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Introduction 
This final report presents an overview of the Population Council’s three-year “Facilitating Regulatory Approval of Multipurpose Prevention Technologies (MPTs) for Reproductive Health” (RA for MPTs) project, funded through a cooperative agreement from the Office of Population and Reproductive Health at the US Agency for International Development (USAID). 
Background 
The inherent challenges of developing and approving MPTs are complex, necessitating creativity and strategic thinking by multiple stakeholders. USAID, as a key stakeholder, has played a leadership role in spurring investment in product development and introduction of new products for sexual and reproductive health (SRH). Building on decades of support for developing countries, as well as for reproductive health product development, USAID is providing focused support to facilitate research and development, regulatory approval, and ultimately introduction of MPTs. A key component of USAID’s strategy was to attempt to clarify and inform regulatory pathways for MPTs. The RA for MPTs project was awarded to the Population Council, given its unique combination of expertise in reproductive health technology development and introduction, obtaining regulatory approval, advancing products into production, and implementing strategies to ensure successful introduction into national programs. Expertise from the Council’s HIV and AIDS Program, Reproductive Health Program, and the regulatory and quality assurance team contributed to this effort.
Project Achievements
Stimulating Thought Leadership and Distilling Key Lessons
The Population Council has played a key role in the overall effort to define, shape, and influence the MPT global research and action agenda. Ms. Martha Brady, Council Senior Associate, led the RA for MPTs project, collaborating with major stakeholders in the field to clarify possible regulatory pathways and advance the MPT agenda overall, as well as laying the initial groundwork for future product access. Although MPTs are still under development, the Council has been successful in advancing the idea that it is not only possible, but critical, to be proactive in elaborating an understanding of and planning for regulatory processes in advance. It is noteworthy that now, upon the completion of this three-year project, there is active strategic engagement between key US government agencies (including the Food & Drug Administration [FDA] and the National Institutes of Health [NIH]), international organizations, product developers, and supporting agencies. MPTs have increasingly been included on the global FP, SRH, and HIV agendas of such fora as the International Family Planning Conference, the International AIDS Conference, the Wellcome Trust Global Forum, CONRAD’s Product Development Workshop, and the Women Deliver International Conference, among others. 
Over the course of the RA for MPTs project, the Council developed a body of work delineating key components of the MPT regulatory agenda, providing information for understanding and planning for regulatory processes, and preparing for introduction by bringing users’ perspectives into the agenda. This work includes publications, presentations, and convening of thought leaders.  
Because of the novelty and complexity of developing MPTs for SRH and HIV prevention, product developers face unique challenges in navigating regulatory channels and bringing MPTs to market. MPTs require sharper focus and strategic coordination across the development process, new types of study designs to test combination products, and innovative approaches to the regulatory approval process. The Council’s work underscored how critical it is that all three of these domains be addressed in order to effectively move MPT development—and ultimate delivery—forward. 
Stakeholder Engagement
The Council has continued to take a lead on stakeholder engagement, including among reproductive health and HIV-prevention advocates, product developers, regulators, and industry. Project lead Martha Brady is frequently called on to participate in key international gatherings, for example, at the Gates Foundation Global Health Product Development Forum (Seattle, May 2013). Strategic engagement is a key element of efforts to facilitate regulatory approval for future MPTs and Ms. Brady has spent considerable effort engaging with key US government agencies, including the FDA, NIH, CDC, as well as international entities, such as the EMA and a select group of African regulators, product developers, and the Coalition Advancing Multipurpose Innovations (CAMI). 
Convener, Co-sponsor Role 
Over the course of the project, the Council played a major role as convener and co-sponsor of key thought leader consultations, symposia, and other global fora. In addition to the Council’s own consultation on nomenclature, for example, we convened a Satellite Session on MPTs, “New Products, New Paradigms: Combination Products for Women,” at the AIDS2012 Conference in Washington, DC, in collaboration with USAID and other partners. Similarly, we co-sponsored, with USAID and CAMI, the Wellcome Trust “Global Forum on Multipurpose Prevention Technologies for Reproductive Health: Advancing the MPT Agenda Globally,” held in January 2012 in London. 
