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Inside the Global Regulatory Dialogue

CURRENT INSIGHTS FROM LEADING REGULATORS

TGA'’s Burnett Highlights Australia’s Inspection Reliance Framework

Atthe late August 2024 ISPE Singapore Conference, Therapeutic Goods Administration

(TGA) Manufacturing Quality Branch Assistant Secretary Jennifer Burnett discussed:

e regulatory requirements for manufacturers within Australia and overseas e TGA’s

GMP inspection reliance framework, and e global alignment and complex supply
al L chains. [See p. 3. Click HERE for previous Weekly Supplements.]

UPDATES IN BRIEF: GLOBAL CMC/GMP DEVELOPMENTS

US: e FDA’s In-Site Visitation Program e Updates on Baxter Manufacturing Recovery after Hurricane Helene
e USP PEG Monograph Implementation Extension ¢ FDA Warning on Trinity Gold Drug Ingredients e FDA
DSCSA Exemption for Trading Partners e FDA’s Draft “Information Chapter” on PQ/CMC e FDA Modernization
Efforts ¢ FDA CMC Pilot Program e FDA’s FY 2023 GDUFA Science and Research Report e National GLP-1
Supply Shortages and FDA Policies for Compounders

EUROPE: e Swissmedic Device Inspections in Hospitals e Consultation on EMA Network Strategy to 2028
e Updated EMA Post-Authorization Guidance ¢ EDQM Consultation on Pharmeuropa 36.4 ¢« EMA Approval
Process Efficiencies e Updated EMA Pre-Authorization Guidance ¢ Comments to EMA on Quality and
Equivalence of Topical Draft Guideline « EMA on Elemental Impurities in Veterinary Products ¢ EMA on Al in
Drug Development ¢ EDQM September Inspection, Certification and Reference Standard Activities

INTERNATIONAL: e 2024 ICH Implementation Survey Report e Japanese Pharmacopeia Drafts Open for
Comment ¢ WHO Alert on Falsified USP/EP Propylene Glycol ¢ MHRA 2024-2025 Business Plan e South
African and Australian Regulatory MOU e Amendments to the Australian Poisons Standard e Egypt and
South Africa Regulatory “Work Sharing Initiative” e Cofepris Digitalization of New Medicines Registration e
Counterfeit Ozempic Pens in Australia

READ MORE

FDA DRUG GMP WARNING LETTERS

Company Facility Location Product Type
MMC Healthcare Tamil Nadu, India Finished
Makra Kozmetika Upper Carniola, Slovenia Finished
Little Moon Essentials Dania Beach, FL Finished
Diamond Chemical East Rutherford, NJ Finished

READ MORE

FDA DRUG RECALLS

Among the fourteen recalls posted in FDA’s enforcement reports during the two weeks, two drew the most
serious, Class |, rating. One lot of injectables was recalled due to the presence of a glass particle. The other
recall involved lots of various capsules and liquids tainted with undeclared acetaminophen and sildenafil.

READ MORE
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Inside the Global Regulatory Dialogue

TGA’s Burnett Highlights Australia’s Inspection Reliance Framework

The late August 2024 ISPE Singapore Conference provided Therapeutic Goods Administration (TGA) Manufacturing
Quality Branch Assistant Secretary Jennifer Burnett an opportunity to highlight TGA’s GMP Inspection Reliance
Evaluation (IRE) initiative and illustrate how it fits within a broader trend towards global regulatory convergence and
mutual reliance.

IRE is an initiative designed by TGA to streamline the GMP inspection process for medicines manufactured overseas
by leveraging inspection results from trusted international regulators. The framework offers advantages of efficiency,
cost-savings, and harmonization benefits, while supporting supply chain access to quality medicines.

Burnett began by describing the regulatory process in Australia and the work of TGA in licensing medicines.
Jurisdictional differences in Australia were flagged, such as the inclusion of sunscreens, herbals and dietary
supplements in the definition of medicines.

She discussed the GMP requirements for Australian manufacturers, outlining how manufacturing principles are
based on two GMP codes - the PIC/S (Pharmaceutical Inspection Co-operation Scheme) GMP for medicinal products
and an Australia-specific code that covers biologicals. [Burnett’s full remarks are appended below.]

Noting that currently “90% of our medicinal products are imported,” Burnett then turned to consider overseas
manufacturing sites that supply medicines to Australia.

