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Abstract 

ICH Q2(R2) guides the performance of analytical procedure validation tests for human-
use materials. The core aim of validation is to confirm an analytical procedure's fitness 
for purpose, and the guideline details the data required for regulatory submissions. 
Validation tests are performed to gain comprehensive knowledge of an analytical 
procedure's performance, including specificity/selectivity, linearity/response, accuracy, 
precision and robustness across its reportable range. System suitability tests (SSTs) are a 
key part of analytical procedures, typically developed early to monitor performance. Per 
ICH Q14, robustness can be assessed during development, prior to formal validation. 
The guideline's scientific principles are adaptable for phase-appropriate application 
during clinical development. It allows development data (ICH Q14) to substitute for 
validation data and permits abbreviated validation for established platform procedures 
when scientifically justified. 
Established Conditions define method's characteristics necessary for its intended use, 
and their associated risks and reporting categories must be evaluated. As these 
conditions are legally binding and vital for assuring product quality, any modification 
necessitates a submission to the regulatory authority. 
 
Discussion Questions: 

1. Scope of validation and leveraging of data: ICH Q14 & Development Data: What is 
the extent of method development, and what data from method development can be 
leveraged for validation? Platform Procedures: Can product specific validation for 
validated platform procedures be abbreviated? Method Transfer: What should be the 
subset of experiments for method transfer? Phase-Appropriate Validation: What should 
be the general approach to phase-appropriate validation during clinical development? 
 
2. Generation of different levels for linearity, precision, accuracy: Main Peak 
Purity: How can main peak purity validation up to 100% be addressed when only a lower 
specification limit exists, and no further enrichment is possible? Spiking Impurities: How 
should impurity levels be adjusted? 
 
3. Method and Assay Specifications: What process ensures that validation acceptance 
criteria are compatible with the corresponding assay specifications? 



 
Notes 

1. Scope of validation and leveraging of data: 

The discussion focused on leveraging data from early-stage method development and 
validation for late-stage BLA (Biologics License Application) validation. The content of 
ICH Q2(R2) (for validation) and ICH Q14 (for development) was included in the 
discussion. 

Leveraging Data from early-stage method qualification/validation and development  
The primary conclusion was that results from early-stage method 
qualification/validation and development (e.g., Design of Experiments) can be 
leveraged for late-stage (BLA) validation. This is applicable only if the data meets the 
following criteria: 
• There was no change in the sample matrix, or matrix effects can be ruled  
 out. 
• A scientific rationale exists to support the data. 
• A risk assessment is available and supports data leveraging. 

Leveraging Data Across Products 
It was also concluded that method validation/development results can be leveraged 
from another product with comparable characteristics, provided the criteria above 
are met. Additionally, the results must be influenced only by the method itself, not 
the specific molecular characteristics of the product. For example, a mobile phase's 
expiry date is not expected to influence the sample's stability, so validation results for 
this parameter may be used across different products without re-testing. However, if 
a parameter can influence the molecule (e.g., causing degradation), product specific 
robustness testing is still required. 
 

  



2. Generation of different levels for linearity, precision, accuracy: 

Further explanation: 
ICH Q2(R2) requires validation up to 100% or up to the Upper Specification Limit 
(USL). Validation up to 100% is required when only a lower specification limit is in 
place, and there is no USL. Therefore, a revision of ICH Q2(R2) may be considered. 
Final Version of ICH Q2(R2) adopted on 1 November 2023 
(https://database.ich.org/sites/default/files/ICH_Q2%28R2%29_Guideline_2023_113
0.pdf):  

 

 
 
Roundtable discussion: 
For purity assays a conclusion was reached that validation up to 100% main peak 
purity is not required, as this level is deemed practically irrelevant. This would 
address the challenge of obtaining samples with 100% purity. It was agreed that 
validation is only reasonable up to the assay's specification limit. 
 

3. Method and Assay Specifications: 

Validation should cover specification limits. In case of a tighter specification limit for a 

quality attribute, also the validation acceptance criteria of the underlying method 

should be tightened. Otherwise, method fluctuations may be too high to reliably 

confirm that a result meets the specification. When specifications are tightened, a 

retrospective check is required to confirm that the validation acceptance criteria still 

adequately cover the new limits. This highlights the crucial principle that validation 

acceptance criteria and specification limits must always be aligned, regardless of 

which is established first. 

 