As the RA for MPTs project drew to a close, the Population Council held an end-of-project meeting to share project achievements and lessons, and to discuss next steps for advancing the MPT agenda. The meeting was held at the Population Council’s office in Washington, DC, on September 19, 2013, with a select group of experts representing supporting agencies, product developers, regulators, and policy, advocacy, and program leaders participating. 
A roundtable discussion among meeting participants drew out important insights from their experiences with various regulatory and commercialization processes for their respective FP/RH products, three of which are MPTs. Examples of products discussed include: ARV-based vaginal rings, a new type of female condom, a new type of diaphragm, a microbicide vaginal gel, and a generic contraceptive implant. The discussion topics included the WHO pre-qualification process, regulatory strategies related to specific products, and commercialization efforts. Lessons learned from these products and agencies will serve as a useful foundation as we advance current and future MPT products. 
The meeting served to consolidate learning across agencies as a foundation for moving the MPT agenda forward. After the meeting, we prepared an aide-mémoire outlining the impact of this work, key messages from the meeting, and next steps; and an annotated bibliography of all project briefs and papers, and selected presentations. This material will be posted on the Council’s and CAMI’s websites, broadly disseminated in the global MPT scientific and advocacy community, and was made available at the recent International Family Planning Conference in Addis Ababa.
Key convenings and presentations at global fora included:
· Presented on panel session “Multipurpose Prevention Technologies for FP/RH – Using Family Planning to Inform the Next Great Wave in Protection for Women and Girls,” at 2013 International Conference on Family Planning (Addis Ababa, Ethiopia, November).
· Convened Satellite Session “New Products, New Paradigms: Combination Products for Women” at AIDS2012 Conference (Washington, DC, July). In collaboration with USAID and other partners, conceptualized and executed session. Provided platform for discussion of regulatory challenges for MPTs by US FDA regulators on panel. 
· Provided content for MPT sessions at the Women Deliver Conference (Kuala Lumpur, Malaysia, May 2013). 
· Presented at the Indian Council of Medical Research (ICMR) MPT Consultation (New Delhi, India, November 2012).
· Co-sponsored Wellcome Trust “Global Forum on Multipurpose Prevention Technologies for Reproductive Health: Advancing the MPT Agenda Globally,” (London, January 2012); also co-convened by USAID and CAMI. Dr. Saiqa Mullick, Council Country Director for South Africa, also participated. Ms. Brady chaired panel on regulatory pathways for MPTs. The Council also supported the travel of several international participants to the forum.
· Co-convened symposium “Multipurpose Prevention Technologies for Reproductive Health,” organized by IMPT (Washington, DC, November 2011). Provided technical guidance to symposium planning, agenda, actively engaged in conceptualizing and chairing session on “Regulatory Pathways for MPTs,” presented on “Distilling and Clarifying Regulatory Process” in the regulatory session, and served as a panelist in another session “Introduction of the first MPT: Lessons Learned to Facilitate the Successful Introduction of MPTs.” 
Nomenclature, MPT Typology, and Critical Path Framework
At the start of the RA for MPTs project, it was clear that an understanding of the regulatory requirements for such MPT combination products was needed. But before that could be advanced, it was evident that there was confusion around definitions and terminology, with different terms and definitions being used by various constituents. Early on in the project, the Council convened a Day of Dialogue on MPT Nomenclature, in an effort to clarify language and terminology moving forward.
[image: MPT-Pathway.generic.MAR2012.jpg]MPTs that are currently being developed combine several active pharmaceutical ingredients (APIs) and delivery platforms. As such, they do not fit neatly into the discrete categories of drug, device, or biologic typically used by regulatory agencies — though they may involve any or all of these. As MPTs are designed to address different indications, regulatory review may involve more than one section of a regulatory agency, such as antivirals and/or contraception. Given both the diversity and complexity associated with MPTs, understanding the regulatory pathway is critical to success.  
A key conceptual piece developed under the project was an MPT Typology, which visually depicts the various permutations of potential indications and possible combinations of delivery platforms and systems (see right). This Typology has been widely cited as a useful tool for the MPT field. 
Another conceptual piece developed under this project was the Critical Path Framework (see below), which identifies key activities and data required along the pathway from product development through commercialization and access, including regulatory approval. Illustrative activities of each element are described further in the Critical Path Brief also produced under this activity.
[image: ] (
Constructing a Critical Path from Product Development
 