For these sites, TGA needs to confirm that the manufacture of a product “occurs in line with our manufacturing
principles.” A TGA inspector or team of inspectors may visit the site, although remote and hybrid inspections have
been possible since the COVID-19 pandemic. Burnett outlined important differences in the inspections of overseas
sites supplying to Australia versus the inspection of facilities of Australian companies.

TGA’s IRE Framework Relies on Trusted Partner Inspections

Alternatively, TGA can do a desktop inspection evaluation, whereby the agency relies on information from a trusted
partner. Burnett outlined the TGA GMP clearing process for reviewing the inspection information and manufacturing
records to assess whether the site meets Australian standards. [A link to the TGA GMP Clearance Guidance is provided
below.]

She described how the amount of desktop assessment required by TGA is determined by many factors, including the
location of the site, the regulatory agency involved, and the type of agreement in place with that agency. The reliance
mechanism is dependent on “regulatory agencies talking to each other, understanding each other, and having that
level of collaboration.”

She went on to highlight major differences in legislative frameworks between jurisdictions, stressing that “it is
absolutely critical that each jurisdiction understands what others are doing in a reliance process.” She explained how
the GMP clearance process considers these differences and adjusts the level of desk-top evaluation accordingly.

The collaborative nature of IRE fits squarely within an emerging framework of global alignment among
regulatory bodies and reflects an increasingly interconnected approach to pharma regulatory oversight.



Burnett discussed the importance of alignment on inspection requirements and - noting that Australia has been a
long-term standing member of PIC/S - spoke about the role of PIC/S for both standard setting for manufacturing
principles and inspector training.

For the alignment of regulatory requirements, she discussed the development of trusted relationships and the

necessity for on-going collaboration between agencies. Alignment is vital, Burnett emphasized, due to the increasing
complexity of supply chains, and “communication is essential” in the “shared responsibility for GMP.”

Reliance Featured Heavily at the ISPE Singapore Conference

Concluding her presentation, Burnett stressed how Australia uses the term “reliance,” in the sense that “we will rely
on some of that information you provide to us.” Importantly though, even though there is reliance, TGA still retains
“the sovereign right to make a decision on how we use that information and what we do with it.”

The ISPE Singapore Conference included two panel discussions on reliance and harmonization, incvolving
representatives from the Taiwan FDA (TFDA), Singapore’s Health Sciences Authority (HSA), Japan’s Pharmaceuticals
and Medical Devices Agency (PMDA), WHO and industry. [A link to the conference agenda is provided below.]

Burnett is the current chair of the PIC/S Sub-Committee on Strategic Development (SCSD), which is focused
on defining PIC/S’ strategy and future policy. [A link to the PIC/S Strategic Development Webpage is provided
below.]

Over the past decade, SCSD has been responsible for making proposals on: ® expanding the PIC/S” mandate to other
areas e discussing new projects and addressing their possible funding, and e how to improve co-operation with
PIC/S partner organisations.

The PIC/S Working Group on Inspection Reliance is one of five groups operating under the SCSD. The other four are
addressing remote assessment, informants, inspector travel safety, and unique facility identifiers.

[Editor’s Note: IPQ has been closely tracking the global dialogue on harmonization and reliance as revealed by the
listing of IPQ’s stories released since 2020, which is included in each Weekly Supplement. See in particular those for
the weeks ending:

e February 23 and March 1 on agency collaboration in transfroming CMC practices

o April 19 on WHO regulatory strengthening and reliance programs

® May 10 on reliance and regulatory system strengthening in Africa

® May 24 on the ICMRA pursuit of a global quality dossier

o July 26 on the role of EMA in international reliance activities, and

e September 6 on the international ICMRA post-approval change assessment and inspection pilots.]

LINKS: ¢ TGA GMP Clearance Guidance e PIC/S Strategic Development Webpage e ISPE Singapore 2024 Agenda

[Subscribers CLICK HERE for Burnett’s
2% complete remarks at the ISPE conference.]



https://ipq.org/weekly-supplement-week-ending-february-23-2024/
https://ipq.org/weekly-supplement-week-ending-march-1-2024/
https://subscriber.ipq.org/weekly-supplement-week-ending-april-19-2024/
https://subscriber.ipq.org/weekly-supplement-week-ending-may-10-2024/
https://subscriber.ipq.org/week-ending-may-24-2024-featuring-hpra-ceo-nolan-on-the-global-quality-dossier/
https://subscriber.ipq.org/week-ending-july-26-2024-featuring-emas-palmi-on-international-reliance/
https://subscriber.ipq.org/week-ending-september-6-2024-featuring-ema-and-fda-leaders-on-imcras-pac-pilots/
https://subscriber.ipq.org/wp-content/uploads/2024/12/IPQ_2024_10_12_Burnett.TGA_.pdf
https://www.tga.gov.au/sites/default/files/2024-11/How-to-obtain-GMP-clearance-through-inspection-reliance.pdf
https://picscheme.org/en/activites-strategic-development
https://www.ispesingapore.org/schedule

