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DG2015- 18  
Analysis of Anti- Drug Antibody 

DG members: 
Tatsuki Nomura1, Kazuhiro Miya2, Masako Soma3, Fujiko Takamura4,  
Noboru Tanaka5, Tomohiko Hanada6, Michi Kitano7, Ken-ichi Yamamoto8, 
Hiroe Miyamoto9 

 

1 Shin Nippon Biomedical Laboratories, Ltd., 2 Chugai Pharmaceutical Co., Ltd., 
3 Daiichi Sankyo Co., Ltd., 4 Astellas Pharma Inc., 5 JCR Pharmaceuticals Co., Ltd.,  
6 Nippon Shinyaku Co., Ltd., 7 FUJIFILM RI Pharma Co., Ltd., 8 LSI Medience Corporation, 
9 Sumika Chemical Analysis Service, Ltd. 
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 Summary 

Ligand Binding Assay LBA

LBA LBA 4
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 Summary 

Biotechnology-based drugs, typified by antibody drugs, are currently being 
developed for various diseases. The Ligand Binding Assay (LBA) is being used 
for the concentration measurement of these drugs. LBA is also commonly 
used to measure various biomarkers that serve as indices for drug efficacy 
and safety evaluations. In this regard, LBA has been taken up as the fourth 
to sixth JBF symposium. This time, our poster presentation will  focus on the 
continuous discussion over the anti-drug antibody (ADA) assay. 

In particular, this DG discussed the ά!5! analysis of ǇŀǘƛŜƴǘǎέΣ άǾŀƭƛŘŀǘƛƻƴ of 
neutralizing antibody (Nab) ŀǎǎŀȅέΣ άƴƻ positive reaction in clinical ǇƘŀǎŜέΣ 
άǾŜǊƛŦƛŎŀǘƛƻƴ of acid ŘƛǎǎƻŎƛŀǘƛƻƴέΣ άŎǊƛǘƛŎŀƭ ǊŜŀƎŜƴǘǎέΣ άǘǊƻǳōƭŜ ǎƘƻƻǘƛƴƎέΣ 
άǎǘǊŀǘŜƎȅ of ADA ŀƴŀƭȅǎƛǎέΣ άƴŜŎŜǎǎƛǘȅκŀŎƘƛŜǾŜƳŜƴǘ of neutralization activity 
and ƛǎƻǘȅǇŜǎέ. 

This presentation gives an overview of the contents discussed in the DG to 
help establish a standard procedure for the ADA assay. 
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ҲКὦ Activities 

ÅJul 2015 DG  

ïMember recruitment from DG supporters. 

ÅAug 2015  TC 9  

ïKick off meeting with 9 sophisticated members. 

ÅFrom Aug 2015 to Dec 2015 ADA assay

1 TC  

ïMonthly teleconferences and e-mail conversations. 

ÅFrom Jun 2016 to Feb 2016  

ïSummarizes and preparation of the poster presentation. 
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 Discussion points 
1. ADA  

 - ADA analysis of patients - 

2.  
 - Validation of neutralizing antibody (Nab) assay - 

3.  
 - No positive reaction in clinical phase -  

4.  
 - Verification of acid dissociation - 

5.  
 - Critical reagents - 

6.  
 - Trouble shooting - 

7. ADA   
 - Strategy of ADA analysis - 

8.  
 - Necessity/achievement of neutralization activity and isotypes - 
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1. ʴ ADAѝ  

- ADA analysis of patients - 

 



Japan Bioanalysis Forum 

8 

h
tt
p

:/
/b

io
a
n
a

ly
s
is

fo
ru

m
.j
p

/ 

7th JBF Symposium, DG2015-18 

1. ʴ ADAѝ   & Кὦ  

 

ï White paper ADA
 

 
 

 

ï ADA
 

ï  

ï  
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ü

 

ü ADA
ADA

 ADA
 

ü

 
 

1. ʴ ADAѝ  Cut point П ὑ 

ADA
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1. ʴ ADAѝ  Cut point ὑ 
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ü

 

ü

 

üP2/P3

 

ü

pre/post
 

ü pre/post
 

 
 
 

1. ʴ ADAѝ  ₁ᾜ  
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2.ʴᴇ ̱ѝ  

- Validation of neutralizing antibody (Nab) assay - 
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ïNab White Paper  

Nab
 

ïNab  
 

2. Nab Assay validation  & Кὦ 

 

ïNab assay format 

ïADC Nab assay 

ïNab assay validation (Schedule & Item) 

ïNab assay cut off point 
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üNab Competitive ligand-binding 
assay Cell based assay  

üCompetitive ligand-binding assay  

üFDA Guidance Cell based assay
Competitive ligand-binding 

assay  

ü

 

üAntibody-Drug Conjugate (ADC)Nab
Competitive ligand-binding assay   

üCell based assay  

üADC
Nab   

2. Nab Assay validation Format & ADC Nab assay 
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ü ϲ ADA
ϳ Nab  

ü ADA
 

ü ϲ
ϲ Nab

 

üNab  

 1 2 3  

 4 5  

 6 Drug Tolerance 

    

üADA  

 

2. Nab Assay validation Schedule & Item 
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üNab  

     50  

     15  

  95  

üADA Cut off point   

üCell based assay Nab
Cut off point

 

2. Nab Assay validation Cut off point 
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- No positive reaction in clinical phase - 
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3. ⅛ ר ♬ ḹֻ ᾍꜘ 
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ü PK
 

ü  

3. ⅛ ר ♬ ḹֻ ᾍꜘ 

 

 

ü Bridging ECL SPR  

ü Direct ELISA  

ü PK Gyrolab  
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ü /
Positive control  

ü Positive control
 

ü  

ü Drug tolerance
 

3. ⅛ ר ♬ ḹֻ ᾍꜘ 

 
φ  
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ü

IgMҦIgG IgG
IgM

 

ü IgA  

3. ⅛ ר ♬ ḹֻ ᾍꜘ 

 
φ  
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3. ⅛ ר ♬ ḹֻ ᾍꜘ 

 

ü ADA
 

ü PK ADA
 

ü ADA
 


