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GMP Good manufacturing practice
HBc HBV core

HBs HBV surface

HBsAg HBV surface antigen
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JHU Johns Hopkins University
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patents, and licenses
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release antiretroviral research
program
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LMIC Low-middle income country
LTBI Latent TB infection
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Research
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PD Pharmacodynamics
PEPFAR
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Pl Protease inhibitors
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PLWH People living with HIV
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PPPY Per person per year
PrEP Pre-exposure prophylaxis
PSI Protein synthesis inhibitor
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PWID People who inject drugs
Q2M Every 2 months

Q4M Every 4 months
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RA Regulatory authority

RAL Raltegravir
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RIF/RTP Rifampin/rifapentine
ROI Return on investment

RPV Rilpivirine

RPT Rifapentine

RTI Reverse transcriptase inhibitor
SAD Single ascending dose

SC Subcutaneous

SD Single dose

SoC Standard of care

SQVr Saquinavir boosted with
ritonavir
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Program

TB Tuberculosis
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TEAE Treatment-emergent AE
TLC-ART Targeted long-acting and
combination antiretroviral therapy
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TPP Target product profile

ULA Ultra-long-acting

ULO Ulonivirine

UPC User preferences core

VAS Visual analog scale

WHO World Health Organization
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AIDS Research and Education
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	OVERVIEW

	Where will we
	LEAP next?
	On February 21, 2026,
	On February 21, 2026, The Long-Acting Extended Release Antiretroviral Research Resource Program (LEAP) convened clinicians, investigators, developers, community advocacy groups, not-for-profit institutions, and regulatory authorities. Attendees in Denver, CO shared their perspectives and discussed updates, challenges, and future directions on the development of LA formulations. The meeting served as a forum to collectively advance the LA field. The workshop consisted of four plenary sessions and four focus groups. Over the past year, the program has achieved major scientific, organizational, and funding milestones, positioning it for the next phase of research, implementation, and global impact.


	OPENING REMARKS
	Carl Dieffenbach
	Senior Advisor to the Office of the Director, Fogarty International Center
	“Long-acting and sustained-release formulations improve the health of people with chronic conditions by reducing the frequency with which they must interact with their medicine.”
	ART landscape
	What are the scientific challenges?
	Key Takeaways



	OPENING REMARKS
	Charles Flexner
	Principal Investigator of LEAP
	“Without the ability to make injectable, generic formulations of long-acting drugs for HIV treatment and prevention, we will never have an impact on this epidemic.”
	Key Takeaways
	Strategic Directions for 2026-27
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	SESSION 1
	François Venter
	Ezintsha, University of the Witwatersrand, South Africa
	Global Access to Long-Acting HIV Therapies: A Country Perspective
	“With oral treatment, we got to scale. We did not do that with PrEP.”
	South Africa

	What is the Reality on the Ground?
	Recent PEPFAR withdrawal destabilized testing, staffing, decimated key population programs
	Access gap despite scientific progress
	LEN approved + planned rollout, but access remains limited
	LA therapeutics mainly confined to small, non-scalable demonstration projects
	Prevention pipeline robust, but treatment less so

	Even though these drugs are exciting, why will almost no South Africans actually get them in the next 5 years?
	www.longactinghiv.org



	ACCESS
	Sunil S. Solomon
	Johns Hopkins University YRGCARE
	Considerations for LA HIV Therapies in People Who Use Drugs

	“We will never achieve elimination goals for HIV or hepatitis or TB without including people who use drugs – and we need to stop saying they are hard to recruit and try harder.”
	Key Takeaways
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	SESSION 1
	Moherndran Archary
	University of KwaZulu-Natal IMPAACT
	Availability of LA Products for Children & Adolescents: When?

	“Children and adolescents have consistently been at the back end of LA formulation development – and we need to change that paradigm.” 
	Lessons from RSV Prevention
	Youth are Interested in ART
	Barriers to HIV LA in Youth

	Key Takeaways


	EXISTING TECHNOLOGIES
	Imelda Mahaka & Ronald Ssenyonga
	Pangea Zimbabwe AIDS Trust Makerere University
	Global Access to Long-Acting Formulations for HIV: A Community Perspective | Panel Discussion

	“There is no global impact without affordable, people-centered rollout.”
	“Global access to long-acting HIV formulations, such as injectable carbotegravia for PrEP and cabrepilvirine for treatment, represent a game-changer that could redefine HIV management and prevention and is characterized by strong demand and high enthusiasm from communities.”