IPQ’s 2024 WEEKLY SUPPLEMENTS

The following are the headlines of the “regulator insight” stories featured in our Weekly Supplements since
IPQ began publishing them in January 2024. The stories are listed by month in reverse chronological order.
Readers of the Weekly Supplement can then click though to those that are of particular relevance to the
regulator presentation, news briefs, and compliance information featured in the issue. Those of particularly
high relevance to the regulator story in this Weekly Supplement are indicated with a red star.

SEPTEMBER

Reforms by India’s CDSCO to Enhance Quality Oversight Include Digitalization and Regulatory
Rationalization

FDA and Health Canada Reviewers Offer Insights on ADC Control Challenges and Guidance Gaps

PEI's Merz Explores Current Guidance Applicability and Gaps for ADC Characterization and
Control

% EMA’s Kotzagiorgis and FDA’s Tsinontides Review Experience with ICMRA’s Collaborative PAC
Assessment and Inspection Pilots

AUGUST

EDQM’s 2024-27 Strategy Builds on Collaboration and Reliance Successes of Certification and
Testing Programs

Facility Issues are Increasingly Prominent in CDER Complete Response Letters for BLAs

Global Regulatory Panel Reviews Comparability Experience with Cell-based Therapies and a Path
Towards Harmonization

CBER’s Byrnes Explains FDA’s Emphasis on a Risk-Based Control Strategy Approach to Potency
Assurance for CGTs

EMA Quality Office Head Jekerle Discusses Agency/Developer Interplay for Gene Therapies at
PDA ATMP Conference

JULY

Y EMA’s Palmi Underscores Necessity for International Collaboration and Reliance, Offering EU
Experience as a Guide

FDA Biologics Reviewer Advises Reaching Out to the Agency Early on the Challenges in
Developing and Validating Rapid Microbial Methods

CDER Compliance Official Dionne Explores DEG/EG Risks and Testing at IPEC’s Excipient World

EMA’s Roberto Conocchia Reviews International Collaborative Efforts on Implementing the
Revised Annex 1
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JUNE

FDA Office of Compliance’s Brooke Higgins Reviews Recent Inspectional Trends in Aseptic
Manufacturing and Path Forward

EU GMP Inspector Reviews Challenges with Annex 1 Adoption at PDA Aseptic Manufacturing
Conference

EMA'’s Christelle Bouygues Reviews Lifecycle Management Expectations and Other Key Concerns
Addressed in Revised Q&A on Drug/Device Combination Products

FDA Compliance Official Friedman Stresses the Critical Role of an Executive-Supported Quality/
Operations Partnership
MAY

Different Risk-Based Tools Can be Utilized for Computer Software Validation, Say UK and US
Regulators, but the Focus Should be on Critical Thinking and Patient Safety

% HPRA CEO Lorraine Nolan Urges Industry Leaders to Support Regulator/Industry Vision for
Global Quality Dossier

MHRA’s Trevor Watson Reviews GMDP Inspection Findings and Expectations for APIs and
Excipients at JPAG Conference

% African Medicines Agency Will Play Key Role in Continental Regulatory Ecosystem Alongside
Regional Initiatives and National Authorities

FDA’s Katharine Duncan Reviews CMC Expectations for Therapeutic Peptides at USP Peptide/
Oligo Workshop
APRIL

FDA’s Lawrence Perez Reviews Key CMC Challenges for Synthetic Oligonucleotides at USP
Peptide/Oligo Workshop

% WHO and EMA Leaders Shed Light on WHO Listed Authorities (WLA) Initiative to Increase
Global Regulatory Capabilities

CBER’S Steven Oh Explores CMC Challenges of CGTs at PDA CDMO Partnership Workshop

MHRA’s Chief Partnerships Officer Explains How the Agency Is Supporting Sustainability

MARCH

FDA Europe Office 2024 Priorities for Medical Products Include Promoting Global Regulatory
Convergence Around Cutting-Edge Technologies

