25th International Workshop
on HIV and Hepatitis
Observational Databases

Abstract Book
Athens, Greece 23rd - 25th March 2023

STRICTLY CONFIDENTIAL



SCIENTIFIC PROGRAMME

This Workshop’s transactions are unpublished, to allow investigators to present
findings at subsequent conferences. For this reason the content of this Workshop’s
posters and presentations must not be reproduced or referred to without the
expressed permission of the chief authors involved.

25" International Workshop on HIV and Hepatitis Observational Databases. Athens, Grétt®238 March 2023
STRICTLY CONFIDENTIAL



Workshop Funders

Platinum funder

/A
I

Healthcare

Silver funders

€d MSD ({J GILEAD

Bronze funder

France
REcherche
a n Nord & sud
Sida-hiv
Hépatites

Agence autonome de |'Inserm

250 International Workshop on HIV and Hepatitis Observational Databases. Athens, Gréttm®e233 March 2023
STRICTLY CONFIDENTIAL



IWHOD Scientific Committee

Amy Justice (Chairperson) New Haven, United States of America
Rodolphe Thiébaut, Bordeaux, France

Mary-Ann Davies Cape Town, South Africa

Julia del Amo Madrid, Spain

Hansjakob Furrer Bern, Switzerland

John Gill Calgary, Canada

Miguel Hernan Boston, United States of America
Ole Kirk Copenhagen, Denmark

Marina Klein Montréal, Canada

Roger Kouyos Zurich, Switzerland

Karine Lacombe Paris, France

Yukari Manabe Baltimore, United States of America
Stanislas Pol Paris, France

Caroline Sabin London, United Kingdom

Jonathan Sterne Bristol, United Kingdom

Victor Ssempijja (co-opted member) Kampala, Uganda

IWHOD Society Board of Directors

Amy Justice
Kholoud Porter
Ole Kirk

IWHOD Scientific Secretariat

Kholoud Porter, Chair
Phoebe Day

Jakob Friis Larsen

Organising Secretariat

On behalf of visual response:
Dolores O’Sullivan

Mark Waters

25" International Workshop on HIV and Hepatitis Observational Databases. Athens, Grétt®238 March 2023
STRICTLY CONFIDENTIAL



LA o e
<J £ [ QA
v k=
| S—
25" International Workshop on HIV and Hepatitis Observational Databases
Athens, Greece 23" - 25% March 2023

Thursday 23rd March 2023

13:00—14:00
14:00—14:10

Welcome lunch

Welcome address by Amy Justice

Session 1: Across the lifespan

Chairpersons: Hajra Okhai and John Gill
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The power of collaborative research
Alvaro Munoz

1 Epigenetic aging accelerates before antiretroviral therapy and decelerates
after viral suppression: longitudinal study over >17 years
Isabella Schoepf "

2 Neurocognitive impairments in people living with HIV - a viral genome wide
association study
Marius Zeeb

3 Dragons’ Den follow up: neurocognitively-active medications and alcohol on
the risk of pneumonia among people with and without HIV
Christopher Rentsch

4 Non-AIDS defining cancer mortality in adults living with HIV
Marta Rava

5 Evaluating hypothetical clinic-based interventions to reduce racial disparities
in mortality among people with HIV in the United States
Lauren Zalla ¥

6 Age-specific mortality among adolescents and youth living with HIV in South
Africa: results from a mixed-data cohort
Siyanai Zhou "™

Discussion

Poster session and coffee break

Inter cohorts collaboration meeting

Challenges in observational data

Drug repurposing: when are observational studies enough to launch

randomized trials? And who makes the decision?

Miguel Hernan
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Friday 24th March 2023

Dragons’ Den
Chairpersons: Keri N Althoff and Caroline Sabin

08:30—09:30 Questions for discussion:

What is the best methodological approach to deal with missing and selective HCV
testing to obtain unbiased estimates for trends in HCV RNA prevalence over
time?

