
 

 

processing, and processing includes the QC of the stain at both locations. 
 
The laboratory must demonstrate that each reagent performs within the specifications 
established by the laboratory for the test procedure.  Documentation of concurrent testing 
of reagents or acceptable quality control results will satisfy this requirement. 
 
When the laboratory uses a manufacturer’s kit, the reagents of the kit must not be 
combined, mixed, or replaced with components of another kit from a different lot 
number, unless otherwise permitted and specified by the manufacturer in the package 
insert.  Use D5419. 
 
Laboratories which use automated staining methodologies must follow the 
manufacturer’s instructions.  Use D5411. 
 
Flow Cytometry 
 
Staining controls for cell surface immunophenotyping by flow cytometry should consist 
of either normal, cultured or abnormal cells known to be positive for selected standard 
antigens and must verify the proper performance of reagents. Frozen or other preserved 
cells may be used.  A negative reagent control must be run for each test cell preparation, 
and is to consist of monoclonal antibody(ies) of the same species and isotype or 
equivalent.  Negative reagent controls will consist of: 
 

(a)  For indirect stains, an irrelevant primary antibody and the same secondary 
antibody(ies) conjugated with the same fluorochrome(s) used in all relevant test 
combinations; and  

 
(b)  For direct stains, an irrelevant antibody conjugated to the same fluorochrome and 

at the same fluorochromes: protein ratio used in all relevant test combinations. 
 
Probes §493.1273(a) 
 
For flow cell cytometric surface immunophenotyping, is a negative reagent control used 
to define a threshold for positive staining cells?  If not, how does the laboratory define 
the threshold for positive staining cells?  
 
Is a quality control slide with the appropriate differential or special stain tested at the 
same time patient specimens are tested? 
 
D5603 
(Rev. 166, Issued: 02-03-17, Effective: 03-03-17, Implementation: 03-03-17) 
 
§493.1273 Standard:  Histopathology 
 
(b) The laboratory must retain stained slides, specimen blocks, and tissue remnants 
as specified in §493.1105.  The remnants of tissue specimens must be maintained in 



 

 

a manner that ensures proper preservation of the tissue specimens until the portions 
submitted for microscopic examination have been examined and a diagnosis made 
by an individual qualified under §§493.1449(b), (l), or (m). 
 
D5605 
(Rev. 166, Issued: 02-03-17, Effective: 03-03-17, Implementation: 03-03-17) 
 
§493.1273 Standard:  Histopathology 
 
(c) An individual who has successfully completed a training program in 
neuromuscular pathology approved by HHS may examine and provide reports for 
neuromuscular pathology. 
 
Interpretive Guidelines §493.1273(c) 
 
HHS approves the American Academy of Neurology Committee for Neuromuscular 
Pathology Training Program. 
 
D5607 
(Rev. 140, Issued: 05-29-15, Effective: 05-29-15, Implementation: 05-29-15) 
 
§493.1273 Standard:  Histopathology 
 
(d) Tissue pathology reports must be signed by an individual qualified as specified 
in paragraph (b) or, as appropriate, paragraph (c) of this section.  If a computer 
report is generated with an electronic signature, it must be authorized by the 
individual who performed the examination and made the diagnosis. 
 
Interpretive Guidelines §493.1273(d) 
 
The laboratory must ensure that only those individuals qualified to evaluate 
histopathology specimens can release his or her electronic signature for reporting 
purposes. 
 
The tests in histopathology include both gross examination (macroscopic) and 
microscopic examination of the slide(s) with evaluation and diagnostic interpretation, and 
diagnostic findings reported. 
 
In the event of a computer-generated signature, the laboratory must ensure that the 
system is protected from use by unauthorized individuals. 
 
If the technical supervisor who performed the examination and diagnosis is not available 
to sign the report, an individual, also qualified as a technical supervisor in 
Histopathology, must reexamine and diagnose in order to sign out the report. 
 
 


