arch Dis Child Fetal Neonatal Ed. 2004
. ) - May;89(3):F272-3.

3 Burtis CA, Ashwood ER, eds. Tietz Fundamentals of Clinical . , .

Chemistry, 5th ed. Pa: WB Saunders Co 2001:332-333. 24 Doellner H, Arntzen KJ, Haereid PE, et al. Interleukin-6 concentrations
) , ) . ) in neonates evaluated for sepsis. J Pediatr 1998 Feb;132(2):295-9.
4 Young B, Gleeson M, Cripps AW. C-reactive protein: A critical review. L ) . .
Pathology 1991;23:118-124. 25 Kawamura M, Nishida H. The usefulness of serial C-reactive protein
. . . measurement in managing neonatal infection. Acta Paediatr 1995
5 Sproston NR, Ashworth JJ. Role of C-Reactive Protein at Sites of Jan;84(1):10-3.
Inflammation and Infection. Front Immunol 2018 Apr 13;9:754. ) , . -
. ) ) . 26 Park WB, Lee KD, Lee CS, et al. Production of C-reactive protein in

6 Thomas L, Messenger M. Pathobiochemie und Labordiagnostik der Escherichia coli-infected patients with liver dysfunction due to liver
Entziindung. Lab med 1993;17:179-194. cirrhosis. Diagn Microbiol Infect Dis 2005 Apr;51(4):227-30.

7 Wasunna A, Whitelaw A, Gallimore R, et al. C-reactive protein and 27 Bota DP, Nuffelen MV, Zakariah AN, et al. Serum levels of C-reactive
bacterial infection in preterm infants. Eur J Pediatr 1990 protein and procalcitonin in critically ill patients with cirrhosis of the
Mar;149(6):424-427. liver. J Lab Clin Med 2005 Dec;146(6):347-51.
coronary heart disease in the MRFIT nested case control study. Am J particle-enhanced turbidimetric immunoassay for C-reactive protein. J
Epidem 1996;144.537-547. Immunol Methods 1987;99:205-211.
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29 Eda S, Kaufmann J, Roos W, et al. Development of a New
Microparticle-Enhanced Turbidimetric Assay for C-reactive Protein with
Superior Features in Analytical Sensitivity and Dynamic Range. J Clin
Lab Anal 1998;12:137-144.

30 Auclair G, Zegers |, Charoud-Got J, et al. CERTIFICATION REPORT.
The Certification of the Mass Concentration of C-Reactive Protein in
Human Serum. Publications Office of the European Union, 2011.
http://www.jrc.ec.europa.eu/

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

32 Bakker AJ, Miicke M. Gammopathy interference in clinical chemistry
assays: mechanisms, detection and prevention.
Clin Chem Lab Med 2007;45(9):1240-1243.

33 Ridker PM. Clinical Application of C-Reactive Protein for
Cardiovascular Disease Detection and Prevention. Circulation
2003;107:363-369.

34 Schlebusch H, Liappis N, Kalina E, et al. High Sensitive CRP and
Creatinine: Reference Intervals from Infancy to Childhood. J Lab Med
2002;26:341-346.

35 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.

The Summary of Safety & Performance Report can be found here:
https://ec.europa.eu/tools/eudamed

Symbols

Roche Diagnostics uses the following symbols and signs in addition to
those listed in the ISO 15223-1 standard:

CONTENT Contents of kit

% Volume for reconstitution

GTIN 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 and PRECICONTROL 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

M Roche Diagnostics GmbH
Sandhofer Strasse 116
68305 Mannheim, Germany @
www.roche.com

R +800 5505 6606
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