
 

 

 
§493.1278 Standard:  Histocompatibility 
 
(d)(6) Check each antibody screening by testing, at a minimum the following: 
 

(d)(6)(i) A positive control material containing antibodies of the appropriate 
isotype for the assay. 
 
(d)(6)(ii) A negative control material. 

 
Interpretive Guidelines §493.1278(d)(6) 
 
For serologic antibody screening, each tray must include at least one positive control 
serum previously shown to react with all lymphocytes and one negative control serum 
which has been demonstrated to be non-cytotoxic or lack antibody.  Results are invalid if 
controls fail to react as expected.  Cell viability in the negative control well at the time of 
reading must be sufficient to permit accurate interpretation of results.  Viability should 
exceed 80%.  The positive control must contain antibodies of the appropriate isotype 
(e.g., IgG and/or IgM).  If the frozen cell tray is specific for Class II (HLA-DR or DQ) 
antibody testing, the laboratory must ensure B cells are being tested and have a 
mechanism to distinguish Class II antibodies from antibodies to Class I antigens that are 
also found on B cells. 
 
Laboratories using ELISA and/or flow cytometric techniques must include one positive 
control serum and one negative control serum.  Reagent controls for non-specific binding 
of antibody should be included with all ELISA testing. The negative control for flow 
cytometers should demonstrate non-reactivity and the positive control should be specific 
for HLA antigens.  Again, the positive control for both techniques must contain 
antibodies of the appropriate isotype (i.e., IgG and/or IgM). 
 
Verify that the laboratory uses a negative control and the appropriate isotype for its 
positive control. 
 
Verify that the laboratory has established acceptability criteria for each control and for 
each method it uses. 
 
D5761 
(Rev. 140, Issued: 05-29-15, Effective: 05-29-15, Implementation: 05-29-15) 
 
§493.1278 Standard:  Histocompatibility 
 
(d)(7) As applicable, have available and follow written criteria and procedures for 
antibody identification to the level appropriate to support clinical transplant 
protocol. 
 
Probe §493.1278(d)(7) 



 

 

 
Do the laboratory’s policies specify when antibody reactivity (positive antibody screen) 
will be further characterized, (i.e., identification of antibody directed against specific 
HLA antigens) and the procedures to be used for antibody identification? 
 
D5763 
(Rev. 166, Issued: 02-03-17, Effective: 03-03-17, Implementation: 03-03-17) 
 
§493.1278 Standard:  Histocompatibility 
 
(e) Crossmatching.  The laboratory must do the following: 
 

(e)(1) Use a technique(s) documented to have increased sensitivity in 
comparison with the basic complement-dependent microlymphocytotoxicity 
assay. 

 
Interpretive Guidelines §493.1278(e)(1) 
 
The minimum technique for crossmatching for transplantation must be more sensitive 
than the basic lymphocytotoxicity test (standard complement dependent or NIH 
procedure).  A technique that enhances sensitivity must be used (e.g., increased 
incubation time, additional wash steps, antihumanglobulin (AHG) augmentation, ELISA 
testing, flow cytometry testing). 
 
D5765 
(Rev. 166, Issued: 02-03-17, Effective: 03-03-17, Implementation: 03-03-17) 
 
§493.1278 Standard:  Histocompatibility 
 
(e)(2) Have available and follow written criteria for the following: 
 
 (e)(2)(i) Selecting appropriate patient serum samples for crossmatching. 
 
Interpretive Guidelines §493.1278(e)(2)(i) 
 
The laboratory must have clearly defined protocols for selection of serum for crossmatch 
testing.  There are numerous acceptable protocols for the selection of crossmatch samples 
which vary from transplant center to center.  However, every effort should be made to 
procure a specimen at the time of transplant or unless the laboratory can clearly establish 
that the patient did not receive a blood transfusion or other alloimmunizing event 
between the times of specimen collection and transplant date. 
 
Review patient transplant records for lymphocyte crossmatch results.  Verify serum 
selected for crossmatching against antibody screening/identification records.  Verify if 
the serum is tested at an optimal dilution.  Crossmatches are performed with donor T cells 


