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	SUBJECT:
	SYPHILIS TOTAL IGG/IGM  AND  RPR    


I. PROCEDURE STATEMENT:  
The BioPlex 2200 Syphilis Total & RPR kit employs Treponema pallidum fusion protein (rTP47/rTP17) and cardiolipin antigen-coated fluoromagnetic beads with unique fluorescent signatures to identify the presence of IgG and IgM antibodies to Treponema pallidum and nontreponemal reagin antibodies in a two-step assay format.

Dyed beads are coated with recombinant T. pallidum rTP47/rTP17 fusion protein or cardiolipin antigen. The BioPlex 2200 System combines an aliquot of patient sample, sample diluent, and bead reagent into a reaction vessel. The mixture is incubated at 37°C. After a wash cycle, a mixture of murine monoclonal anti-human IgG and murine monoclonal anti-human IgM antibody conjugated to phycoerythrin (PE) is added to the dyed beads, and this mixture is incubated at 37°C. The excess conjugate is removed in another wash cycle and the beads are re-suspended in wash buffer. The bead mixture then passes through the detector. The identity of the dyed beads is determined by the fluorescence of the dyes, and the amount of antibody captured by the antigen is determined by the fluorescence of the attached PE. Raw data is calculated in relative fluorescence intensity (RFI).

Two additional dyed beads, an Internal Standard Bead (ISB) and a Serum Verification Bead (SVB) are present in each reaction mixture to verify detector response and the presence of serum or plasma in the reaction vessel. Refer to the BioPlex 2200 System Operation Manual for more information.

The system is calibrated using a set of five (5) distinct calibrator vials, supplied separately by Bio-Rad Laboratories. One vial containing negative sample and four vials containing human Treponema pallidum and human reagin antibodies, are used for qualitative calibration of the assays. The results are expressed in antibody index (AI). The Syphilis Total assay results are reported as nonreactive (≤ 0.8 AI), equivocal (0.9, 1.0 AI) or reactive (≥ 1.1 AI); while the RPR assay results are reported as nonreactive (< 1.0 AI) or reactive (≥ 1.0 AI).

II. PURPOSE:  


Syphilis is a global sexually transmitted disease caused by infection from the 




spirochete bacterium Treponema pallidum. Infection by T. pallidum, if untreated, can 

progress through many complex systemic disease stages over many years: primary, 

secondary, early latent, late latent, and tertiary. The disease stages are identified by 


clinical diagnosis [i.e., chancre, swollen glands and fever (primary), rash on 




extremities and swollen glands (secondary), asymptomatic (early and late latent) to 


neurological damage, massive cell destruction, and possible death (tertiary)] and 



diagnostic testing. Disease progression can be characterized by extended latency 


periods in excess of 20 years. Syphilis is also known to play a role in the spread of 


the HIV virus.1
III. SCOPE OF PROCEDURE: 
The scope of this policy applies to all Laboratory staff that prepares or performs testing on laboratory specimens at UnityPoint Methodist.

IV. SPECIMEN:

Serum and plasma (EDTA and heparin) are the recommended sample types. Avoid hemolysis.

Serum or plasma may be stored under refrigeration (2-8°C) for up to 7 days. For longer storage of samples, keep at -20°C or colder.

Thoroughly mix thawed specimens; it is also recommended to centrifuge thawed specimens to remove gross particulate matter. Avoid multiple freeze/thaw cycles (up to 3 cycles is acceptable).
V. TEST CODE:   

A.  Sunquest: SYPHYGM
VI. REAGENT:   Syphilis Total & RPR ( [image: image1.png]


 12000650). The reagent pack contains supplies sufficient for 100 tests.
	Vial
	Description

	Bead Set

[image: image2.png]



	One (1) 10 mL vial, containing dyed beads coated with recombinant Syphilis rTP47/rTP17 fusion protein, a cardiolipin antigen, an Internal Standard bead (ISB) and a Serum Verification bead (SVB) in MOPS (3-[N-Morpholino] propanesulfonic acid) buffer containing bovine proteins with protein stabilizers. ProClin 300 (≤ 0.3%), sodium benzoate (≤ 0.1%) and sodium azide (< 0.1%) are added as preservatives.

