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What are Specifications?

Quality 
Attribute

Analytical 
Procedure

Acceptance 
Range

Identity
Purity

Potency

Mass 
Spec HPLC

Bioassay

±0.1% to 
±0.5% m/z 
ratio

>98%
90-110%

1. 2. 3.

Specifications
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Outline

Background 

Drivers

Timelines

Ways or working 

Early alignment 

Next steps 
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Quality Discussion Group (QDG) 
Evolution

Page 5

“Develop a harmonized 

pharmaceutical quality system 

applicable across the lifecycle of 

the product emphasizing an 

integrated approach to quality risk 

management and science”

2003 ICH Quality Vision

2014 IQDG 5 year Plan

November 2018

2005-14 ICH Quality Guidelines

• ICH M7 mutagenic impurities

2019-2021



Review existing ICH guidance and 

recommend updates

Is the guideline outdated due to new 
technologies / techniques?

The guideline is not up to date with 
current scientific understanding and 
principles?

Will an update address 
issues/alignment from other ICH 
guidance?

Will an update to the guideline 
address patient needs and 
accelerated access?

Will changes drive alignment e.g. 
replace regional-specific guidance, 
support implementation in new 
regions?

Stability (ICHQ1 
series and Q5C)

Specifications 
(ICHQ6A and 6B)
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Specifications (ICHQ6A and Q6B)

• From:

– Two distinct guidances 
separating small and large 
molecules

– Specification controls are 
the key to product quality

– Based on batch experience

– Specifications must be 
fixed in development

– Aligned with long 
development and approval 
pathways

• To:

– Holistic principles addressing all 
products with considerations for 
specific product types

– Specifications are part of a 
holistic control strategy

– Based on science and risk-based 
approach, platform and prior 
knowledge, and continuous 
processes considerations

– Specifications should be on par 
with knowledge gained over the 
lifecycle

– Aligned with rapid development 
and innovation
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Problem Statement

➢ ICH Q6A and Q6B are of great 
value as these guidelines are 
based on scientific principles 
and on understanding and 
controlling quality attributes 
impacting product 
performance in well 
considered ways. 

➢ In the 20+ years since these 
core guidelines were published, 
significant changes have 
occurred, and it is now vital 
that the guidelines are 
contemporized to address 
gaps and misalignment. 
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Drivers for the revision

New therapeutic modalities (e.g., ATMPs, oligonucleotides, etc.)

New manufacturing process technologies (e.g., continuous mfg.) and 
analytical capabilities (e.g., RTRT)

Adoption of new ICH topics and/or significant updates to existing 
guidelines (Q2/Q14, Q1/Q5C, Q8-Q13)

Introduction of Quality by Design, Control Strategy and risk/science-
based concepts (Q8-Q11)

Incorporating prior knowledge

Increased need for expedited product development to address 
unmet medical needs
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Anticipated Benefits

• Enable access to high-quality, safe and 
effective medicines to patients world-wide

• Enable globally harmonized approach to 
setting specs using science- and risk-based 
principles and ensuring robust testing 
strategies to assure product quality

• Facilitate global development with globally 
harmonized approach to setting specs 
clarifying regulatory expectations 

• Improve efficiency and consistency in 
regulatory assessment and decision-making.

• Enhanced communication between industry 
and regulators by bringing everyone on the 
same page.

Patient Access

Global Specification 
Standards

More efficient product 
development

More efficient &  consistent 
assessment

Enhanced communication
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ICH Q6(R1) Timelines

1Q          2Q           3Q           4Q           1Q        2Q         3Q         4Q        1Q          2Q          3Q      4Q         1Q            2Q          3Q           4Q    
2025 2026 2027 2028

Step 1/2 Step 3/4Madrid Singapore

Constituency 
Review

Training 
Materials Plan

Public 
Consultation

Constituency 
Review

Training Materials 
Content

FtF FtF FtF

Concept paper endorsed by the MC in July 2024
Q6 Concept Paper link

FtF

chrome-extension://efaidnbmnnnibpcajpcglclefindmkaj/https:/database.ich.org/sites/default/files/ICH_Q6%28R1%29_Final_ConceptPaper_2024_0625.pdf
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Q6(R1) Strategy

Leveraging the principles 
outlined in Q6A: 
Specifications: Test 
Procedures and Acceptance  
Criteria for New Drug 
Substances and New Drug 
Products: Chemical 
Substances 

Leveraging the principles 
outlined in Q6B: 
Specifications: Test 
Procedures and 
Acceptance  Criteria for 
Biotechnological/Biologi
cal Products.