Ashleigh C Stewart

What is the most appropriate and effective methodological approach to define
multimorbidity and measure its temporal trends over time?
Luxsena Sukumaran

Session 2: Methodology
Chairpersons: Victor Ssempijja and Roger Kouyos

09:30—09:40 4 Risk and survival functions with measurement error in event times
Jessie Edwards

09:40—09:50 8 Semiparametric regression analysis of gap in care and death under missing not at
random vital status
Giorgos Bakoyannis

09:50—10:00 9 Spatiotemporal modeling of Mycobacterium tuberculosis transmission risks using
environmental, clinical, and patient movement data
Nicolas Banholzer ™

10:00—10:10 10 Linking data from the national HIV program without patient identifiers : a study
from South Africa
Khumbo Shumba "™

10:10—10:40 Discussion

10:40—11:00 Coffee break

Session 3: Hepatitis

Chairpersons: Stanislas Pol and Linda Wittkop

11:00—11:10 11 The rate of hepatitis C reinfection in Canadians coinfected with HIV and its
implications for national elimination
Marina Klein
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12:00—12:30

12:30—13:30

12 Impact of direct-acting antivirals on hepatic steatosis in persons with HIV and
Hepatitis C
Mathieu Chalouni ™

13  Estimating the causal effect of treatment with direct-acting antivirals on kidney
function among individuals with HIV and HCV co-infection and chronic kidney
disease
Sara Lodi

14  Differences in time to HCV treatment initiation and frequency of HCV RNA
testing following HCV diagnosis in the broad direct-acting antiviral era in five
countries
Rachel Sacks-Davis

15  Lost but not forgotten: longitudinal (dis)engagement trajectories and mortality
among people living with HIV and Hepatitis C in Canada.
Sahar Saeed "

16  Low coverage of hepatitis D virus testing in individuals with HIV and HBV in
the Netherlands: a retrospective, cross-sectional and longitudinal study
Anders Boyd

Discussion

Lunch

Friday 24th March 2023

Session 4: Integrase Inhibitors

Chairpersons:

13:30—13:40

13:40—13:50

13:50—14:00

14:00—14:10
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Katharina Kusejko and Hansjakob Furrer

17  Predicting Dolutegravir resistance levels in Southern Africa —the DTG
MARISA model
Tom Loosli "

18  Virological suppression and weight gain in children and adolescents in Europe
on dolutegravir compared to protease inhibitors: a propensity score analysis
Siobhan Crichton

19  Hypertension among people living with HIV after starting or switching to DTG,
EFV, or ATV/r-based ART at Newlands Clinic, Zimbabwe.
Nanina Anderegg "

20  Association between changes in body mass index and risk of hypertension
and dyslipidaemia in people treated with integrase inhibitors and tenofovir ala-
fenamide versus other contemporary regimens
Lars Peters
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14:10—14:20 21 Effect of integrase strand-transfer inhibitor use on cardiovascular events in
adults with HIV: a target trial emulation
Sophia Rein ™

14:20—14:30 22 Reversal of weight gain after discontinuing integrase inhibitor-based
antiretroviral therapy
José Damas "

14:30—14:40 23  Weight gain in seroconverters initiating an integrase inhibitor-based ART
regimen within 12 months from seroconversion
Nikos Pantazis

14:40—15:10 Discussion

15:10—17:00 Poster session and coffee break
15:30—17:00 Inter cohorts collaboration meeting
17:15—18:00 Scientific Committee meeting with funder representatives

18:00—19:00 Scientific Committee debrief meeting

19:30 Workshop dinner

Saturday 25th March 2023

08:30—09:30 Getting research into policy and practice- lessons to share (convened
by Julia Del Amo)

Nelson Sewankambo, Mathieu Maheu-Giroux and Nicolas Meda

Session 5: COVID-19

Chairpersons: Sarah Walker and Karine Lacombe

09:30—09:40 24 Humoral immune responses at six months after COVID-19 vaccination in
specific populations — ANRS0001S COV POPART cohort study
Linda Wittkop

09:40—09:50 25  Impact of the COVID-19 pandemic on the HIV care continuum within a
National healthcare system and in the united states overall
Lesley S. Park

09:50—10:00 26  Effects of the Covid-19 pandemic on ART initiations and access to HIV viral
load monitoring in adults living with HIV: a regression discontinuity analysis
(leDEA West Africa Collaboration)
Jihane Ben Farhat
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10:00—10:10 27  Temporal changes in risk and associated factors of six-months post-covid
symptoms: a national population-based cohort study
Anne Pastorello

10:10—10:40 Discussion

10:40—11:00 Coffee break

Session 6: Prevention and care continuum

Chairpersons: Kara Wools-Kaloustian and Mary-Ann Davies

11:00—11:10 28 A strong decrease in recent HIV infections among MSM in the Netherlands: first
evidence for an effect of pre-exposure prophylaxis?
Ard van Sighem