	Conjugate
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	One (1) 5 mL vial, containing phycoerythrin conjugated murine monoclonal anti-human IgG and murine monoclonal anti-human IgM, and phycoerythrin conjugated murine monoclonal anti-human FXIII antibody in phosphate buffer supplemented with murine and bovine protein stabilizers. ProClin 300 (≤ 0.3%), sodium benzoate (≤ 0.1%) and sodium azide (< 0.1%) are added as preservatives.

	Sample Diluent

[image: image4.png]



	One (1) 10 mL vial, containing bovine and murine protein stabilizers in MOPS (3‑[N-Morpholino] propanesulfonic acid) buffer. ProClin 300 (≤ 0.3%), sodium benzoate (≤ 0.1%) and sodium azide (< 0.1%) are added as preservatives.
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	Description

	12000651
	BioPlex 2200 Syphilis Total & RPR Calibrator Set: Four (4) 0.5 mL vials, each containing T. pallidum and reagin antibodies in a human serum matrix made from defibrinated plasma, and one (1) 0.5 mL vial containing human serum matrix made from defibrinated plasma for a total of five (5) calibrator vials. All calibrators contain ProClin 300 (≤ 0.3%), sodium benzoate (≤ 0.1%) and sodium azide (< 0.1%) as preservatives

	12000653
	BioPlex 2200 Syphilis Total & RPR Control Set: Two sets of three (3) control vials. Each set contains two (2) 1.5 mL Positive Control vials with antibodies to T. pallidum and reagin in a human serum matrix made from defibrinated plasma and one (1) 1.5 mL vial of Negative Control in a human serum matrix made from defibrinated plasma. ProClin 300 (≤ 0.3%), sodium benzoate (≤ 0.1%) and sodium azide (< 0.1%) are added as preservatives for all controls.

	660-0817
	BioPlex 2200 Sheath Fluid: Two (2) 4 L bottles containing Phosphate Buffered Saline (PBS). ProClin 300 (0.03%) and sodium azide (< 0.1%) are added as preservatives.

	660-0818
	BioPlex 2200 Wash Solution: One (1) 10 L bottle containing Phosphate Buffered Saline (PBS) and Tween 20. ProClin 300 (0.03%) and sodium azide (< 0.1%) are added as preservatives.

	660-0000
	BioPlex 2200 System and software

	12006863
	BioPlex 2200 Sample Dilution Buffer: One (1) 120 mL bottle containing Phosphate Buffered Saline (PBS) and Tween 20. ProClin 300 (0.03%) and sodium azide (< 0.1%) are added as preservatives.


Contains ≤ 0.3% ProClin 300

May cause an allergic skin reaction.

IF ON SKIN: Wash with plenty of soap and water.

If skin irritation or rash occurs: Get medical advice/attention.
Preparation and Storage of Reagents

1. Do not freeze the Syphilis Total & RPR kit.

2. 
Reagents in the Syphilis Total & RPR kit are ready to use. After initial use, the 
reagents are stable for 60 days or until the date of expiration when stored 
unopened and on the instrument or refrigerated at 2-8ºC.

3. 
Do not use reagents beyond expiration dates.

Indications of Instability or Deterioration of Reagents

Store all reagents at the labeled temperature and do not use past their expiration dates. Do not use any reagents which have any indications of discoloration, cloudiness or precipitation. Do not use any reagents that show any signs of leakage. Do not exceed the storage time and temperature limitations listed above.

VII. INSTRUMENT/EQUIPMENT: 
BioPlex 2200, manufactured by Bio-Rad Laboratories.

VIII. CALIBRATION: 



The Syphilis Total & RPR Calibrator Set should be loaded and assayed, at minimum, 


in duplicate every 30 days or with each new Reagent Pack lot. A two or four point 



curve is used to calculate results corresponding to the cutoff concentration. Refer to 


the BioPlex 2200 System Operation Manual for more information.

