2019 BALL-A
PARTICIPANT SUMMARY

Evaluation Criteria Results for the BALL Survey are not formally evaluated; however, statistics will
appear in the Participant Summary for your information.

To provide a timely evaluation of your results, statistics presented in this Participant
Summary reflect participant data received by the due date.

Cell markers with less than ten reported results were not included in this Participant
Summary.

In the event a result is not graded, a numeric code will appear next to your result. A
definition of the code will appear on the first page of your evaiuation. Please see
"Actions laboratories should take when a PT result is not graded" on page 17.

| BALL-A Discussion |

Case BALL-01 List Mode Case Negative for MRD

This case did not contain an abnormal population. However, a small population of hematogones with a classic
maturation pattern was present. Plasma cells were also clearly visible (CD38 bright, CD10 negative, CD20 negative).
The diagnostic population of cells was CD45 dim, CD10 and CD58 bright, CD20 negative, CD38 variable in Tube 1.
Tube 2 showed a diagnostic population that was CD34 and CD13/33 negative, and positive for CD9. The day 29
sample was clearly distinct from the prior diagnostic immunophenotype with weaker CD10, variable CD20, slightly
brighter CD45, and weaker CD58 (representative dot plots shown below).

A total of 83.1% (54/65) of participants reported this case as negative, with 16.9% (11/65) calling it positive. Of those
calling it positive, the majority reported 0.1 - 0.9%. Participants who reported positive results for this sample should

review their analysis procedures.

Please note that when a sample is negative, the value of abnormal cells is 0 and should not be reported as
MRD positive. An immunophenotype should not be provided if no abnormal population is present.
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| BALL-A Discussion (cont.) |

Day 29 population (hematogones) shown in green:
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Case BALL-02 List Mode Case Positive for MRD at approximately 0.1%

This case contained an abnormal population. The diagnostic population of celis was CD45 dim, CD10 and CD58
bright, CD20 variable, CD38 dim/neg in Tube 1. Tube 2 showed a diagnostic population that was CD34 and CD13/33
positive, and positive for CD9. The day 29 sample showed a shift in CD20 expression from variable to positive. This
is not uncommon and has been reported as early as 2005.! However, this population had an abnormal phenotype as
the cells in Tube 1 were CD10 positive and CD38 negative. The population was also brighter CD19 than the normal
lymphocyte population. Tube 2 showed that this CD20+CD10+ population was also positive for CD34 and CD13/33,
consistent with the original phenotype.

A total of 76.9% (50/65) of participants reported this case as positive, with 23.1% (15/65) calling it negative. Of those
calling it positive, the majority reported 0.01 - 0.1%. Participants who reported negative results for this sample should
review their analysis procedures and consult recent literature on gating strategy.? While this case showed a shift in
some of the original markers, the abnormal population continued to express an aberrant phenotype. Comparison of
case 1 and case 2 shows how one can distinguish hematogones from residual disease in most cases.
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| BALL-A Discussion (cont.) |

Case 2 Day 29 tube 1
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Case BALL-03 Negative for MRD

Two sets of plots were provided for this case, one representing the diagnostic immunophenotype at onset of
disease, and one representing MRD assessment at day 29. The diagnostic case showed the following abnormal
immunophenotype: positive for CD9 bright, CD10 bright, CD19 dim, CD34 and CD38 dim/neg, and CD58 bright;
and negative for CD20, CD13/33, and CD45. The MRD tubes did not demonstrate a similar abnormal blast
population, but rather showed a population of immature B cells (hematogones) with a normal immunophenotype:
positive for CD19, CD10, CD38 uniform bright, and CD45 dim, with heterogeneous expression of CD20, CD34, and
CD58. A key to identifying these as normal cells is to recognize differences in antigen expression intensity between
these cells and the B lymphoblasts seen at diagnosis. For example, the hematogones show reduced expression of
CD9, CD10, CD34, and CD58 with increased expression of CD20, CD38, and CD45 compared with the B
lymphoblasts seen at diagnosis.

Of the 66 participants who reported a result, 57 (86.4%) correctly reported this sample as negative, with the
remaining 9 (13.6%) participants reporting positive. Of those reporting positive, 1 participant reported in the 0.1 -
0.9% range, and 8 participants reported in the 1% - 9.9% range.



BALL-A Discussion (cont.) |
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