11:10—11:20 29  Sexual behaviour and STls among HIV-infected MSM at the PrEP era
Laurence Meyer

11:20—11:30 30  Prior use of PrEP in people with HIV entering care in the Dutch national HIV
cohort
Colette Smit

11:30—11:40 31 Calendar trends of HIV continuum of care combining cross-sectional and

longitudinal elements
Christos Thomadakis

11:40—11:50 32  Change in HIV-related characteristics of children with infectious disease
hospitalisations in Western Cape, South Africa, 2008 — 2021: A time trend
analysis
Shani de Beer "

11:50—12:20 Discussion

12:20—12:30 Final comments by Amy Justice

YIA—Young i award
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Epigenetic aging accelerates before antiretroviral therapy and decelerates after
viral suppression: a longitudinal study over >17 years;

Isabella Schoepf, Andrés Esteba@anto$“, Christian Thorbdlf, BertaRodés* Peter Reids Roger
Kouyo#?®, Huldrych Gunthartf, Jacques Fella$; José Arribas, Bruno LedergerbérPhilip Tad

!Department of Infectious Diseases, Bern University Hospital, University of Bern, 3010 Bern, Switzerland.
2University Deparhent of Medicine and Infectious Diseases Service, Kantonsspital Baselland, University
of Basel, 4101 Bruderholz, SwitzerlaftdlV/AIDS and Infectious Diseases Research Group, Hospital La
Paz Institute for Health Research, Madrid, SgEBER of Infectis Diseases (CIBERINFEC), Madrid,
SpainPrecision Medicine Unit, CHUV, University of Lausanne, Lausanne, SwitZ&tod) of Life

Sciences, Ecole Polytechnique Fédérale de Lausanne,, Lausanne, SwitZzelzandment of Globall

Health and Division dhfectious Disease, Amsterdam University Medical Centers, University of
Amsterdam, and Amsterdam Institute for Global Health and Development, Amsterdam, Netherlands.
8Division of Infectious Diseases and Hospital Epidemiology, University Hospital Zniriehsity of

Zurich, Zurich, Switzerlantnstitute of Medical Virology, University of Zurich, Zurich, Switzerland

Background:Epigenetic age acceleration (EAA), i.e. the difference between epigenetic age and
chronological age, may occur in people wititreated human immunodeficiency virus (HIV) infection
and is partially reversible during effective antiretroviral therapy (ART).-tesngcomparisons of
epigenetic aging dynamics in the same persons with HIV (PWH) during untreated HIV infection and
duringsuppressive ART have not been done.

Methods: We applied 5 different established epigenetic clocks in peripheral blood mononuclear cells in

80 Swiss HIV Cohort Study participants (35% women, 95% white, median age 43 years at ART start) with
longitudinal sanples available at 4 defined time points, both before and during suppressive ART, each
more than 3 years apart. We used two methodological approaches to evaluate epigenetic aging:
measures of EAA and a novel rate of epigenetic aging. MiKedts multileel regression with random
intercept and slope of EAA were applied for the 2 phases before and during suppressiiResuks.

were visualized as linear predictions from average marginal effects.

Results:Per year of untreated HIV infection (median obsgion, 8.08 [interquartile range, IQR, 4.8
11.1] years), mean EAA was 0.47 years (95% CGO0®&3Y, 0.43 (0.8.57), 0.36 (0.2’D.44), 0.69 (0.51
0.86), for HorvatFEAA, HannurEAA, SkinBloeBAA, and PhenoAdeAA, respectively (Figure 1). Per
year of supressive ART (median observation, 9.8 [IQR1T]%ears), mean EAA wds35 years (95%
Cl-0.44 t0-0.27),-0.39 (0.50 t0-0.27),-0.26 €0.33 10-0.18),-0.49 €0.64 t0-0.35), for HorvatFEAA,
HannumEAA, SkinBloeEAA, and PhenoAdeAA, respectivelfFigure 1). Using each of these epigenetic
clocks, our findings indicate that PWH on average epigenetically age by 1.47, 1.43, 1.36, and 1.69 years,
respectively, per year of untreated HIV infection, and 0.65, 0.61, 0.74 and 0.51 years, respectively, per
year of suppressive ART. GrimAge showed limited change in mean EAA during untreated HIV Infection
and during suppressive ART, i.e. 0.1 years (0.02 to 0.19D&years-0.12 to 0.02), respectively. We
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obtained very similar results using the rate ofggmetic aging approach. We found limited effect
modification by different HIVelated and immunological variables on rates of epigenetic aging.