to Access for MPTs: A Framework 
)

Regulatory Agencies, Processes, and Guidance 
Another key project activity was to delineate the role of regulatory bodies and to review existing guidance to ascertain their relevance to MPTs. Every pharmaceutical product will have its own specific requirements for development and regulatory approval, and communication with regulatory agencies is a key element of MPT, and all, product development efforts. The USFDA, EMA, and International Conference on Harmonization (ICH) have each produced guidance documents that provide summary information on the nonclinical and quality requirements for pharmaceutical product development. Although no specific guidance documents exist at this time for the specific development of MPT products for SRH indications, a number of relevant guidance documents exist and were summarized in the Council’s brief produced under this project What Regulatory Guidance Exists for Multipurpose Prevention Technologies? A Review of Key Guidance Documents and their Applicability to MPTs. 
Continuing to advance the road map process, Ms. Brady and co-authors researched and developed a brief about the product development and regulatory pathways for MPTs. Nonclinical Development and Regulatory Requirements for MPTs: A Primer is intended as a resource for USAID, regulatory agencies, product developers, funders, and, ultimately, developing country health authorities.
Socio-behavioral Correlates of MPTs from Users’ Perspectives 
The Council has been actively engaged in the overall work of the Initiative for Multipurpose Prevention Technologies (IMPT), the Secretariat for which is the Coalition Advancing Multipurpose Innovations (CAMI). One specific area of work is thinking through the range of socio-behavioral issues that will influence demand and uptake of MPT products. Ms. Brady chairs the Access, Demand, and Uptake (ADU) Working Group for the Initiative. Focused work includes laying out the socio-behavioral dimensions of prioritized MPTs. To that end, a relevant paper co-authored by Council staff entitled Aligning Product Development with User Perspectives: Social Behavioral Correlates of MPTs is under review for publication in BJOG: An International Journal of Obstetrics and Gynaecology.  
Conclusion
Although this project concludes, the Population Council remains active in the MPT arena–both in terms of R&D, as well as on issues related to access, demand, and uptake. The array of materials prepared throughout the project will be disseminated and knowledge shared to advance the MPT agenda. This work has helped to bolster interest and advance discussion on MPTs among the scientific and advocacy communities, clarify language and regulatory processes, and draw out key components of behavioral and health systems research that will be critical as the MPT field moves forward. 
The future of MPTs will be influenced heavily by developments at global and country levels. The actions taken now to create innovative approaches to regulatory processes for MPTs and to spur investment in research and development will make significant contributions to the reproductive health and HIV fields. The results of this work will benefit product developers, drug regulatory agencies, and developing country Ministries of Health, and, ultimately, the end users of future MPT products—women (and men) most in need. 
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Selected Presentations 
A Critical Look Down the Critical Path to MPT Development, 
presented at CONRAD-hosted Product Development Workshop (Washington, DC; February 2013)
What Have We Learned From Other Health Technologies? How Do They Apply to MPTs?, 
presented at 
Indian Council of Medical Research
 (ICMR) MPT Symposium (New Delhi, India; 11-12 December 2012) 
http://www.popcouncil.org/pdfs/events/2012Brady_MPTIndiaWhatHaveWeLearned.pdf
Users’ and Providers’ Perspectives on MPTs: What Do We Know, and What Do We Need to Know?, 
presented at 
Indian Council of Medical Research
 (ICMR) MPT Symposium (India; 12 December 2012) http://www.popcouncil.org/pdfs/events/2012Brady_MPTIndiaUserProviderPerspectives.pdf
Facilitating Regulatory Approval of MPTs
, at USAID Cooperating Agencies meeting (Washington, DC, February 2012). 
Preparing for Access: 
From
 Product Development to Introduction
, at Council’s Microbicides Advisory Board annual meeting (Population Council, NY, March 2012). 
Distilling and Clarifying Regulatory Processes
 and panel chair at MPT Symposium (Washington, DC, November 2011).
Regulatory Processes on MPTs (vaginal rings) in Clinical Development for Use in Low-resource 
Settings, at MPT Session of International Family Planning Conference (Dakar, Senegal, December 2011).
)
 (
1
)
 (
7
)
image1.jpeg
MPT Pathway: A Typology

INDICATION
COMBINATION
(S
FORMULATION/
DELIVERY
VEHICLE
S J

ACTIVE

PHARMACEUTICAL
INGREDIENT (API)/
N J

DEVICE STATUS

REGULATORY PATHWAY
# OF INDICATIONS + # OF API/DRUG ~ # YEARS

Martha Brady
©2012 The Population Counell Inc.




image2.jpeg
Assessing
safety

Industrialization/

4 manufacturing
Ensuring

regulatory
Licensing/ approval
distribution

Demand
eneration/ q
2 market Enabling Scaling
development policies





image3.gif