	Key Takeaways


	SESSION 2
	Roger Ptak
	NIAID/DAIDS
	Preclinical Development of LA Anti-Infective Drugs and Formulations Supported by NIH

	“LEAP has accelerated this field in ways that I don't think could have been imagined when the program was started over 10 years ago.”  
	In addition to LEAP, several NIH-supported programs aim to reduce HIV incidence, develop safer and easier-to-use next-generation therapies, and address HIV-related comorbidities and coinfections through critical preclinical and translational research resources.
	DAIDS Services




	PRODUCTS
	Christopher Vinnard
	Gates Medical Research Institute
	LA Injectable Agents as Tools to End TB

	“We see LAI as integral to a holistic approach to ending tuberculosis.”
	Key Takeaways



	SESSION 2
	David Thomas (for Andrew Owen)
	CELT University of Liverpool
	LONGEVITY Formulation Development: HCV and TB

	“For each of [the five programs], there's been progress in the critical chemistry of formulating the products and in proof-of-concept studies demonstrating that PK can be achieved in animal models.”
	What is LONGEVITY?  An integrated, multi-disease initiative aimed at developing LA therapies to address persistent gaps between the efficacy of oral regimens and real-world effectiveness. Survey data support acceptability and potential programmatic feasibility of LAI for the LONGEVITY target indications.
	LONGEVITY Pipeline Overview
	Group Discussion

	Key Takeaways


	PRODUCTS
	Rodney JY Ho
	University of Washington
	ALL-in-One Long-Acting TLD for HIV Treatment


	“This cannot be done without public-private partnerships.”
	Key Takeaways
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	SESSION 2
	Huub Gelderblom
	Fred Hutchinson Cancer Center HIV Vaccine Trials Network
	Broadly Neutralizing Monoclonal Antibodies for HIV Treatment and Prevention

	“If there have been 50 HIV treatment drugs in 9 classes since 1987, why are there only 4 HIV prevention drugs?”
	Key Takeaways
	bnAbs are a transformative new option for HIV prevention and treatment
	Expanding choice and reducing cost are essential for impact
	Pharmacoequity must guide development and deployment
	“We give monoclonal antibodies to cats and dogs here in the United States. But there are 100 countries around the world that do not have access to even the 10 monoclonal antibodies that are on the WHO essential medicine list.”
	www.longactinghiv.org




	PRODUCTS
	Daniel R. Kuritzkes
	Harvard Medical School
	Broadly Neutralizing Antibodies for HIV:  Why We Should Be Cautious
	“An antibody has to be two to five times more valuable to break even with a small molecule.”
	What are Some of the Limitations of bnAbs?
	bnAbs face significant scientific and implementation challenges despite strong biologic rationale.
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	SESSION 3
	Lionel Tan & Alex Rinehart
	ViiV Healthcare
	Current Status of the ViiV LA/ER Pipeline
	“We pretty much have the waterfront covered here for the life cycle of the virus.”
	ViiV has made a strategic shift to a fully-LA pipeline with the goal of enabling combination regimens with matched long durations.
	PREVENTION
	TREATMENT
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	PRODUCTS
	Luisa Stamm
	Merck Research Laboratories
	Merck HIV Pipeline: LA Oral Treatment and Prevention

	“The positive data with daily DOR, ISL, and weekly ISL/LEN really support the development of the LA NRTTI-based treatments for treatment and prevention.”
	Key Takeaways



	SESSION 3
	Moupali Das & Martin Rhee
	Gilead Sciences
	Current Status of the Gilead LA/ER Pipeline

	“Gilead's long-standing commitment and dedication is to end the HIV epidemic for everyone everywhere.”
	>16 million people have accessed a Gilead treatment or PrEP regimen, including in LMIC.
	What’s Next?

