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Outline 
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Pharmaceutical companies are operating 
globally and have global manufacturing 
sites 

 

 

 

 

 

 

 

• Manufacturing sites across the 
world 

• Global registration with Health 
Authorities 

• Global supply chain  
• Multiple sourcing strategy 
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The content differences at original 
submission are the first main cause for 
life-cycle complexity 
•  Activities in approximately 140 countries 

• Two categories of CMC packages 
– ICH-like requirements  
– Countries asking for less detailed information   

• Trend towards introduction of country-specific or regional data 
– Degree of detail 
– Certificates e.g. Certificate of Pharmaceutical Products (CPP) 
– GMP related documents - “paper inspections” 
– Raw data 
– Declarations, signature 
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Approved details differ from country to 
country after Q&A compared to the 
submitted dossier 



One global submission can lead to several 
dossier versions approved in different 
countries 

 Represents one 
dossier (for one 
product) 

 One global 
submission can 
lead to multiple  
separate 
registration 
dossiers with 
different 
content  

 Regulatory environment requires convergence 
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Introducing changes post-approval is an 
essential part of the lifecycle of a product  

• Ensure market access and continuous supply of  live-
saving drugs to patients by reacting to supply 
demands 

• Support continuous improvement and optimization of 
manufacturing  process and quality of the medicinal 
products 

• Remain state-of-the-art with manufacturing methods 
and analytical techniques 

• Alignment with global safety reporting requirements 

• Fulfill regulatory agency requirements 
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Approved details differ from country to 
country after Q&A compared to the 
submitted dossier 

y countries 

x countries 

+ CPP 

Approval     
+ HA 
questions Change 1 
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Changes add to the complexity 
significantly 

Approval     
+ HA 
questions 

Approval     
+ HA 
questions 
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Case study: 
Site addition 
 
• Change description 

– Site change 
– Involves technology transfer of the Drug Product  

manufacturing process to an additional site 
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Case study 
Product 2 is registered in 120 countries 
at the time of the Drug Product Site 
addition 
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Case study: 
The change was dispatched to all but three 
countries in 2 waves 

Mar-Jun 2006 

May – Jul 2007 Not required 
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Case study: The actual submission was 
performed within 10 months by the 
majority of countries 

Not recorded 

2 to 12 m Not required 

More than 12 m Less than 1 m 
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Case study: The time from submission to 
approval – where recorded – varied 
substantially  

Not recorded 

More than 12 m Not required 

Less than 1m 2-12 m 
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Case study: A majority of countries 
approved in 24 months after dispatch but 
global implementation took 41 months 

Less than 12 m 

Less than 24 m Not required 

More than 36 m Less than 36 m 
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Increased Complexity: Site addition is a new 
registration instead of a post-approval variation  
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Filing as “new
 registration” requires huge am

oun
 

 
 



• Information on the safe and effective use of medicine to benefit HCPs and patients 

• It is therefore of utmost importance that information is kept updated, and rapidly 
accessible, throughout the lifecycle of a medicine, as new safety data emerge 

• The approval process for safety labelling changes can be lengthy (up to 3 years) 

• In addition, approval timelines are unpredictable and vary from *NRA to NRA 

 Impact: Approval delays slow down HCPs and patients’ access to up-to-date product 
information, including the latest approved Benefit-Risk profile of the product. In this 
case, delayed approvals also have direct consequences on pharmacovigilance 
procedures 

 Impact: Unpredictable timelines further add to the complexity of the planning of 
updated labels on the market. This can potentially increase risks for patients whereby 
HCPs, and patients themselves, do not have access to the available information 

 Impact: With much product information now being available over the 
internet – which patients across countries can access – the different 
approval timelines can create confusion and consequent product 
misuse/noncompliance. 

 

 

Safety Changes 
Impact of the Current Regulatory Landscape 

*NRA: National Regulatory Authority 
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Ongoing efforts for harmonization at 
regional and global levels 

 Improvements in 
supply, quality and 
safety 

 Better outcomes for 
patients  

 Global access for 
innovative 
pharmaceuticals  

 

Global 
Regulatory 
standards 
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Driving Global Regulatory Convergence 
WHO guideline for PAC to biotherapeutic 
products 
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Overview of WHO Guideline  
 http://www.who.int/entity/biologicals/expert_committee/PAC_highlighted_20_Oct

_2017.HK.IK.pdf 



WHO Appendix 1 
Reporting categories and suggested review 
timelines 
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WHO clear category and dataset based on 
risk 
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Comparison of change/reporting categories 
Regional initiatives (e.g. ASEAN) can adopt 
WHO Guideline   

Risk Approach/ 
Region 

EU US Japan Canada WHO ICH Q12 

 
Higher 

 
 
 

Moderat
e 
 
 
 
 
 
 
 
 
 

Lower 

«PRIOR 
APPROVAL

» 

Type II 
Variation  
(2-3m) 

 

Prior 
Approval 

Supplement 
(PAS, 4m)  

Partial 
Change 

Application 
(PCA, 12m) 

Supplementa
l New Drug 
Submission 

(6m) 

Major 
Variation 
(3-6m) 

Prior 
approval 

«TELL, WAIT 
& DO» 

Type IB 
Variation  

(1m) 

Changes 
being 

effected in 
30 days  
(CBE-30) 

Minor 
change 

Notification 
(MCN, 1m) 

Notifiable 
change 
(3m) 