European Commission, EMA, and Competent Authorities Lead “Coalition of the Willing” in
Addressing Interfaces Between Drug / Device / IVD Regulations



https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/week-ending-june-7-2024-featuring-cders-friedman-on-quality-operations-business-synergy/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-may-3-2024/
https://ipq.org/weekly-supplement-week-ending-april-26-2024/
https://ipq.org/weekly-supplement-week-ending-april-26-2024/
https://ipq.org/weekly-supplement-week-ending-april-19-2024/
https://ipq.org/weekly-supplement-week-ending-april-19-2024/
https://ipq.org/weekly-supplement-week-ending-april-12-2024/
https://ipq.org/weekly-supplement-week-ending-april-5-2024/
https://ipq.org/weekly-supplement-week-ending-march-29-2024/
https://ipq.org/weekly-supplement-week-ending-march-29-2024/
https://ipq.org/weekly-supplement-week-ending-march-22-2024/
https://ipq.org/weekly-supplement-week-ending-march-22-2024/

Innovation-Friendly Updates to ICH’s Biotech Viral Safety Guideline Q5A Highlighted by Health
Canada’s EWG/IWG Member Storbeck

ICH Technology Facilitation Efforts Bear More Fruit in New Analytics Development Guideline Q14
and Revised Validation Guideline Q2(R2)

% International Panel of Regulators Discuss Collaboration on Transforming CMC Practices at
CASSS WCBP Conference (Part Il)

FEBRUARY

% International Panel of Regulators Discuss Collaboration on Transforming CMC Practices at
CASSS WCBP Conference (Part I)

Role of Generic Drug and Biosimilar Research Programs Highlighted by CDER’s Corrigan-Curay
at AAM Annual Meeting

Design of In-Use Stability Testing Protocols Requires Strategic Risk- Based Thinking, Health
Canada’s Russell Affirms at CASSS Forum

Advancing Manufacturing Digitalization Involves Global Regulatory Alignment, EMA Quality
Leader Affirms

JANUARY

Global Regulatory Convergence is Drawing Increased Attention at FDA’s Office of Combination
Products
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IPQ’S IN-DEPTH COVERAGE RELEASED SINCE 2020

The following are the headlines of the in-depth stories that IPQ has released since 2020. The stories are
listed in reverse chronological order. Readers of the Weekly Supplement can then click though to those that
are of particular relevance to the regulator presentation, news briefs, and compliance information featured
in the issue. Those of particularly high relevance to the Weekly regulator story are indicated with a red star.

2024

FDA and Industry Thought Leaders Explore How CMC Communication Pathways Can be Broadened to
Improve BLA Review Outcomes at Duke-Margolis Workshop

Expanding Regulatory Guidance and Standards Support for Peptides and Oligonucleotides in Focus at USP
Workshop

X ICH’s 2003 Vision of a Harmonized Quality Regulatory Approach that Fosters Innovation Continued to
Take Form in 2023 and 2024

The Challenges of Evolving Pharma from a Compliance to a Risk-Based Control Strategy Mindset Are
Drawing Conference Spotlight

2023

CMC Innovation Support Programs Advance at EMA and FDA, with Distributed and Continuous
Manufacturing on Front Burner

Implementing ICH Q9(R1) Will Entail a Heightened Focus on Integrating Knowledge into Risk-Based
Decision-Making

Industry is Urging EMA to Increase its Focus on Medicine Impact of EU Food, Chemical, and Environmental
Legislation

IPEC is Helping Marshal Expertise Across Stakeholders to Forestall a Potential TiOp Ban in Pharmaceuticals

USP Continues to Refine Its Strategies for Keeping Pace with and Supporting the Rapidly Advancing
Biotechnology in the MAb, Vaccine and CGT Arenas

Government/Industry/Academia Collaborative Efforts to De-Risk and Accelerate Manufacturing Innovation
Draw Strength from Pandemic Learnings

ICH Q3D Implementation Continues with Workshops, Research, and Guideline and Pharmacopeial Revisions

2022

Strengthened European Regulator Support for Advanced Technologies Includes New EMA Quality
Innovation Group

EMA Toolbox on CMC Flexibilities has been Evolving to Incorporate Industry Input and Learnings from the
Pandemic

CBER’s Advanced Technologies Program Growing Stronger with Increased Funding, Expertise, and Collaboration
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mRNA-LNP Vaccines Spur Global Dialogue on Nanomaterial Standards and Regulatory Approaches
NASEM-Led Study for FDA is Helping Drive Industry/Regulator Agenda on Innovation Needs

v Pandemic Experience Showcases the Potential for Faster Innovation, More Collaboration,
and Workplace and Operations Modernization