IX. QUALITY CONTROL


At the beginning of each day that the Syphilis Total & RPR kit is to be used, load and 


process the Syphilis Total & RPR Control Set as indicated in the BioPlex 2200 System 

Operation Manual. The Syphilis Total & RPR Control Set should be run at least once 


per day, and with each new Reagent Pack lot.



The Syphilis Total & RPR Control Set includes a negative control and a positive 



control each for Syphilis Total and RPR in a human serum matrix made from 




defibrinated plasma. Each positive control contains antibodies for analytes within the 


Syphilis Total & RPR kit. The positive control is manufactured to give reactive results, 


with values above the cut-off for each specific bead. The negative control is 





manufactured to give nonreactive results with values below the cut-off for each 




specific bead. The negative control must have a nonreactive result, and the positive 


control must have a reactive result.



Note: The Negative and Positive Controls of the Syphilis Total & RPR Control Set are 


intended to monitor for substantial reagent failure. The Positive Control will not ensure 


precision at the assay cutoff.



Lot specific values for the positive control are loaded into the BioPlex 2200 System 


database via the provided media or by manual input. After identifying the control via 


the barcoded vial, the BioPlex 2200 System compares the control results to the 



expected lot specific control values stored in the BioPlex 2200 System 






database.


Failure to obtain the appropriate values for controls will invalidate the assay and 



indicates procedural error, improper sample handling or deterioration of reagents. 



Additional controls may be tested in accordance with local, state and/or federal 




regulations or accreditation requirements and your laboratory’s quality control policy


IMPORTANT QC TROUBLESHOOTING:

At low frequency, reagent packs may exhibit falsely low signals for certain analytes and generate QC errors. The following troubleshooting steps should be followed when observing the noted QC behavior:

1.
QC Warning - low for only some analytes:

Repeat QC testing. If the QC Warning repeats, remove the pack with the flagged QC results and do not use. Please call Bio-Rad Technical Support to report the suspected low signal pack. Run QC with a new reagent pack. If QC results are within the acceptable range on the new reagent pack, discard the affected reagent pack with the QC Warning - Low results and do not report patient test results from that reagent pack. If the QC Warning repeats on the new reagent pack, please call Bio-Rad Technical Support for assistance with troubleshooting. Re-test any samples that were tested using the affected reagent pack. If multiple packs for a particular BioPlex 2200 assay are on-board the instrument, the reagent pack (kit) serial number associated with the QC Warning - low results can be determined by viewing the Control Result dialog for the corresponding QC Event.

2.
QC Warning - high for only some analytes:

Recalibrate the reagent pack with the QC Warning - high and re-run QC. Verify that QC results are within the acceptable range for all analytes before reporting patient results. Any samples tested using the pack with the QC Warning - high must be retested. Patient samples run on the affected pack are valid due to the fact that a calibration occurred with that pack.

If a control result is out of its specified range, any test results generated since the last acceptable control results must be evaluated to determine if test results may have been adversely affected. Adversely affected results are invalid, and these samples must be retested.

X.       PROCEDURE: 

A.

Steps for the routine operation of the instrument include the following:

1. Maintenance

2. Assay calibration

3. Assay quality control

4. Sample loading

5. Sample removal

6. Result review

7. End of shift procedure

B.  MAINTENANCE

1.  Daily maintenance

a. Address messages

b. Load Reagent Packs

c. Replenish supplies and empty waste

d. Visual inspection

2.  Weekly Maintenance

a) Inspect the sheath filter

b) Inspect the syringes

c) Clean the sample handler

d) Database maintenance

e) Inspect and wipe the system probes

f) Clean the system probes

g) Detector calibration

3.  Monthly Maintenance

a) Clean the liquid waste containers
b) Sanitize the deionized water container


  
  

4.   On Demand Maintenance


a.
Other maintenance activities done on a periodic basis are described in  

section 11.8 of the BioPlex 2200 System Operation Manual.


b.
All maintenance activities are described in detail in section 11.1 – 



11.84 of the BioPlex 2200 System Operation Manual.


