
 

 

materials, including one that is capable of detecting errors in the extraction process; 
and 
 
Interpretive Guidelines §493.1256(d)(3)(iv)  
 
Bacteriology: 
 
For direct antigen systems, laboratories may use bacterial cell suspensions to meet the 
requirement for control organisms since the cell suspensions are subjected to both the 
extraction and reaction phases of the test.  However, a matrix similar to patient specimens 
is preferred.  For example, for direct antigen tests for group A streptococcal antigen, 
commercially prepared, dried (solid-shafted) swabs, one containing group A 
streptococcus (S. pyogenes) as a positive control and another with non-group A 
streptococcus and/or Staphylococcus aureus as a negative control may be used.  
 
Additionally, if the manufacturer’s instructions do not specify what the positive control 
contains, the laboratory should contact the manufacturer to ensure that the positive 
control contains a cell suspension of the organism.  Otherwise, the laboratory must have 
an alternative mechanism for meeting this requirement (e.g., laboratory suspension stock 
American Type Culture Collection (ATCC) organism, commercially prepared organism 
controls). 
 
Toxicology: 
 
For comprehensive broad spectrum qualitative drug screening, procedures using gas 
chromatography, a control material containing one or more drugs representative of each 
drug class reported (e.g., tricyclic antidepressants, barbiturates), must go through each 
test phase, including the extraction process. 
 
NOTE:  For gas chromatography and mass spectrometry used for drug confirmations, an 
analyte-specific control is required for both qualitative and quantitative tests. 
 
D5455 
(Rev. 166, Issued: 02-03-17, Effective: 03-03-17, Implementation: 03-03-17) 
 
§493.1256 Standard:  Control procedures 
 
(d)(3)(v) Each molecular amplification procedure, include two control materials 
and, if reaction inhibition is a significant source of false negative results, a control 
material capable of detecting the inhibition. 
 
Interpretive Guidelines §493.1256(d)(3)(iii) 
 
The laboratory is also responsible for following the manufacturer’s instructions 
concerning procedure limitations for detecting nucleic acid target amplification 
sequences, when provided by the manufacturer. 



 

 

 
If the laboratory suspects the presence of interfering substances (inhibitors), the 
laboratory is responsible for using a control material (in addition to positive and negative 
control materials) capable of detecting interfering substances.  Patient specimens may 
contain substances (inhibitors) that interfere with the enzymatic reaction of a molecular 
amplification procedure.  These interfering substances could affect the assay’s sensitivity 
causing a false negative result.  Interfering substances may include, but are not limited to 
components within the patient specimen or exogenous substances introduced during the 
preanalytic and/or analytic phase of testing. 
 
D5457 
(Rev. 166, Issued: 02-03-17, Effective: 03-03-17, Implementation: 03-03-17) 
 
§493.1256 Standard:  Control procedures 
 
(d)(4) For thin layer chromatography-- 
 
(d)(4)(i) Spot each plate or card, as applicable, with a calibrator containing all 
known substances or drug groups, as appropriate, which are identified by thin layer 
chromatography and reported by the laboratory; and 
 
(d)(4)(ii) Include at least one control material on each plate or card, as applicable, 
which must be processed through each step of patient testing, including extraction 
processes. 
 
Interpretive Guidelines §493.1256(d)(4) 
 
For qualitative urine drug screens performed by thin layer chromatography, a negative 
control is not required.  However, a control containing one or more drugs representative 
of each drug group reported (e.g., tricyclic antidepressants, barbiturates) that goes 
through each test phase (including the extraction process) is required. 
 
D5459 
(Rev. 166, Issued: 02-03-17, Effective: 03-03-17, Implementation: 03-03-17) 
 
§493.1256 Standard:  Control procedures 
 
(d)(5) For each electrophoretic procedure include, concurrent with patient 
specimens, at least one control material containing the substances being identified or 
measured. 
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§493.1256 Standard:  Control procedures 


