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Disclosure

Thank you - | am proud to have been asked to give this talk.
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Celebrating over 90 years!

Kholoud Porter David Dunn Sheena McCormack
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Community and research timeline

1981 - 1987: 8 years to manage Ols, stigma and hope.
1987 - 1995: Old compounds as single drug monotherapy.
AZT (1987), ddl (1991), ddC (1992), d4T (1994), 3TC (1995)
1996 - 2002: New drugs (NNRTIs and Pls) in triple combination
Viral load PCR monitoring and drug resistance tests.
20+ daily pills, side effects and drug resistance.
2000 onwards: Global access. Single pills. Generics. PEPFAR.
2002 -2014: New NNRTIs & Pls. Inflammation. INSTI class. Early PrEP.
2015-2025: PROUD, PARTNER, START, U=U and many more.

Ols opportunistic infections, U=U: undectectable = untransmissible.
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Key studies

MRC and UCL studies were partnerships both in the UK and
internationally. Collaborations last for decades.

e Concorde and Delta virology

e UK Seroconvertor Cohort and CASCADE
e UK HIV Drug Resistance Database
e PROUD study

e PARTNER and U=U (Undetectable = Untransmissible)
e START for universal ART
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Concorde (AZT)

e Oct 1988 to Oct 1991: Randomised 1749 asymptomatic people living
with HIV to immediate or deferred AZT (250 mg QID), follow-up to end
1992 or death.

* Roughly half the deferred group started AZT due to AIDS or CD4 <500.

e High exposure to AZT led to no significant clinical differences including 3-
year survival (p=0.13), progression to AIDS (p=0.18) or deaths compared
to placebo.

e Median CD4 was higher at 6 months with AZT (+50 vs -50 cells) and then
steadily dropped in both groups.

Ref: Lancet. 1994; 343:871-881.
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Concorde (AZT

Results April 1993, published April 1994. — BMJ 19 June 1993

Concorde dominate
AIDS conference
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WANE MORCANAR

But it was all there was.
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Delta study — and virology

AZT vs AZT+ddl vs AZT+ddC

DELTA was an RCT in >3200 people with symptoms or CC4 <350. One-
third were pretreated. [1]

Showed benefits of dual therapy in people who hadn’t used AZT before.
Adding ddl but not ddC also improved survival.

Over 30 months, 699 people died.

An extended virology substudy provided the data to support wider use
and confidence in the importance of viral load. [2]

1. Lancet. 1996; 348:283-291
2. AIDS 13(1):p 57-65, January 14, 1999.
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https://journals.lww.com/aidsonline/toc/1999/01140
https://journals.lww.com/aidsonline/toc/1999/01140
https://journals.lww.com/aidsonline/toc/1999/01140

Delta virology

>1200 participants (>9400 samples) . ]
helped validate viral load as a surrogate j_ A S
endpoint. - S
c r === === 1
Baseline, weeks 4, 8, 12, 16, 20, 24 and g =1 7 e
every 8 weeks to week 64. Stored -70 C, e i
viral load test with cut-off <800 c/mL.
. . . Baseline RNA

Baseline viral load independentty . <5000 59 o s 10

. . . . —3 ?-0‘{38;)_ 236 135 109 5
predicted outcomes including mortality, s . U [t 9
nadir and risk of viral rebound.
Ongoing Vi ral lo ad info rmi ng When tO HIV-1 RNA response to antiretroviral treatmentin 1280

participants in the Delta Trial: an extended virology study.

change ART etc. AIDS. 1999 Jan 14;13(1):57-65.
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Community and research

1983 - Denver Principles included
active involvement of people living with
HIV in all aspects of our care, including
research.

1987 - Act-UP challenged structure of drug research,
development and approval.

UK studies since CONCORDE all involved community with

PROUD had a community co-chair, and community reps were on
steering and management cttees and DSMBs.

Celebrating HIV research UCL, 1 May 2025

comme | NN 08



Research and community

« UK studies have always had community links.

» ldeally, this includes at planning stages, protocol
and participant information. Community can help
a study enrol more quickly and to publicise
results.

« Janet Darbyshire and Tim Peto were involved
with the first UK-CAB meeting in 2002.

« UK-CAB connects over 700 community
advocates and reps are included on all UK
QUide"neS and phase 3 studies. Professor Janet Darbyshire

and Professor Tim Peto
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UK register of seroconvertors

Set up in 1994 to study the natural history of HIV.

A collaboration with >100 clinical centres and 3500
participants. Also linked surveillance data and clinical trials.