Conclusionin a longitudinal study over >17 years in PWH from Switzerland, epigenetic aging was
accelerated during untreated chronic HIV infection and decelerated during suppressive ART. Multiple
clinical agineassociated variables contributed to a limited extenthie dynamics in epigenetic aging
suggesting that uncontrolled HIV infection per se is the main driver of accelerated aging in PWH.

We show predicted Epigenetic Age Acceleration (EAA) for the different epigenetic clocks during

untreated HIV infection anduting the suppressive antiretroviral therapy (ART) phase. An EAA co

efficient of 1 indicates 1 year of epigenetic aging per year of chronologic aging, therefore, a positive EAA
coSTFAOASY U &adz3asSaida Y2NB NI LA R odagihgladdafnéghtivelEBR € 0 S L.
coSTFAOASYUlU &adz3aSada fSaa NILAR 0aRSOStSNIGGSRé0 SL

25" International Workshop on HIV and Hepatitis Observational Databases. Athens, Grétt®238 March 2023
STRICTLY CONFIDENTIAL



Figure 1. Epigenetic Age Acceleration Predictions for the Different Epigenetic Clocks Over Time,

Univariable Analysis offthases.
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Neurocognitive impairments in people living with HRA viral genome wide
association study

Marius Zeeh Chloé Pasft, Mélanie Bielet, Jose DamaBernande?, Karin Metznek, Katharina
Kusejkd, Andri Rauch Alexandra CalniyMarcel Stocklg Julia Nottet, Enos Bernascdtif, Huldrych
Gunthard, Matthias CavassihiRoger Kouyds

tUniversity Hospital Zurich, University of Zurich, Zurich, Switzerhnsditute of Medical blogy,
University Zurich, Zurich, Switzerlad@ollegium Helveticum, Zurich, Switzerlatidniversity Hospital
Lausanne, Lausanne, Switzerlatidselspital Bern, Bern, Switzerlafidniversity Hospital Geneva,
Geneva, SwitzerlandUniversity Hospital &sel, Basel, SwitzerlarftCantonal Hospital St Gallen, St
Gallen, SwitzerlandEnte Ospedaliero Cantonale Lugano, Lugano, Switzetfahthiversity of Geneva
and University of Southern Switzerland, Lugano, Switzerland

Background The human immunalefidency virus type 1 (HIV) commonly affects the mental health of
people living with it (PLWH) and may cause neurocognitive impairments (NCI). The risk of NCI varies
strongly between individuals and populations, and viral genotypes are one potential detaitrbiglaind

this variability. Next generation sequencing (NGS) allows to study potentially NCI associated HIV
genotypes. Concluded studies found single nucleotide polymorphisms (SNP) in particular for the env
region. However, the common drawback of thesed#tss is the low sample size and all found

associations were predominantly in association with the most severe form of NCls. The aim of this study
was to perform a viral near full length genome wide association study (GWAS) to determine viral
genotypes assmated with NCls in a relatively healthy population of PLWH.

Methods: We used the HIV NGS database from the University Hospital Zirich, a nested sequence

database within the Swiss HIV Cohort Study (SHCS). The SHCS is a Swiss wide prospective cohort study

with over 21.000 enrolled Swiss PLWH, which, since 2013, biannually enquires the following previously
validated selNB LJ2 NIl SR Yy SdzNRP O23IYyAGA GBS AYLI ANNSYyGa o{wbLOY
G52 @2dz KIS YSY2NE f 2 &3AKESS alfy2Rs Ady53K €842 d¢ KyS2 UjAdesS 102
GYSOSNES aKINRf& SOSNESZ 2N aeéSasxs RSTAyAGSteeod ! aa
genotype and longitudinal SRNIs between 2014 and 2020 from the SHCS as the phenotype, we

performed a viralGWAS. Moreover, we estimated the viral narradditive effects) and broad sense

heritability (additive and epistasis effects) for individual genes (with and without drug resistance

mutations (DRM) included) and SRNIs.

