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BACKGROUND & PROJECT AIMS

Phase I: TECHNICAL CHALLENGES – Uncertainty regarding the reliability and reproducibility of NGS 
techniques     
➢ To compare NGS results among laboratories performing NGS detection of TP53 mutations in CLL 

with detection limit of 1% VAF

Phase II: CLINICOBIOLOGICAL ASPECT – Controversial clinical impact
➢ To confirm prognostic impact of low-VAF TP53 variants in patients entering first-line treatment in 

with a multicenter approach

Should be the 10% (5%) cut-off for reporting TP53 mutations 
decreased? 
If yes, how much? 
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PROJECT TITLE:
ERIC MULTICENTER STUDY ON PROGNOSTIC AND PREDICTIVE IMPACT OF TP53 VARIANTS BELOW 10% VAF



PHASE I: METHODICAL HARMONIZATION
Inter-laboratory comparison of NGS results obtained from the set of reference samples
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42 LABORATORIES
7 samples
23 TP53 variants 0.5-7% VAF 
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1

c.166G>T p.(E56*) 3.9

c.524G>A p.(R175H) 4.3

c.580C>T p.(L194F) 4.1

c.743G>A p.(R248Q) 2.8

c.853G>A p.(E285K) 4.2

2 none none -

3

c.166G>T p.(E56*) 0.9

c.524G>A p.(R175H) 1.1

c.580C>T p.(L194F) 1.0

c.743G>A P.(R248Q) 0.7

c.853G>A p.(E285K) 1.0

4
c.173del p.(P58Qfs*65) 6.3

c.949dup p.(Q317fs*20) 5.2

5 c.559+1G>A p.? 1.7

6
c.173del p.(P58fs*65) 1.9

c.949dup p.(Q317fs*20) 1.6

7

c.337T>G p.(F113V) 2.0

c.569C>T p.(P190L) 4.4

c.626_627del p.(R209fs*6) 4.1

c.672+1G>T p.? 4.4

c.685_689del p.(C229fs*9) 3.1

c.741_742delinsTT p.(R248W) 4.9

c.817C>T p.(R273C) 1.9

c.949C>T p.(Q317*) 1.7
42 LABORATORIES
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true variants

reference method: ddPCR (% VAF)

false negative

false positive

✓ 63% laboratories
no false positivity >2% VAF

no false negativity >2% VAF

 17% laboratories
false positivity above their limit 

of detection
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42 LABORATORIES
7 samples
23 TP53 variants 0.5-7% VAF 
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PHASE II: DATA COLLECTION 
Results of TP53 analysis performed before 1st therapy using NGS with 
detection limit 1% VAF

A consecutive cohort of patients (including both wt-TP53 and mut-TP53 CLL) 
entering 1st line therapy before 12/2017. 
Corresponding clinical and laboratory data.
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