Moderate 
Variation 
(1-3m) 

Notificatio
n 

moderate 

«TELL & 
DO» 

Type IAIN 
Variation 

Changes 
being 

effected  
(CBE-0) 

Non 
approved 
matter 

Level 3 
(annually) 

 

Minor 
Notification 

Notificatio
n minor 

«DO & 
TELL» 

Type IA 
Variation  
(Annual 
report) 

Annual 
Report (AR) 

GMP PQS only PQS only 
Level 4  

(On-site/GMP 
record) 

 

With no 
impact 

(On-site/GMP 
record) 

PQS only 
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WHO Guidelines recommending work-sharing 
and reliance  
 



• Verification route with shorter timeline, which aims to: 

- enable greater leveraging of reference agencies’ assessments 

- minimise duplication of effort 

- enhance process efficiency as part of HSA’s on-going effort, in 
particular for effective life cycle management for registered medicinal 
products 

• To qualify, the proposed variations must be: 

- identical to those approved by one of HSA’s five reference agencies 

- accompanied by the proof of approval of that reference agency 

- (when required) approved product label of that reference agency 

• Not required to submit certificate such as CPP, or assessment 
report. 

 Source: HSA MedProd Registration “Update on HPRG’s Initiatives”, Jun 2016, Q4 2017   

Singapore Health Sciences Authority’s new route 
Verification route (reliance approval) for PAC  
 



How can ICH Q12 help to address the 
challenges mentioned before? 
• Categorisation of changes: define a risk-

based categorisation/ communication 
framework with the regulatory authorities for 
CMC changes 

• Clarifying established conditions, i.e. 
stimulated by the Japanese Module 1 
provides a clear understanding between firms 
and regulatory authorities regarding the 
necessary (binding) elements to assure 
product quality 
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• Introducing post-approval change management protocols (PACMP) 
globally as a valuable regulatory tool to modify the filing category for 
changes based on prior agreement between the firm and regulatory 
authorities 

• Development of product specific lifecycle management strategy: central 
repository for the established conditions and the associated reporting category 
when making changes to established conditions  

 

Can be implemented together with (WHO) variation guidelin     



EMA principle of the Change Management 
Protocol: a 2-step implementation approach 

Source: EMA Questions and Answers on post-approval change management protocols  
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Since 2012 defined in EMA Q&A: 

MHLW/ PMDA will launch a pilot program for CMP in Japan as of April 1st, 2018 



Industry position papers on life cycle 
management IFPMA position paper 
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http://www.ifpma.org/wp-content/uploads/2016/11/IFPMA-LCM-Position-Paper-vNov-2016-Final.pdf


Concluding Remarks 
IFPMA: Longer term solutions 

32 

Implement best practices and principles from ICH Q12. Increasingly rely on the 
companies’ Pharmaceutical Quality Systems (PQS) to effectively manage minor 
changes without the need to file variations 

Stepwise Implement  collaboration among regional NRAs  that enables work-
sharing, mutual reliance of assessments and, in the longer term, mutual 
recognition of approvals 

Implement broad acceptance of e-labelling and progressive deletion of paper 
leaflets in the pack, in line with information technology capability in countries 
worldwide 

Industry to improve planning of changes through the product life-cycle and seek 
to adopt new mechanisms, expected in the future, such as Post Approval Change 
Management Protocol  



Concluding Remarks 
IFPMA: Short to mid-term actions 
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Converge requirements through adoption of international standards (WHO) through a 
risk-based approach to the classification of variations, data requirements, and timelines. 

Allow flexible implementation periods for technical and labelling variations 

Dedicate resources for review and approval of safety labelling variations in an 
accelerated manner 

Encourage exchange of knowledge between the review and inspection departments 

Consider to focus resources to ensure that important public health aspects i.e. 
supervision of supply chain, counterfeits, pharmacovigilance, are in place. This may be 
more impactful than re-assessing a change already evaluated by other agencies. 

Minimize the number of country-specific requirements (e.g. change 1-site-1-license to 
multi-sites-1-license, similar to what Taiwan FDA and Malaysia NPRA have achieved)   



Concluding Remarks 
Global convergence of post-approval change regulations: a «Win-Win» 
outcome 

Harmonized post-approval regulations  Adopt WHO guidelines (change 
classification, procedures, timeline) and ICH Q12 Change Mgt Protocol 

Regulators Industry Patients 

 Prioritize based on 
criticality of change 

 Enable more efficient use 
of resources 

 Focus on critical issues  
without compromising 
regulations’ robustness 

(Consider Singapore HSA’s 
best practice of reliance) 

 Allow better  planning 
and execution of 
changes 

 Reduce risk of non-
compliance  

 Reduce complexity in 
supply chain 

 Improved drug quality  
rapidly accessible to the 
market 

 High quality standard 
maintained globally  

 Ensure continuous 
market access 

Reliable supply of high quality drugs to all patients GLOBALLY 

Enhance collaboration/knowledge sharing with other agencies  

Transparency 

Our appeal: Streamline current process (remove 1-site-1-licence similar to what 
Taiwan FDA and Malaysia NPRA have achieved) 



Acknowledgements 

• Susanne Ausborn,  Wassim Nashabeh, Thomas 
Schreitmueller, Markus Goese and Kowid Ho -  Roche / 
Genentech 

• Hye Na Kang - WHO 

 

35 



Doing now what patients need next 
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