Results Among 8813 PLWH with SRidta, we obtained 2224 near whole genome NGS sequences, and

from those extracted 1636 gag sequences, 1651 env sequences, and 1580 pol sequences. In addition, we
obtained 6510 pol sanger sequences.No SNPs could be identified associated with SRNI under the

Ydzt GALIX S GSadAy3a GKNBaAaK2fR Ay 2dz2NJ GANIf D2! { |ylf
exhibited significant heritability (Figure). The effect of narrow sense heritability was visible across

different HIV genes and sample sources (env: 8.3%,85%4% 12.2%; gag: 4.3%, 95% CI, 1-6%;

pol-sanger: 2%, 95% CI, 1.3%6%). Moreover, we could confirm this with the bresehse analysis

(10.7% 95% CI 5.19%07.3%). With exclusion of DRMs the NGS pol heritability became significant (4.8,

95% G 1.2% 8.4%).
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Conclusion While we could not find significant SNPs explaining neurocognitive complains on an
individual level, we showed that they are partly explained by an additive effect of many SNPs, i.e.,
narrow sense heritability. In particulahe high estimate for env heritability is in line with previous

studies which found predictive signatures for cognitive dysfunction in env. We could further confirm this
in the broad sense heritability analysis also taking epistatic effects into accoargoler, previous

studies showed cognitive slowing as the best predictor for an actual clinical diagnosis of NCI.
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Figure Heritability of self-reported neurocognitive complaints stratified by individual questions and their combination,
A: Narrow sense heritability (additive effects) across HIV genes env, gag, and pol HIV. Pol sequences were taken from
NGS and sanger sequencing and analyzed twice, once with and once without anti-retroviral resistance mutations.

B: Broad sense heritability (additive + epistatic effects) from pol sequences

Cohort Swiss HIV Cohort Study
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5Nl 32y Q& 5SSy C2f t 2-dctive rhddicaboSsdahtiBalCohdiohA (0 A IS §
the risk of pneumonia among pede with and without HIV

Natalie TikhonovsRy Tim Claytoh Janet Tat&®, Kirsha Gordot®, Supriya Krishnas, Kathleen
Akgurt3, Maria RodrigueBarrada Alice Tseriy Julie Womad¥, Kristina Crothers Kendall Bryafit
Jennifer Thompsdn Amy Justice®®, Christopher Rentséf3?

London School of Hygiene & Tropical Medicine, London, United Kingdata.School of Medicine,

New Haven, USAVA Connecticut Healthcare System, West Haven, ti8¢hael E. DeBakey VA
Medical Center and Baylor College of Medicine, Houston, Bl8Aversity Health Network, Toronto,
Canada®Yale School of Nursing, New Haven, U8A.Puget Sound Health Care System and University
of Washington, Seattle, USHRirector of HIV/AIDS Research, idagl Institute on Alcohol Abuse and
Alcoholism, Bethesda, USAXale School of Public Health, New Haven, USA

BackgroundNeurocognitivelyactive medicationgNCMs) may increase risk of commuratyquired
pneumonia (CAP) by increasing risk of aspiratiah\aa selected immunosuppressive propertiesople
living with HIV (PWH) are at increased risk for CAP compared to people without HIV (B&¥otiky,ent
alcohol use may exacerbate this risk.

MethodswSa L2 yRAY 3 (G2 5N I2y Qi 5 R¢cask®Erd stlhdpusiag détsS LIS NJFF 2
from the Veterans Aging Cohort Study. Cases of inpatient CAP diagnoses (n=7,057) between 2008 and

2019 were matched to up to 5 controls without CAP (n=34,895) at the time of event by age, sex,

race/ethnicity, HIV status,dseline year, and duration of observation time. Index date was event date

for cases and match date for controls. Exposure to NCMs é&aticonvulsants, antidepressants,
FyiALBAEOK2GA04as Ydza Ot S NBfI EFIy(iaz tinBex @aedwadiiAzy 2 LI
ascertained in three ways: (a) any exposure (binary indicator), (b) count-BfNK; and (c) a-level

categorical variable capturing recency of exposure, defined by last prescription relative to index date,

Ay Of dzRA Yy 3 O dapeNdBogni uselZd680 daysjnppst uke (1865 days), and no use in the

past year. Alcohol use was captured using most recent measurement of Alcohol Use Disorder

Identification Test; Consumption (AUDIT, 23=lowrisk, 4T T Y2 RS NI} (1S3 xy mKQ&ddgge O2y a
ratios (OR) and 95% confidence intervals (Cl) for the independent and interactive effects of NCMs and

alcohol use were estimated using conditional logistic regression models. Models were adjusted for
demographic and clinical characteristics, inighg summary measures of comorbidity burden and

physiologic frailty.