Identifying common 
unifying principles 
applicable to all 
product types   

Considerable 
expansion of 
scope adding 
new biological 
modalities
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Q6(R1) Guideline Structure
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Approach to Drafting: Identify the Key 

Message(s) for each Section of the Outline as 

first step

Develop key 
messages:

Decide what we 
want the Take-

home messages 
to be?

High level 
framework:

Determine the 
thematic 

sequence and 
structure

Drafting:

Decide how to 
say it?

?
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QDG Gap Analysis 

Q6A and Q6B

Tools to Assist with Drafting

https://ichportal.sharepoint.com/sites/ICHWG-Q6AQ6BinformalWorkingGroup/Shared%20Documents/3_Reference%20Documents/Historical%20documents%20(Q6%20creation)/QDG%27s%20Gap%20Analysis%20and%20PTC%20for%20ICH%20Q6A%20and%20Q6B%20Sept%2016%202020%20CLEAN%20version.docx?d=wae5f6a5582844281a334faccb41558d1&csf=1&web=1&e=ku3TCf


16

Considerations for revision (1) 

✓ Discuss how core principles apply to all product 

modalities, dosage forms and new technologies

✓ Align on the key principles of specifications 

setting as part of a control strategy (ICHQ8-14) 

✓ Emphasize science and risk-based approaches

✓ Complement traditional reliance on batch data 

by emphasizing prior knowledge, science- and 

risk-based approaches

✓ Lifecycle management for the specification 

maintenance and update 

1
6
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Considerations for revision (2) 

✓ Appropriate use of prior knowledge

✓ Clarify the role of pharmacopoeias in setting 

specs

✓ Shelf-life versus release specifications

✓ Link to and update in line with other ICH 

guidelines (e.g., Q2, Q3C, Q3D and M7, Q8-Q14)

✓ Address specific topics (e.g. analytical 

procedures and acceptance criteria for 

dissolution, biological reference standards, 

etc.)

1
7
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Guiding Principles
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Assurance of quality as a function of 

knowledge

Knowledge can be gained through:

• Development studies 

• Robust process understanding

• Physico-chemical characterization

• Structure-function relatioship

• Prior knowledge and platform experience

• Nonclinical/clinical evidence

• Lifecycle experience
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Specifications are part of the overall control 

strategy

E. Ramnarine, Pharmaceutical Technology Pharmaceutical Technology, October 2023, V. 47, Issue 10

https://www.pharmtech.com/authors/emma-ramnarine
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Key Takeaways 
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Key Takeaways (1)

o Key comments on the initial draft of General 
Principles section: 

- EWG acknowledges that the application of science 
and risk-based principles and a continuum of 
process and product knowledge are essential 
elements for modernization of specification 
setting. 
•Examples illustrating these ideas were 

developed and discussed in Montreal
•These concepts require further discussion and 

refinement by EWG 

22
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Key Takeaways(2): 
Patient Centric Specifications

Is there a need to 
introduce new 
terminology for 
ICH Q6(R1)?

Consensus by EWG:
• Not to introduce new terminologies in 

ICH Q6(R1) unless absolutely necessary
• Support the use of science- and risk-

based concept/tools developed in Q8-
Q14

Rationale:
• New terminology could mislead 

readers and increase complexity. Both 
“traditional” and “enhanced” 
approaches are patient-centric and 
relevant to patients.

• Science- and risk-based approaches 
used in Q-guidelines, e.g.,Q8-14 
already covered patient relevant 
concept
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Q6 Engagement with other ICH Groups 
to align on shared expectations
1. Quality Discussion Group (QDG): 

– To discuss background, clarify certain points, align on shared 
expectations and identify points of contacts for future interactions

2. Q4B/Pharmacopeial Discussion Group (PDG)
– To discuss Interchangeability of pharmacopeial monographs, Decision 

made to defer to PDG/Q4B which already has efforts underway to 
address this

3. CGTDG:
– Initial contact with CGTDG and Q6 leadership after Fukuoka meeting 
– Montreal meeting - A formal in-person meeting with broader 

membership for alignment on expectations and ways of working 
together 

4. ICH Q1/Q5C:
– Initial contact with CGTDG and Q6 leadership after Fukuoka meeting 
– Montreal meeting - A formal in-person meeting with broader 

membership Meeting with Q1/Q5C members to align on expectations 
for shelf-life/stability specifications



ThePhoto by PhotoAuthor is 
licensed under CCYYSA.

Thank you!
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