XI.       REPORTING RESULTS
Report out as Nonreactive, Equivocal or Reactive.

As of January 1, 2019, we are not reporting out the RPR.  If a RPR is needed, the RPR will be sent to a reference laboratory for further testing.

1.
Measuring Range


AMR:  0.2 – 8.0 AI



CRR:  0.2 – 8.0 AI


2.
Guidelines for Interpretation of Results



All calculations necessary to interpret the results are performed automatically 




by the BioPlex 2200 System Software. Results are calculated for each 






analyte and are compared against its respective cutoff.




Syphilis Total assay results are expressed as an antibody index (AI). Results of ≤ 


0.8 AI are nonreactive, 0.9 and 1.0 AI are equivocal, and ≥ 1.1 AI are reported as 


reactive.
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For specimens that are equivocal, the patient sample will be treated as a postitive result.  Run patient in duplicate.  Follow with confirmation testing if needed of RPR.   If the repeated testing is still equivocal, report out equivocal.  . In conjunction with these results, the immune status of patients 
should be evaluated based on their clinical status, related risk factors, and other 



diagnostic test results. Initially reactive results should be supplemented with a 



non-treponemal test to distinguish between present and past infection. An 





additional sample should be obtained (one drawn at a later date) if the results of 



non-treponemal and treponemal tests do not establish a diagnosis.




Diagnostic considerations should be based on treponemal and nontreponemal 



testing as described in the Centers for Disease Control and Prevention (CDC) 



Sexually Transmitted Diseases Treatment Guidelines, 2015.3



3.
Titer for RPR Reactive Samples




Samples that are REACTIVE for the qualitative RPR may be titered (optional). To 


titer reactive samples, the following titers may be requested in the user interface: 



1:4, 1:8, 1:16,1:32, and 1:64. Test each dilution as described in the section 




above. Note: RPR titers are recommended to be run in batch mode.




For titers < 1:4 or > 1:64, manual dilutions may be performed using BioPlex 2200 


Sample Dilution Buffer (P/N 12006863).




For titers < 1:4, a 1:2 manual dilution (150 μl neat sample + 150 μl BioPlex 2200 



Sample Dilution Buffer) is required. The diluted sample should then be run neat 



(no onboard dilution required).




For titers > 1:64, a 1:32 manual dilution (25 μl neat sample + 775 μl BioPlex 2200 


Sample Dilution Buffer) is required. Once the 1:32 dilution is made, the five on-



board dilutions may be requested in the user interface (1:4, 1:8, 1:16, 1:32 and 



1:64) to obtain extended titers for 1:128, 1:256, 1:512, 1:1024 and 1:2048 





respectively.


4.
The following table can be used for additional interpretation of results:
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5.
RPR Titer Data Analysis




RPR titer results on RPR reactive samples should be reported as shown below. 



Samples nonreactive at 1:4 dilution should be interpreted as titer: < 1:4. Samples 


reactive at 1:64 dilution should be interpreted as titer: > 1:64.




The RPR titer corresponds to the highest reactive dilution. For example:
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Prevalence




Expected values for the Syphilis Total & RPR kit are presented by age and gender 



for 
patients included in the study. The following tables (Tables A – C), show 




BioPlex 2200 test results for serum samples from the intended use 







population, which includes 
patients who had a syphilis test ordered 







(N=401), pregnant women (N=295), and HIV positive patients (N=305).
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Syphilis Total N (%) RPR N (%)
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<21 0(0.0%) | 0(0.0%) 45(100%) | 1(2.2%) 44 (97.8%)

