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EBF white paper ὕ  

˹ᶥ  

7th JBF Symposium, 2016  

EBF white paper:  
Tiered approach into practice -  scientific validation 
for chromatography -based assays in early 
development: a recommendation from the European 
Bioanalysis  Forum.  
        Bioanalysis , Vol  7, No. 18, Pages 2387 -2398.  
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7th JBF Symposium, 2016  

1. Certificate of Analysis (1/2)  

EBF Recommendation: 
V  

    COA  

V  

DG2015-16 Discussion: 
V :  

        ROA  

        ROA  

V : ICH-M3 ROA  

        ROA  

 

 

Ẁӓ̱ ROA  
̈ ӓ ROA ḹֻ ʦ ֿʝ  

ⱳ ʝ ὑ 
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   ʦ ֿʝ ? 

˘ ͔ ὑ֯ 
 

1. ᾍ  

  ᾍ ὑ ӓ  

ї identity   
TK ͒Ἥ  

Å ʦ ֿʝ ʥ 
 

2. ᾍ ὑ  

ʦ PK CL Vd  

ר ♅                      

⅛PK  

Å ʦ ֿʝ  

1. Certificate of Analysis (2/2)  

7th JBF Symposium, 2016  
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EBF Recommendation: 
V 5  

V 6  

DG2015-16 Discussion: 
V 5  

V Ҧ
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2. CAL&QC: CAL  

 

̈ ᾮ  ̭ 5 ̊ʣ ᵂ  
ѧ 6 ᵂ  

 
A Tan et al., Some unnecessary or inadequate common practices 
in regulated LC ïMS  bioanalysis ,  

             Bioanalysis (2014) 6(20), 2751 ï2765   

7th JBF Symposium, 2016  
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7th JBF Symposium, 2016  

Pre-study  validation In- study method validation  

 
 

 

 
 20%(LLOQ25%)  

 
 20%(LLOQ25%)  

 
 20%(LLOQ25%) 
 QC 4/6  
   

EBF Criteria  

 20% 15%  

Regulatory Validation     

   

2. CAL&QC: Acceptance Criteria (1/2)  

Accuracy & Precision ᶪ  
      20%(LLOQ 25%) ὑ֯  
 

 

  EBF Recommendation   DG2015-16 Discussion 
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Pre-study  validation In- study method validation  

 

 
 

 25%(LLOQ30%)  

 
 25%(LLOQ30%)  

 
 25%(LLOQ30%) 
 QC 4/6  
   

25%(LLOQ30%) EBF  
15% LLOQ20%  

25% LLOQ30%  

25%(LLOQ30%) Ḩ
֯  

ЖḌ͈ ᾮʴ ᾮʴ Ḍ
Ẏ К ↓ ↓

 
ᶪ ў 

 

2. CAL&QC: Acceptance Criteria (2/2)  

  EBF Recommendation   DG2015-16 Discussion 
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7th JBF Symposium, 2016  

   Criteria 25/30% ? 

Å25%(LLOQ30%) ⅎ  
 

Å 15%(LLOQ20%)  
 

   CC-I ► HPLC ↓  

     Ỉ► ᶪ ὑ  
 

Å ̲ ̊ ֞ Њ Ḩ 
 

Å װ  

 N=6 CV 15% ὑΙ 95%̝ Ӣ ₦    

   t(0.05,5) CV    42(%) ᶪК               

     TK ʺ ͜ ₡Џ 2̊ʣ ͔  
 

Å CV20% 95%̝ Ӣ ₦56% CV25% 83%
CV25% ⅎ  
 

Å 15% Њ LBA ֻ 20% total error
͔Ι  

 

2. CAL&QC -  DG2015 - 16 discussion  
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Pre-study  validation In- study method validation  

 
 

 

Low/Mid/High LLOQ  
n=3  

Low/Mid/High 
n=2  

Å

LLOQ  
Å In study

ULOQ  
Å n

CV  

Å 5  
  n=3 CV   
   
Å

 

2. CAL&QC: QC Level/Reps (1/2)  

Pre-study 
Ḩ 3 ↓ LLOQ QC ⱳ ḹֻ ↓ ֗  
In-study  
EBF Ẳ ֻ    3 ↓ n=2 5% ̭  

 

  EBF Recommendation   DG2015-16 Discussion 

7th JBF Symposium, 2016  
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Pre-study  validation In- study method validation  

 
 

 

LLOQ/Low/Mid/High  
n=5  
 

Low/Mid/High 
n=2  

BMV- G  
Qualified method 

 

5%
 

7th JBF Symposium, 2016  7th JBF Symposium, 2016  

 

Pre-study 
EBF Ẳ ֻ  
 

In-study  
EBF Ẳ ֻ 5% ̭  

 

2. CAL&QC: QC Level/Reps (2/2)  

  EBF Recommendation   DG2015-16 Discussion 
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2. CAL&QC: LLOQ  

Pre-study  validation 

 
 

 

As defined by acceptable LLOQ 
     
     25%  30% 

EBF   

 
 

 

As defined by acceptable LLOQ QC standard 
    QC 25% 

QC  
Criteria 25%  

 

̈ ᾮ    EBF Ẳ ֻ  
 
 

ѧ      

 

  EBF Recommendation   DG2015-16 Discussion 
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EBF Recommendation: 
V Yes 

V Yes or Matrix Matching 

 

DG2015-16 Discussion: 
VYes  

V Matrix Matching  

   

2. CAL&QC: Matrix CAL/QC identical  

7th JBF Symposium, 2016  

Yes Ḩ matrix matching ֯  

 