	Key Takeaways
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	PRODUCTS
	Vivian Cox
	Johnson & Johnson
	Current Status of the J&J Tuberculosis LA/ER Pipeline

	“Bedaquiline has unique properties to provide a potential new TPT treatment regimen for individuals at high risk of developing active TB disease.”
	Key Takeaways



	SESSION 4
	Geri Donenberg
	NIH DAID, OAR
	What Is Implementation Science, and What Is Its Role in the NIH Research Portfolio?


	“Implementation science is not implementation – it is the study of how to implement.”
	ARISE program
	Key Takeaways


	IMPLEMENTATION
	mike Reid
	Bureau of Global Health Security & Diplomacy/PEPFAR
	The New PEPFAR: Implications for LA Treatment and Prevention
	“Long-acting prevention in particular, but treatment as well, are not peripheral innovations … they are central to sustaining the epidemic response in the coming decade.”
	What are key enablers to support operational planning between GF, GHSD + country stakeholders?
	Global Fund and GHSD Approaches to Financing LEN PrEP
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	SESSION 4
	José Bauermeister
	University of Pennsylvania
	Introduction to the LEAP User Preferences Core

	“We’re not advancing the field if we just keep putting the same five variables in the model.”
	Why a UPC? Incorporating user perspectives results in greater uptake, equity, and sustainability.
	UPC Objectives
	UPC Members
	What is behavioral congruence and why does it matter?
	www.longactinghiv.org



	INDUSTRY ROUNDTABLE
	ViiV, Merck, Gilead, J&J & Generics Representatives
	“I think one thing we’re going to have to talk about is shared risk.”
	The Industry Roundtable convened representatives from pharmaceutical companies, generic manufacturers, and global health partners to discuss how to accelerate the development, approval, and equitable access of LA HIV and TB therapies. Discussion focused on bridging persistent gaps between innovation and real-world impact, including earlier inclusion of key populations (adolescents, pregnant individuals, children), strategies for speeding parallel development and regulatory activities, and the critical role of generic partnerships, technology transfer, and shared-risk models.
	Below is a condensed, topical recap of the discussion.
	Q4M CAB is a PK-driven option designed to expand choice, with uptake determined by factors beyond dosing frequency.
	Pregnancy data are increasingly generated by allowing participants to remain on a study drug, with growing evidence but continued caution for newer LA agents.
	Adolescent inclusion is planned for BDQ, with efforts to start studies early, though not fully in parallel with adult Phase 3 trials.
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	INDUSTRY ROUNDTABLE (cont’d)
	LEN neonatal prophylaxis is in early development, focused on defining formulation and dosing given unique infant pharmacology.
	CAB is currently limited to CAB/RPV for treatment, with interest in broader use but no confirmed expansion plans.
	LA BDQ pediatric development will use modeling and staged inclusion, alongside a partnership-driven access strategy.
	Faster access to LA HIV products requires early generic engagement, strong tech transfer, regulatory alignment, and shared-risk, parallel development.
	Accelerating prevention timelines (e.g., pre-efficacy filing) is being explored but constrained by market uncertainty and risk tolerance.
	While HIV treatment scaled through coordinated demand and clear economics, LA prevention requires new models for scale, incentives, and delivery.
	www.longactinghiv.org


	FOCUS GROUPS
	Toward a collective agenda to advance the long-acting field.
	Four 15-minute Focus Groups preceded the 2026 Annual LEAP Workshop and were intended to foster informative and provocative discussion of strategically selected topics, listed below. Highlights and recommendations from each focus group were presented. Attendance for these sessions was limited.
	Focus Group 1 Managing HIV/HBV Coinfection
	Focus Group 2 Bridging the Valley of Death
	Focus Group 3 Ending HIV: Is LEN the Answer?
	Focus Group 4 User Preferences Research



	FOCUS GROUP 1
	Rapporteur
	Co-Chairs
	Chloe Thio
	JHU

	Managing HIV/HBV Coinfection
	Simplified HBV testing
	Integrated HBV management
	Resource-adapted guidelines
	Baseline HBsAg testing is  essential for defining a decision algorithm for switching treatment.
	Monica Gandhi
	UCSF