21-30 1(08%) | 0(0.0%) | 174(99.4%) | 1(0.6%) 174 (99.4%)
31-40 1(1.4%) | 0(0.0%) 72(98.6%) | 2(27%) 71(97.3%)
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Overall 15— 42 2(07%) | 0(0.0%) | 293(99.3%) | 4(1.4%) 291 (98.6%)
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Female

Plex Sypl

Total N (%)

BioPlex RPR N (%)

Reactive
0(0.0%)

Equivocal
0.0.0%)

Non-reactive
2 (100%)

0 (0.0%)

Non-reactive
2 (100%)

Male

1(20.0%)

0(0.0%)

4(80.0%)

2 (40.0%)

3 (60.0%)

Female

0(0.0%)

0(0.0%)

6 (100%)

0 (0.0%)

6 (100%)

Male

4(16.0%)

0(0.0%)

21 (84.0%)

4(16.0%)

21 (84.0%)

Female

5 (25.0%)

0(0.0%)

15 (75.0%)

4(20.0%)

16 (80.0%)

Male

8 (30.8%)

1(3.8%)

17 (65.4%)

6(23.1%)

20 (76.9%)

Female

12 (28.6%)

0(0.0%)

30 (71.4%)

6 (14.3%)

36 (85.7%)

Male

26 (36.6%)

1(1.4%)

44 (62.0%)

12 (16.9%)

59 (83.1%)

Female

8(38.1%)

0(0.0%)

13 (61.9%)

3 (14.3%)

18 (85.7%)

Male

30 (49.2%)

1(1.6%)

30 (49.2%)

10 (16.4%)

51 (83.6%)

Female

2(33.3%)

0(0.0%)

4(66.7%)

0 (0.0%)

6 (100%)

Male

5 (31.3%)

1(6.3%)

10 (62.5%)

2 (12.5%)

14 (87.5%)

>7

Female

0(0.0%)

0(0.0%)

0(0.0%)

0 (0.0%)

0(0.0%)

Male

0(0.0%)

0(0.0%)

2 (100%)

0 (0.0%)

2 (100%)

Unknown

Male

0(0.0%)

0(0.0%)

2 (100%)

0 (0.0%)

2 (100%)

17-75

Female

27 (27.8%)

0(0.0%)

70 (72.2%)

13 (13.4%)

84 (86.6%)

Male

74 (35.6%)

4(1.8%)

130 (62.5%)

7 (17.6%)

171 (82.2%)

Total

101 (33.1%)

4(1.3%)

200 (65.6%)

50 (16.4%)

255 (83.6%)




Performance Characteristics

The performance of the BioPlex 2200 Syphilis Total assay was evaluated against three commercially available reference assays (Treponemal, non-treponemal and 2nd Treponemal). The final, interpreted comparator results are shown below in Table D.

The performance of the BioPlex 2200 RPR assay was evaluated against commercially available RPR assay.
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Method Comparison

Prospective Study

A total of 1001 serum samples were evaluated at three (3) U.S. clinical testing sites. Performance of the BioPlex 2200 Syphilis Total & RPR kit was evaluated using serum samples from patients who had a syphilis test ordered (N=401), HIV positive patients (N=305), and pregnant women who had a syphilis test ordered (N=295). Results are shown in Tables E – F.
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Apparently Healthy Subjects

An additional study was conducted to evaluate the performance of the BioPlex 2200 Syphilis Total & RPR kit using a total of 301 samples collected prospectively from apparently healthy subjects.

[image: image15.png]Table G. BioPlex 2200 Syphilis Total vs. Final Comparator Result: Serum Samples from Apparently Healthy Subjects

Apparently
Healthy Subjects

Final Comparator Result

Total

&
g
g
£

BioPlex 2200 Syphil

% Pos Agreement | % Neg Agreement
95% CI 95% CI

75.0% (¥4) 99.0% (294/297)
301% - 95.4% 97.1% - 99.7%




[image: image16.png]Table H. BioPlex 2200 RPR vs. Commercially Available RPR: Serum Samples from Apparently Healthy Subjects

