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TheraTest News

TheraTest Laboratories is working on the development of its own second generation anti-CCP ELISA test. Anti-CCP antibodies are not only specific diagnostic markers of rheumatoid arthritis, but also predictors of more severe outcome. Anti-CCP antibody positivity is important information that helps rheumatologists in planning the most appropriate therapy. 

Our two new products, the TheraTest EL-Anti-TPO™ and the TheraTest EL-Anti-Thyroglobulin™ assays are under FDA review, and the development of the TSH assay is under way. These tests will provide a comprehensive thyroid diagnostic panel for the screening of clinical or subclinical autoimmune thyroid disease, frequently associated with other autoimmune diseases.
One of the most frequent associations of thyroid disease is that with celiac disease. Our EL-tTG™ IgA/IgG and EL-Glia™ IgA/IgG ELISA tests provide serological screening for celiac disease with > 95% sensitivity and specificity. 
Got and idea? Have a suggestion? Contact our R&D team at gabriella@theratest.com!

Product Spotlight: 25(OH) Vitamin D
The measurement of 25(OH)-Vitamin D concentration in serum samples has become increasingly popular. Besides Vitamin D’s well-known effects on calcium homeostasis and bone formation, a growing number of studies have found relationships between Vitamin D insufficiency and various types of cancers, autoimmune diseases, and even increased cardiovascular and general mortality rates (1). The increasing interest in and demand for Vitamin D measurements, however, is accompanied with disturbing news about technical problems and the reliability of testing methods.  

The natural form of Vitamin D in mammals is D3, which is synthesized from its precursor in the skin upon sun exposure. D2 is found in plants, and as D2 intake is usually low, the Vitamin D2 level in the serum is generally negligible. Both D2 and D3 are converted first to 25(OH)-D2 and -D3 by a liver enzyme, and then to 1,25(OH)2-D2 or -D3, the active forms, in the kidney. In the blood, both 25(OH)-D3 and 25(OH)-D2 are bound to a carrier protein, the Vitamin-D Binding Protein or GC Globulin. 
There are two types of lab tests measuring Vitamin D: chemical and immunochemical methods. The first category includes HPLC (High Performance Liquid Chromatography) and LC-MS/MS (Liquid Chromatography – Tandem Mass Spectrometry); the second includes various enzyme-, chemiluminescence- or radio-immunoassays. During the measurement process, first the Vitamin D should be separated from the binding protein, which can be accomplished by various precipitation methods or replacing agents. The existence of several different releasing techniques and test principles makes Vitamin D measurements prone to high variability. The poor correlation between different methods has been well recognized and widely discussed in the scientific literature (2, 3). In a recent study (3), seven methods (HPLC and six different immunoassays) were compared to LC-MS/MS. All immunoassays demonstrated more or less deviation from the target concentrations, and difference plots revealed variable individual results (3). This does not mean, however, that HPLC or LC-MS/MS results are always absolutely correct. The Vitamin D International External Quality Assessment Scheme (DEQAS) reported poor interlaboratory agreement of LC-MS/MS results, which, according 
to their study (4), originated from problems with calibration and assay standardization (different matrix of standards, different calibration of the stock standard solution, etc.). As a result, they did not consider LC-MS/MS sufficiently robust to become the reference method (4). As none of the LC-MS/MS methods are FDA approved tests, laboratories have to develop their own method and determine and monitor the performance of their assay. 
The 25-Hydroxy Vitamin D EIA from IDS is the only FDA-approved ELISA method that can be run manually or be adapted to automated immunoassay analyzers. It is a widely used method in the USA, as well as in Europe. According to the results of several studies, the IDS EIA method performs similarly to other immunoassays (3). The recovery of added 25(OH)-D2 was found to be 56.4% by a DEQAS study. In most cases this is satisfactory, as Vitamin D2 levels in the serum samples are usually very low, and do not significantly contribute to the total levels. The only scenario when 25(OH)-D2 is the dominant form in the serum is when a patient is treated with D2 supplements, particularly high dose D2 (e.g., 50,000 IU. per week). As the majority of Vitamin D supplements (and even fortified food) contain the D3 form, this rarely happens, and when this is the case, we recommend that the specimen be sent out to a laboratory which performs a Vitamin D assay capable of separately measuring D3 and D2. It is generally recommended, however, that physicians treat patients with D3 supplements, whenever possible. It is also important to use the same assay method over time, because results obtained by different methods are not always interchangeable. 

Other available assays for assessing bone metabolism: 
Intact PTH 1-84 ELISA       *       N-MID®-Osteocalcin ELISA      *       Serum CrossLaps® ELISA
If you are interested in any of the products listed above, please call Anthony Tate at 1-800-441-0771 x 41. 
What’s New in Rheumatology?
A few interesting findings from recently published studies: 

Anti-CCP antibody positivity and a significant decrease in anti-CCP titers are associated with clinical response to adalimumab in rheumatoid arthritis. According to the study, a significantly higher proportion (60%) of anti-CCP positive patients achieved ACR 20 response compared to anti-CCP negative ones (44.4%). Moreover, serum levels of anti-CCP antibodies decreased significantly only in those who met the 
ACR 20 response criteria at week 24 (5).

In a study investigating the occurrence of anti-chromatin/anti-nucleosome antibodies in patients with cutaneous lupus erythematosus (CLE) and active and inactive SLE, authors found that the prevalence of anti-chromatin/anti-nucleosome antibodies was significantly higher in active SLE, compared to inactive SLE and CLE. Only one out of 54 CLE subjects (1.8%) tested positive. The presence or the titer of anti-chromatin/anti-nucleosome antibodies correlated with disease activity in those who tested negative for anti-dsDNA antibodies, and was also associated with active nephritis (6). 
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