Results Among 41,952 patients, 45% were PWH, 98% were male, and median age was 56 years. Crude
incidence rates of CAP were higher among PWH (13.0/1000 pgeson [PY]) than PWoH (5.800

PY). Exposure to NCMs increased risk for CAP in both PWH (OR 1.11, 95%.Z1)la6d PWoH (OR

1.24, 95% CI 1.14.36). Alcohol consumption positively interacted with NCMs in PWoH but not among

PWH (see Figure). Risk of CAP increased in aréggense manner with NCM count (from OR 1.05, 95%

Cl 0.971.14 forone NCM up to OR 1.66,95% Cl-a48y n  F2NJ xp b/ aao® | AIKSad »
observed among those with the most recent exposure to NCMs compared to no exposure in the year
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prior (OR 1.63, 95% €.5%1.76 for current use; OR 1.52, 95% CI 1L.3® for recent use; and OR 1.42,
95% CI 1.28.61 for past use).

Conclusion NCMs were associated with increased CAP risk among those living with and without HIV.
Risk of CAP was elevated among PWitid reported moderate or heavy alcohol consumption. Despite
PWoH having higher relative odds associated with NCMs, higher underlying rates of CAP among PWH
may still translate into excess CAP events due to NCMs among PWH patients.

Figure. Fully adjusted independent and interactive associations between neurocognitively-
active medications (NCMs) and alcohol use on the risk of community-acquired pneumonia
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Notes: Matched on age, sex, race/ethnicity, HIV status, calendar year, and follow-up time. Further
adjusted for smoking status, corticosteroid use, influenza and pneumococcal vaccination status, count of
non-NCMs, asthma, COPD, CVD, HCV, diabetes, VACS Index, and Charlson Comorbidity Index.
Referent group for independent associations are no NCM or low-risk consumption (i.e., AUDIT-C=1-3).
Referent group for interactive associations is no NCM and low-risk consumption.

Cohort Veterans Agingohort Study; HIV
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Non-AIDS defining cancer mortality in adults living with Hi\V/

Marta Rava? Inés Suare@arcid? José A. Pérddolina®?, Felix GutierreZ, Oskar Ayerdi
Aguirrebengo§ Eulalia Valenci®rtegd, Adria Curraf) Roser Navarrolef, Cristina DieRomerd®?,
Carlos Galer®efiarand&, Joaquim Peraifé?314 Juan Manuel TiraboséhiJesus Santés Santiago
Moreno*?, Inma Jarrit?

INational Epidemiology Center, Carlos Il Health Institute, Madrid, SEABERINFEC, Madrid, Spain.
®Hospital Universitario Infanta Sofia, Madrid, Sp#tuaspital Universitario Ramoén y Cajal, Madrid,
Spain®Hospital General Universitario de Elche, #lte, SpainCentro Sanitario Sandoval, Madrid,
Spain./Hospital Universitario La Paz, Madrid, Sp#itnspital Universitario Valle de Hebrén, Spain.
®Hospital Universitario 12 de Octubre, Madrid, Sp&idospital General Universitario Gregorio
Marafién,Madrid, Spaint*Hospital Universitario Virgen de la Arrixaca, Murcia, Sp#iospital
Universitari de Tarragona Joan XXIII, Tarragona, Sfidiniversitat Rovira i Virgili, Tarragona, Spain.
YInstitut Investigacié Sanitaria Pere Virgili (IISPV), §ana, Spaint®Hospital Universitario de Bellvitge,
Hospitalet de Llobregat, Barcelona, Sp#iHospital Universitario Virgen de la Victoria, Malaga, Spain

Background The aims of this study were: to describe paIDS defining cancers (NADCs) mortality in
persons living with HIV (PLWH); to compare it with the general population and to identify prognostic
factors for death due to a NADC.

Methods: We included antiretroviray A @S t [ 21 3SR % Hn &SEFENBR-IG SyNP
2020 in the cohort ofhe Spanish AIDS Research Network (CoRIS). NADC deaths were all deaths due to
cancer, except those due to AIDS defining malignancies such as Kaposi sarcoma, certain types of non
Hodgkin lymphomas and cervical cancer. We grouped NADC as viral (livemhodrarer and Hodgkin

lymphoma), nonviral and other cancers (gynecological, head and neck, cancers of unknown primary site,
which could not be classified as viral or nonviral cancers). We estimated mortality rates and

standardized mortality ratios (SMRsing NADC mortality rates from the Spanish general population.