Commercially Available RPR

Apparently
i % Pos Agreement | % Neg Agreement
Healthy Subject
oalthy Subjects Total 95% CI 95% C1

0% (0/4) 98.0% (291/297)
0.0% - 49.0% 95.7% - 99.1%

gd
-]
gE
N
g8
§>=
a5
2





Clinical Performance in Samples from Pregnant Women

Performance of the BioPlex 2200 Syphilis Total & RPR kit was evaluated using a total of 372 samples from pregnant women who had a syphilis test ordered (N=295), including pregnant women with a history of STD (N=45), and pregnant women with presumptive positive syphilis test results (N=32).
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Retrospective Study

Performance of the BioPlex 2200 Syphilis Total & RPR kit was evaluated using a total of 544 retrospective samples, including RPR/VDRL positive samples (N=410), samples from pregnant women with a history of STD (N=45), samples from pregnant women with presumptive syphilis positive test results (N=32), and samples from HIV/Syphilis dual positive patients (N=57).
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BIOPLEX 2200 SYPHILIS REACTIVITY IN HIV-1 POSITIVE SAMPLES
Performance of the BioPlex 2200 Syphilis Total & RPR kit was evaluated using samples from HIV positive individuals (N=362) including 57 HIV/Syphilis dual positive.
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BIOPLEX 2200 SYPHILIS RESULTS IN PATIENTS MEDICALLY DIAGNOSED WITH SYPHILIS
The performance of the Syphilis Total & RPR kit was evaluated using banked frozen characterized sera (N=156), with known disease stage and treatment status. Samples were from treated and untreated patients with primary, secondary or latent infections. Performance of the Syphilis Total assay was compared to final comparator results as described above. The BioPlex 2200 RPR assay was compared to commercially available RPR assays. Results are shown below in Tables O – P.
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Diagnostic Test Results
Results from testing with the BioPlex 2200 Syphilis Total & RPR are presented below to demonstrate its utility as a diagnostic test. The BioPlex Syphilis Total & RPR assay also confirms reactive results from other commercially available treponemal and non-treponemal screening assays.
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The following Serological Profile Tables for the Prospective and Retrospective Data further support the data above.
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REPRODUCIBILITY STUDIES
Reproducibility testing was performed at three (3) US testing sites using one (1) lot of the Syphilis Total & RPR kit, one (1) lot of the Syphilis Total & RPR Calibrator Set, and one (1) lot of the Syphilis Total & RPR Control Set.

The reproducibility panel and positive and negative controls were tested on three (3) sites in quadruplicate (x4) in two (2) runs per day for five (5) days to generate 120 data points per panel member and controls (3 sites x 4 replicates x 2 runs x 5 days = 120).

The data were analyzed for intra-assay and inter-assay reproducibility according to the principles described in the Clinical Laboratory Standards Institute guidance EP15-A3. The standard deviation (SD) and percent coefficient of variation (%CV) were calculated. Results are shown below.
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PRECISION STUDIES
Precision testing was performed at Bio-Rad Laboratories with one lot of the BioPlex 2200 Syphilis Total & RPR kit, one lot of the BioPlex 2200 Syphilis Total & RPR Calibrator Set and one lot of the BioPlex 2200 Syphilis Total & RPR Control Set. Precision panel members and positive and negative controls were tested in duplicate (2x) on two (2) runs per day for twenty (20) days to obtain 80 data points per member and control (2 replicates x 2 runs x 20 days = 80). The data were analyzed for intra-assay and inter-assay precision according to the principles described in the Clinical Laboratory Standards Institute guidance EP5-A3. The standard deviation (SD) and percent coefficient of variation (%CV) were calculated.
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CROSS-REACTIVITY
A cross-reactivity study was performed to determine if samples from various disease states and other potentially present antibodies cross-react with test results when tested with the BioPlex 2200 Syphilis Total & RPR kit. A panel of minimum ten (10) specimens positive for each cross reactant was evaluated for possible cross reactivity with the BioPlex 2200 Syphilis Total & RPR kit. All cross-reactant samples were pretested by commercially available Syphilis Total or RPR assays and only those that tested negative were further evaluated by the BioPlex 2200 Syphilis Total and RPR kit. Percent negative agreement is calculated by dividing the numbers of negative results of the BioPlex 2200 Syphilis Total and RPR assays by the total number of negative samples tested. The results demonstrated no significant cross-reactivity for the various disease state samples and the BioPlex 2200 Syphilis Total & RPR assays.
[image: image32.png]Table X. Cross-Reactivity