Progress in Addressing Impurity Challenges in Focus at USP’s 2022 Peptide/Oligo Workshop

Pandemic Experience and Supply-Chain Risk Management Expectations Increase Attention on Excipient
GMP Third-Party Auditing

Janet Woodcock and Jeff Baker will Continue to Play Key Manufacturing Innovation Roles in New FDA and
NIIMBL Positions

FDA’s KASA and Related PQ/CMC Initiatives on Improving CMC Data Structuring and Sharing Will
Help Support ICH M4Q Revision

Key GMP Focal Points in Europe Include Guidance Revisions, New Vet Regulations, and Adaptive
Assessment/Inspection Approaches

2021

USP and Ph. Eur. Initiatives in the Biologics Arena Continue to Bear Fruit; FDA Joins the Pharmacopeias in
Upgrading Particulate Guidance

COVID Vaccine Industry Project Leaders Are Sharing Insights on How the Daunting CMC Challenges Were Addressed

Biomanufacturer Raw Material Control on Regulatory Front Burner as Analytical Power and Formulation
Challenges Intensify

Manufacturing, Impurities, and Characterization Methods Are Key Regulatory Focal Points for Peptides and
Oligonucleotides

A Confluence of Forces Is Now Spurring Combination Product Regulatory Reform in Europe

Pandemic Urgencies Highlight Constraints in Manufacturing Change Regulatory Paradigm and Where
Adjustments Are Needed

Regulators Are Exploring with Industry How to Strengthen Quality Risk Management Practices, with
Revision of ICH Q9 a Key Focal Point

Regulators Share Pandemic’s CMC Impact at CASSS Japan Forum; Guidance Output Continues Apace in Q1 2021
Academial/lndustry Collaboration Intensifies on Addressing the Pressing Needs in BiopharmaWorkforce Development
Latest Improvements in FDA’s Inactive Ingredient Database Include Change Log and Use of Maximum Daily Exposure

Recent Technology and Partnership Advances Made Possible Precision and Speed of Vaccine Response to
Pandemic, NIAID’s Graham Stresses at CASSS WCBP Conference

Pandemic Intensifies USP’s Focus on Supply Chain Vulnerabilities and Vaccine Development
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2020

Pandemic Spurs Deepening of Pharmacopoeia/Regulator/Industry Communication Channels

COVID Vaccine Global Distribution Challenges Explored by Bio Supply Management Alliance (BSMA) Panel
of European Experts

Pandemic Stresses Increase FDA Attention on Risk Management Plans for Drug Shortage Prevention and Mitigation
USP’s Global Efforts to Strengthen Standards and Accelerate Innovation for Biologics Include ICH Engagement

CBER Director Marks Traverses the Complex COVID-19 Vaccine/Therapy Regulatory Landscape at FDLI’s
Annual Conference

Stronger Unapproved Stem-Cell Enforcement Accompanies FDA Center for Biologics’ Cell and Gene Therapy
Advancement Efforts

Design-Based Development Paradigm for Cell/Gene Therapies Will Significantly Reduce Costs, Timelines and
Regulatory Concerns, AGT CEO Galvin Maintains

Synthesis and Analysis Advancements Are Unleashing the Potential of Peptides and Oligos, Spurring CMC
Regulatory Dialogue

USP Convention Meets Virtually in May 2020 to Review Upcoming Priorities, with Both 200-Year Legacy and
Current Pandemic in Focus

COVID-19 Vaccine Urgency Throws Spotlight on Next-Gen Sequencing as Key Facilitator
NIIMBL Progress Includes Partnership with Biophorum on Buffer Mixing and Global Health Fund with Gates Foundation

Top FDA Drug Compliance Concerns during 2019 Included OTCs, Supply Chain Information Flow,
Compounding, and Genotoxic Impurities

Existing Accelerated CMC, Advanced Manufacturing, and Inspection Initiatives are Supporting Regulators in
Pandemic Response, FDA’s Cruse Explains in Recent Field Office Updates

Attention Heightens on Creating an Independent Regulatory Pathway for Introducing Novel Excipients

% US/EU MRA Implementation, US Congressional Hearings, and Industry Surveys Shed Light on Global GMP
Inspection Challenges and Collaboration Opportunities
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