	This focus group discussed what should be tested before switching off TDF-containing ART, how to monitor LA therapy, how to manage chronic HBV when there is a strong case for LA HIV therapy, and how to approach HBV vaccination amid variable testing capacity. HBsAg testing is the standard first-line screening test (low-cost) for active HBV infection globally.
	Participants repeatedly contrasted resource-rich settings (where triple serologies and HBV DNA test after positive result may be possible) with LMIC scenarios, where HBsAg testing is commonly available but core antibody (anti-HBc), surface antibody (anti-HBs), and HBV DNA testing are often limited by cost and infrastructure.
	Jordan Feld
	www.longactinghiv.org




	Managing HIV/HBV Coinfection
	“What do we do in LMIC settings for screening when you move to two-drug ART that doesn't cover hepatitis B or you use LA ART?”
	HBV DNA testing is not scalable for routine use, although it may be appropriate in select contexts such as suspected occult HBV. Monitoring can instead rely on HBsAg and AST/ALT every 6 months, as supported by CARES trial results. Vaccination strategies should be adapted to reflect testing constraints, and CAB/RPV should be avoided unless concurrent HBV-active therapy is maintained.
	Draft Recommendations
	Make HBsAg testing a non-negotiable baseline step before switching off TDF-containing ART
	Where feasible, test for anti-HBc and anti-HBs at baseline to identify prior HBV exposure without immunity and guide vaccination
	Use AST/ALT monitoring and repeat HBsAg as a practical surveillance tool while on LA therapy; escalate work-up if enzymes rise
	Recognize that HBV DNA testing is not scalable in many programs; prioritize simpler algorithms that can be implemented broadly.


	FOCUS GROUP 2
	Rapporteur
	Keith Crawford

	Co-Chairs
	Brian Kearney
	Paul Domanico
	Preclinical Discovery & Development to Industry Collaboration – Bridging the “Valley of Death”

	Clear value and alignment
	Multiple valleys of death
	Early planning for global access
	“Industry has clear go and no-go criteria … academia could operate that way if it had more flexible sources of funding.”
	How should stakeholders align on value when developing LA products?
	Value differs across stakeholders: industry may prioritize ROI and niche positioning, while others emphasize access, publications, or community acceptability. Early alignment is essential, beginning with clear conversations and development of a TPP and roadmap to guide engagement with regulators, investors, and partners.

	What are the key “valleys of death” in development, and how can they be addressed?
	Rather than a single barrier, multiple valleys exist, driven by uncertainty around maturity, risk, and regulatory pathways. LA formulations face added complexity from regulatory cycles and BE requirements. These challenges can be mitigated by generating strong data packages to clarify safety, PK, and regulatory strategy, and by leveraging modeling and pre-competitive platforms where possible and acceptable.


	“Design potent products, good PK profiles that are safe, and these will be more appealing to industry.”
	www.longactinghiv.org



	Bridging the Valley of Death
	How do culture and communication gaps affect development?
	How should community engagement and inclusion of vulnerable populations be approached?
	Why does a pediatric gap persist, and how can it be addressed?
	“Pediatrics is not a major market for most industries, but there are certain strategies that are improving the situation.”
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	FOCUS GROUP 3
	Rapporteur
	Ethel Weld
	JHU


	Co-Chairs
	Sinead Delany-Moretlwe
	Angela Colbers
	Ending HIV: Is LEN the Answer?
	“Identifying people at risk and sustaining them on care and engaging them on prevention is challenging, and sustaining people on treatment who are positive is a known fraught and difficult prospect.”
	Can LEN prevent HIV infection?
	Yes: efficacy has already been demonstrated at near-perfect levels. Ongoing work focuses on optimizing formulation and delivery.

	Will people start and stay on LEN?
	Uptake will depend on acceptability, including concerns about nodules and perceived risk, which can be addressed through counseling, peer influence, and improved formulations.

	Can coverage reach those at highest risk?
	Coverage remains challenging due to dynamic risk, mobility, and engagement gaps, requiring targeted outreach and more adaptive eligibility frameworks.

