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DISCLAIMER

The opinions expressed in this presentation and on the following slides are 

solely those of the presenters and not necessarily those of Seagen
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 Introduction 
▪ ADA Testing Scheme

 Mapping Raw ADA data into SDTM IS Domain 
▪ Sample ADA DTP Template

▪ Sample SDTM IS Domain Dataset

 Analysis Strategy of ADA Results 
▪ Sample ADaM ADIS Domain Dataset Key parameters & Summary of Anti-Drug 

Antibody (ADA) Incidence.

 Conclusion 
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➢ Large molecules have revolutionized the pharmaceutical industry

➢ Pharmacokinetics (PK) is how the body responds to a drug.

➢ Pharmacodynamics (PD) allows us to quantify the relationship between a drug and its 
pharmacologic or toxicologic effect it has on patients.

➢ ADA responses can affect the PK, PD, safety, and efficacy of a therapeutic candidate.  The clinical 
effects of ADA formation can be highly variable and may cause adverse events that put the patient 
at risk. 
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➢ Two Types, based on Interaction .

Prevent interaction between the 
Therapeutic( drug) and its target 

Does not affect the binding of the 
Therapeutic( drug) and its target 

Target
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Titer 1

Titer 2

Titer 3
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LBTEST Description ISCAT ISTESTCD ISTEST ISORRES ISORRESU

ADA_Screening Screening for 

binding ADA

Binding ADA ADASCRN ADA Screening Positive/Negative

ADA_Confirm Confirmation of 

Binding ADA 

detection 

Binding ADA ADACONFM ADA 

Confirmation

Positive/Negative

ADA_Quantitative Quantification of 

Binding ADA

Binding ADA ADAQUAN ADA Quantity 23 RLU

ADA_Titer Titer ADA Binding ADA ADATITER ADA Titer <1 dilution

NAB_Screening Screening for 

neutralizing ADA

NEUTRALIZING 

ADA

NABSCRN NAB ADA 

Screening

Positive/Negative

NAB_Confirm Confirmation of 

neutralizing ADA 

detection 

NEUTRALIZING 

ADA

NABCONFM NAB ADA 

Confirmation

Positive/Negative

NAB_Quantitative Quantification of 

neutralizing ADA

NEUTRALIZING 

ADA

NABQUAN NAB ADA 

Quantity

23 RLU

NAB_Titer NAB Titer NEUTRALIZING 

ADA

NABTITER NAB ADA Titer 3 dilution

USUBJID VISIT LBTPT LBCAT LBSCAT SCRQL SCRQN SCRQNU CONFQL CONFQN TITER TiterU

XXXX-1000-100 CIDI Predose immunogenicity ADA Negative xxx.x RLU

XXXX-1000-100 CIDI 8 hrs post dose immunogenicity ADA Negative xxx.x RLU

XXXX-1000-101 CIDI Predose immunogenicity ADA Negative xxx.x RLU

XXXX-1000-101 CIDI 8 hrs post dose immunogenicity ADA potential Positive xxx.x RLU Negative

XXXX-1000-102 CIDI Predose immunogenicity ADA Positive xxx.x RLU

XXXX-1000-102 CIDI 8 hrs post dose immunogenicity ADA potential Positive xxx.x RLU Postive xxx.x 1 dilution

DTP

Raw data 

T1 T2 T3
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 Historically mapped to PC or LB. 

 CDISC guidelines: Mapped to IS (Immunogenicity Specimen 

Assessments) domain 

 Findings domain: assessments that determine whether a therapy induced 

an immune response

 Data structure: One record per test per time point per visit per subject
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DOMAIN USUBJID ISSEQ ISTEST ISTESTCD ISTSTOPO ISORRES VISIT ISTPT ISDTC

IS XXXX-1000-100 1 Binding Antidrug Antibody ADA_BAB Screen Negative Cycle 1 Day 1 Predose 2019-07-08T00:53

IS XXXX-1000-100 2 Binding Antidrug Antibody ADA_BAB Screen Negative Cycle 1 Day 1 8 hrs post dose 2019-07-08T08:54