Category
Anti-HBs

Number Tested

BioPlex Syphilis Total
Negative Agreement (%)

100.0%

oPlex RPR
e Agreement (%)

100.0%

Anti-cardiolpin IgG

90.0%

100.0%

Anti-cardiolipin g

100.0%

100.0%

Anti-cardiolpin IgA

100.0%

90.0%

Anti-nuclear antibody (ANA)

100.0%

100.0%

B.burgdorferi g6

100.0%

100.0%

Bburgdorferilgh

100.0%

100.0%

Cytomegalovirus (anti-CHV 196 positive)

100.0%

100.0%

Cytomegalovirus (anti-CHV Igh positive)

100.0%

100.0%

Ecoli

100.0%

100.0%

Epstein-Barr Virus (EBV IgG positive)

100.0%

100.0%

Epstein-Barr Virus (EBV VCA IgM positive)

100.0%

100.0%

HBsAg

100.0%

100.0%

HOV

100.0%

100.0%

HV

100.0%

100.0%

Hyper gamma-globulinemia (gG & lgM)

100.0%

100.0%

Leptospirosis

100.0%

100.0%

Pregnancy

100.0%

100.0%

Rheumatoid Factor Positive

100.0%

100.0%

Rubella 196

100.0%

100.0%

Rubella IgM

100.0%

100.0%

Systemic Lupus Erythemoatosus (SLE)

100.0%

91.7%

Toxoplasmoss lgG positive

100.0%

100.0%

Toxoplasmosis Igh! positive

100.0%

100.0%

Varicella Zoster Virus (anti-VZV IgG positive)

100.0%

100.0%





INTERFERING SUBSTANCES

Testing for interfering substances was conducted according to CLSI Protocol EP07-A2. No significant interference was observed with any of the substances tested (N=10) at concentration levels shown below.
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XII.       PROCEDURAL NOTES/PROBLEM-SOLVING TIPS

1. 
The Syphilis Total & RPR test results should be considered with other laboratory 
results as well 
as 
the  clinical presentation of the patient. Results should be 
interpreted by a physician.

2.
A nonreactive result does not exclude the possibility of exposure to or infection 
with T. pallidum. 
Antibodies may be at low or undetectable levels in 
incubating or early primary disease and in 
some clinical conditions. Therefore 
results need to be interpreted with caution.

3.
Detection of treponemal antibodies may indicate recent, past or successfully 
treated syphilis 
infections and therefore cannot be used to differentiate between 
active and cured cases.

4.
Assay interference due to circulating antibodies against yaws, pinta, and bejel 
has not been 
evaluated. Cross-reactivity with these treponemal disease 
conditions is to be expected with 
treponemal antibody tests.

5.
RPR Assay interference resulting in false positive results may occur due to cross 
reacting 
antibodies from patients diagnosed with Systemic Lupus 
Erythemoatosus, pregnancy, malaria, 
autoimmune disease, viral pneumonia, 
intravenous drug use, and in people who have been 
recently immunized (e.g., 
smallpox vaccination).

6.
Results obtained from immunocompromised individuals should be interpreted 
with caution.18
7.
A patient with a Syphilis Total reactive result will usually remain reactive for life, 
and therefore 
antibody indices cannot be used to determine responses to 
therapy.

8.
Contaminated, icteric, lipemic, hemolyzed or heat inactivated sera may cause 
erroneous results 
and should be avoided.
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