	Can health systems deliver LEN at scale?
	Scaling will likely depend on overcoming retention, tracking, and infrastructure challenges. Solutions may inlcude digital tools, decentralized care, and peer support.


	LA design/implementation uncertainty
	End-user needs vs feasibility gap
	Early engagement, structured tools
	Can LEN help end HIV transmission at the epidemic level?
	Potentially: but only if it is integrated with ART, testing, and stronger health systems, combining prevention and treatment at scale.
	www.longactinghiv.org




	Ending HIV: Is LEN the Answer?
	“Cross-company collaborations [are] not only desirable but possible in this world.”
	This focus group discussed where uncertainty arises when designing and implementing LA/ER products. Key tensions include: i) variability in how LA is defined across modalities and indications; ii) the gap between ideal end-user desires and formulation/technology feasibility; and iii) real-world implementation constraints such as strict dosing windows, payer/insurance barriers, and LMIC access. Participants emphasized the need for earlier and more continuous engagement of end users (including adolescents and transgender women) and providers throughout development, and for structured frameworks (e.g., target product/regimen profiles) and iterative processes that translate preferences into feasible design decisions.
	How can the LEAP UPC save time?
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	FOCUS GROUP 4
	Rapporteur
	Karine Dubé

	Co-Chairs
	José Bauermeister
	Rachel Bender Ignacio
	User Preferences Research
	Dynamic, context-driven acceptability
	Design–feasibility gap
	Evolving user preferences
	“We need to know which problem we’re trying to solve, is it acceptability, access, or feasibility, and plan accordingly.”
	Defining LA and Aligning Expectations
	A lack of consistent definitions for “long-acting” (e.g., weekly vs monthly vs 6-month dosing) shapes expectations and uptake. Standardizing terminology and aligning messaging across duration and modality are essential to reduce confusion and support adoption.

	Understanding Layered and Evolving Preferences
	User preferences operate across individual, social, and technical domains and evolve over time and context. Research and product design must account for this complexity by capturing multiple layers of influence and building flexibility into both products and delivery systems.

	Bridging Ideal Design and Real-World Feasibility
	There is a persistent tension between ideal user preferences (e.g., minimal burden) and practical constraints related to PK, safety, and manufacturing. Developers must define acceptable trade-offs early and incorporate feasibility into design decisions from the outset.
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	USER PREFERENCE RESEARCH
	“I don’t think we’ve ever resolved the conundrum of the tight versus elephant pants. But we agree that pants should be comfortable and forgiving, just like LA products.”
	Improving Research Approaches and Inclusion
	Abstract research questions often yield limited insight; experiential methods such as prototypes, simulations, and early engagement with user advisory boards are more informative. At the same time, gaps in data - particularly for adolescents and other underrepresented groups - highlight the need for broader inclusion and earlier generation of relevant PK and safety data.

	Managing Delivery Constraints and System Realities
	While LA products reduce daily burden, they introduce new constraints such as strict dosing windows and re-initiation challenges. Programs must incorporate flexibility, backup options, and patient-centered delivery approaches. Cost remains a dominant factor in decision-making, requiring affordability and access strategies to be integrated early in development.

	Addressing Pipeline, Measurement, and Implementation Gaps
	Uncertainty often emerges between late-stage trials and real-world implementation, underscoring the need to integrate implementation science earlier and test delivery models in parallel with efficacy. Standardized tools and shared frameworks can improve comparability of preference data across studies.

	Expanding the Definition of End Users
	Many key populations - and even stakeholders such as providers, payers, and implementers - are often excluded from early design decisions. Expanding the definition of end users is critical to ensure products are usable, scalable, and relevant in real-world settings.

	What do end-users really want?
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	FINAL DISCUSSION
	Charles Flexner
	Principal Investigator of LEAP
	“The thing that surprised me the most about this meeting is we, at the end of the planning, I felt we were far too focused on HIV and kind of left tuberculosis and viral hepatitis in the dust … and they managed to claw themselves back to the top.”
	Group Discussion

	Key Takeaways
	www.longactinghiv.org