IS XXXX-1000-101 1 Binding Antidrug Antibody ADA_BAB Screen Negative Cycle 1 Day 1 Predose 2019-04-30T04:39

IS XXXX-1000-101 2 Binding Antidrug Antibody ADA_BAB Screen Positive Cycle 1 Day 1 8 hrs post dose 2019-04-30T12:40

IS XXXX-1000-101 3 Binding Antidrug Antibody ADA_BAB Confirm Negative Cycle 1 Day 1 8 hrs post dose 2019-04-30T12:40

IS XXXX-1000-102 1 Binding Antidrug Antibody ADA_BAB Screen Positive Cycle 1 Day 1 Predose 2019-07-08T00:54

IS XXXX-1000-102 2 Binding Antidrug Antibody ADA_BAB Screen Positive Cycle 1 Day 1 8 hrs post dose 2019-07-08T08:54

IS XXXX-1000-102 3 Binding Antidrug Antibody ADA_BAB Confirm Positive Cycle 1 Day 1 8 hrs post dose 2019-07-08T08:54

IS XXXX-1000-102 4 Binding Antidrug Antibody ADA_BAB Quantity 234 Cycle 1 Day 1 8 hrs post dose 2019-07-08T08:54

IS XXXX-1000-102 5 Binding Antidrug Antibody ADA_BAB Titer 4 Cycle 1 Day 1 8 hrs post dose 2019-07-08T08:54

IS XXXX-1000-102 6 Neutralizing Binding Antidrug AntibodyADA_NAB Screening Positive Cycle 1 Day 1 8 hrs post dose 2019-07-08T08:54

IS XXXX-1000-102 7 Neutralizing Binding Antidrug AntibodyADA_NAB Confirm Positive Cycle 1 Day 1 8 hrs post dose 2019-07-08T08:54

IS XXXX-1000-102 8 Neutralizing Binding Antidrug AntibodyADA_NAB Quantity 100 Cycle 1 Day 1 8 hrs post dose 2019-07-08T08:54

IS XXXX-1000-102 9 Neutralizing Binding Antidrug AntibodyADA_NAB Titer 2 Cycle 1 Day 1 8 hrs post dose 2019-07-08T08:54
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 ADIS

 Class: Basic Data Structure (BDS)

 One record per analysis parameter per timepoint per visit per subject 

 Additional records - new derived parameters based on ADA results to 

support the analysis

 ADSL flag variables for summarization of ADA data:
 ADA-evaluable flag (ADAFL) 

 NAb evaluable flag (NABFL) 
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Analysis of 
Reporting 

TLF PopPK 
Report

ER Report
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1) Treatment-induced ADA: Incidence of ADA induction is determined if both baseline and post-

baseline samples have positive titers, and the subject is only considered positive for the induction of 

ADA when the post-baseline titer is at least 4-fold greater than the titer prior to initial dosing.

2) No Treatment-related ADA: Subjects with negative post-baseline ADA results 

3) Post-baseline Positive ADA: Incidence of ADA is determined by counting at least 1 positive result 

at any timepoint after initial dosing. 

4) NAb Negative: NAb negative at baseline includes patients who are ADA-negative. 

5) NAb Incidence: defined as having at least one positive NAb result at any time, including baseline 

and/or post baseline.

6) Time to Onset of First ADA: Select the analysis day of the first record with ADA-positive result after 

dosing.

7) Last Visit ADA: The latest visit on which a subject had a positive ADA result after dosing.

8) Persistently Positive ADA: Defined as ATA positive at 2 or more post-baseline assessments (with ≥ 

16 weeks between first and last positive) or ATA positive at the last post-baseline assessment. 

9) Transiently Positive ADA: Defined as having at least one post-baseline ATA positive assessment 

and not fulfilling the conditions of ATA persistently positive. 
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Sample Summary of Anti-Drug Antibody (ADA) 
Incidence
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Drug concentration by time. Model showing the effect of 

ADA on PK plot. 

❖ Use of ADA Results 
❖ Explain PK results
❖ Clinical Observations ( Loss of Efficacy and AE/SAE)
❖ Few Important Clinical Development-Stage Questions
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