The cohort joined the international CASCADE study that
connects a large network of research cohorts across Europe.

A unique data set that still continues to inform our
understanding of the natural history of HIV and the complex
questions about the impact of HIV and treatment.

Now part of the HIV research at the Institute of Global
Health.
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Collaboration with 9
other European
countries and
Australia. Includes
>8700 seroconverters
from 19 studies.

CASCADE workshop, Barcelona, 2009.

Data on natural history, drug resistance, weight changes and impact of ART
etc with at least 50 published studies.
Can separate out the impact of HIV when minimal return to health impact.

Also on the role of nadir CD4 count after interrupting ART.
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CASCADE

Differences in HIV RNA levels before the initiation of
antiretroviral therapy among 1864 individuals with
known HIV-1 seroconversion dates
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Natural history of HIV-control since seroconversion

Yoann Madec ', Faroudy Boufassa, Kholoud Porter, Maria Prins, Caroline Sabin,

Antonella d'Arminio Monforte, Pauli Amornkul, Barbara Bartmeyer, Mette Sannes, Alain Venet,
Olivier Lambotte, Laurence Meyer; CASCADE Collaboration in Eurocoord

Collaborators, Affiliations + expand

PMID: 23912979 DOI: 10.1097/01.aids.0000431945.72365.01 AIDS 201 3’ Natural

history of HIV control
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CASCADE THE LANCET

Changes in bodyweight after initiating
antiretroviral therapy close to HIV-1

i O AT IDE seroconversion: an international
cohort collaboration

. . . Nikos Pantazis, PhD 2 ® & - Prof Caroline A Sabin, PhD ® -
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Thresholds <200, <350, and <500 Cells/mm”:
Assessment of Need Following Changes in .
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Lancet HIV 2024 weight gain
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UK resistance database
e Launchedin 2001 as a UK database and § UKHIV

network and included community. £/ Do Resisance Dotabose

e Supported by the NHS, Dept of Health,
MRC, CHIVC and industry at different times.

e (Changing technology and complex
interpretation of results. We needed labs to
collaborate on questions that small
datasets couldn’t answer.

e |ssues about confidentiality over
transmissions and criminalisation.
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UK resistance database

SUpEllEnes e Antiretroviral Drug Resistance

showed transmitted in HIV-1-Infected Patients ﬂ
drug resistance was with Low-Level Viremia

linked to early ART era. POLICING TBANSMIASSION

Nicola E. Mackie,' Andrew N. Phillips,” Steve Kaye,' Clare Booth,*
and Anna-Maria Geretti,”” on behalf of the UK Resistance Database
and the UK Collaborative HIV Cohort Study

y_

THE LANCET | LancetHIV, ﬁ\l CRIME SCENE v .

HIV 2019
Mosaic effectiveness: measuring the impact of novel PrEP methods i it W ST
Prof David V Glidden, PhD 2 & - Megha L Mehrotra, MPH ® - Prof David T Dunn, PhD © -
; b
Elvin H Geng, MD THT report on
Affiliations & Notes % Article Info criminalisation of

transmission
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UK resistance database

Randomized Controlled Trial > J Acquir Immune Defic Syndr. 2025 Mar 1;98(3):274-281. > BMC Infect Dis. 2017 Feb 21:17(1):160. doi: 10.1186/s12879-017-2266-3.
doi: 10.1097/QA1.0000000000003564. Epub 2025 Feb 5.

The virological durability of first-line ART among

Assessing Whether Providing Regular, Free HIV Self- g . . e
HIV-positive adult patients in resource limited

Testing Kits Reduces the Time to HIV Diagnosis: An

Internet-Based, Randomized Controlled Trial in Men settings without virological monitoring: a
Who Have Sex With Men retrospective analysis of DART trial data
David TDunn ', Leanne McCabe 1, Denise Ward , Andrew N Phillips 2, Fiona C Lampe ?, David | Dolling T, Ruth L Goodall 2, Michael Chirara 3, James Hakim 2, Peter Nkurunziza 4
Fiona Burns 2, Valerie Delpech 3, Peter Weatherburn #, T Charles Witzel 2, Roger Pebody 5, . 4' ) 5 ! 5 o 1 ! 6 !
Peter Kirwan 3, Jameel Khawam 3, Sara Croxford 3, Michael Brady ©, Kevin A Fenton 7, Paul? Munderi ©, and E.ram ' D"?ah Tumu"u'?de =2 Maira . -Spyer + Charles F Gilks ®,
Roy Trevelion 8, Yolanda Collaco-Moraes 1, Sheena McCormack ', Alison J Rodger 2 Pontiano Kaleebu *, David T Dunn 7, Deenan Pillay *; DART Virology Group B MC Infe ct
Collaborators, Affiliations -+ expand Dis 2017
JAIDS 2025
> AIDS. 2015 Sep 24;29(15):1917-25. doi: 10.1097/QAD.0000000000000768. AIDS 201 5

A phylotype-based analysis highlights the role of
drug-naive HIV-positive individuals in the
transmission of antiretroviral resistance in the UK
Raphaél Mourad T, Frangois Chevennet, David T Dunn, Esther Fearnhill, Valerie Delpech,

David Asboe, Olivier Gascuel, Stéphane Hue;
UK HIV Drug Resistance Database & the Collaborative HIV, Anti-HIV Drug Resistance Network
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MDP and early HIV vaccine work

Microbicides Development Programme (MDP)

Founded in 2000 and funded by DfID. Included phase 3 study
of PRO2000 microbicide in sub-Saharan Africa.

Lancet. 376 (9749): 1329-37.
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PROUD study

Are you willing to take part in research that
aims to reduce your risk of HIV?

Participation is straightforward

and won't take much of your time.

2012 -TDF/FTC approved as oral PrEP in the US.

2012 - UK plans PROUD: immediate vs deferred PrEP, starting as a pilot study.
Nov 2012 — Apr 2014 enrolled. Decided on a need for a DSMB in January 2014.
October 2014 - stopped early by DSMB - significant benefits.

Feb 2015 -results presented at CROI.

October 2015 - published open-access in the Lancet. The Lancet. Sept 9 2015.
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PROUD study

e Community involved at all levels.

e Community co-chair, protocol input and
participant info.

* |ncluded in Steering and Management Cttees
and the DSMB. Ran participant meetings.

e No PrEP inthe UK so included deferred access
design — no placebo.

So effectively enrolled men at risk that the pilot
study became powered to prove efficacy.

Adherence support with pill boxes.
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Post -PROUD

e PROUD was the easy part.
e NHSrefused to commission.
e NAT court case.

e PrEP 17 video — The coming of age of
PrEP by Nicholas Feustel with Prepster

« Community talks and protests. Vv E N ER
e 2020 - PrEP finally commissioned by NHS w, 0 PrElfw ) &
England following PrEP Impact trial. \ﬁf\\ », ,3

https://prepster.info/prep17
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PrEP, PARTNER, START and U=U

PrEP and PARTNER studies normalised HIV prevention. /giPARTNER

Both effectively reduce risk >99%.

START enabled universal access to ART by producing
data supporting clinical benefit at high CDA4.

If someone tests positive, they can start ART — one pill a
START
day and partners are protected too.

Continued drug development has led to long-acting
ART and PrEP: access and pricing issues continue.
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2025 update

PEPFAR crisis: US policy changes over global aid

Since 20 January.... 6 February 2025. Related: News.
Decades of research are being
dismantled. BERE

CROI 2025 in the shadow of Trump: early reports
include possible bNAbs cure

Thousands of research studies
and health clinics have been
cancelled or closed.

8 March 2025. Related: News.

Assaults to key populations take
us back to the 1 9808 Practical facts about stopping ART if your clinic is

closed: webinar on safety and risk

20 March 2025. Related: News.

This community webinar includes CHANGE webinar - this Wednesda Recent news from
. - - N Q& A for Py le Living with HIV: A ity webi H

practical information about stopping thatacts e eemmeny e i-Base, 2025

ART if vour clinic is closed or has run PO —— Fe—

Celebrating HIV research UCL, 1 May 2025



Imagine, if overnight...

transgender people and HIV:
access to HRT reduces
risk of becoming
HIV positive by

g almost 40%

All UK sexual health clinics closed.
Or we ran out of medicines.
Or 6000 research studies shut.

Oryou were criminalised as LGBT people
were in Uganda two years ago.

Or you were prevented from having a

passport in the US or access treatment in
the UK.
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Moving to the future

20 million people are on
single-pill ART and U=U
also normalises living with
HIV.

But the current US assault
on science and public

health is already undoing New collaborations will be needed to
decades of progress. protect the world we worked to hard to
So now we have new achieve.

challenges. Everyone can be involved.
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Thank you

Thanks to Kholoud, David and Sheena for
comments and to the MRC, UCL, IGH and
ICTM for supporting national and
International research.

Thanks to the UK-CAB for their network for
community treatment advocacy.
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