We estimated hazard ratios (HR) using cagpsecific Cox proportional hazard models, accounting for

competing risks, and age as tirseale to identify prognostic factors for NADC mortality.

Resllts: Among 17,329 PLWH, 158 of the 790 (20%) deaths observed during thetpliere due to a
NADC: of these 28 were due to a viral (17.7%) and 112 (70.9%) to a nonviral cancer.

NADC mortality rate was 1.51 (95% confidence interval (Cl): 1.29, 1176006 persoryears (PY), it

was 0.27 (95% CI1 0.18, 0.39) per 1,000 PY for viral and 1.07 (95% CI 0.89, 1.29) per 1,000 PY for nonviral
NADCs. NADC mortality was higher than that of the general population: the SMRs were 1.73 (95% CI
1.48, 2.02) for all NBCs, 4.68 (95% CI 3.23, 6.78) for viral and 1.49 (95% CI 1.23, 1.79) for nonviral
NADCs. NADC mortality rates increased with age, whereas the SMRs were the highest between 20 and
50 years, and then decreased with age (see figure 1).

Risk of NADC mortalityas higher in participants that acquired infection through heterosexual contact
(HR 1.48; 95%CI 1.07, 2.03) and injection drug use (HR 1.54; 95%CIl 0.87, 2.76), compared to sex
between men. Timearying prognostic factors for NADC death were: smoking (12B; 25%CI 0.96,
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5.18), presence of hepatitis C virus antibodies (HR: 1.74; 95%CI 1.09, 2.78), hepatitis B surface antigen

(HR: 2.02; 95%CI 1.12, 3.66), and decreasing CD4 count (HR: 8.49; 95%CI 5.46, 13.20 for CD4< 200
cells/ul, HR: 4.10; 95%CI 2.57, 6i&5CD4 206849 cells/ul; HR: 2.50; 95%CI 1.64, 3.80 for CD4350
OStftakxt O2YLI NBR (G2 /5nxpnn OStfakxfod /5n O2dzi
HRs in association with both viral (HR: 16.23; 95%CI 6.21, 42.42) and nonviga82H85%Cl 3.82,

12.17) NADC mortality.

ConclusionsAmong NADC, nonviral NADC are the most frequent causes of death in PLWH. NADC
mortality rates in PLWH are higher than in the general population, mainly at younger ages. Both lifestyle
factors and comoridlities, such as smoking and viral hepatitis B and C, as well as immunodeficiency are
associated with increased risk of death due to NADC.

Figure1: NADC mortality rates and SMRs by age
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Evaluating hypothetical clinibased interventions to reduce racial disparities in
mortality among people with HIV in the United State:s

Lauren Zalfa Stephen Cofe Joseph ErdnAdaora Adimora Anissa VinésKeri Althoft, Vincent
Marcon?, John Giti Michael Horberg Michael Silverbefg Stephen CrystglTimothy &rlingg, Heidi
Crané, Jessie EdwargOn behalf of NMACCORD

1Johns Hopkins University, Baltimore, MD, UBIAiversity of North Carolina at Chapel Hill, Chapel Hill,
NC, USAEmory University, Atlanta, GA, U%8niversity of Calgary, Calgary, Alberta, Can#taiser
Permanente MidAtlantic States, Rockville, MD, USfaiser Permanente Northern California, Oakland,
CA, USARutgers University, New Brunswick, NJ, U8anderbilt University, Nashville, TN, USA.
University of Washington, Seattle, WA, USNIH, Bethesda, MD, USA

BackgroundReducing health inequities among people with HIV (PWH) is one of the four goals of the
United States (US) National HIV/AIDS Strategy. Yet, evidence about the effectivestestegits to
reduce inequities is limited. This study evaluated and compared the effects of hypotheticababeit
interventions on differences in mortality between nétispanic Black and netispanic White PWH
receiving HIV care in the US.

Methods: Participants included antiretroviral therapy (ARTive individualéwith no history of ART or
suppressed HWi wb! 0 K2 @gSNB ySgte FyR adz00SaatdzZ e O6APS
care at 14 NAACCORD clinical cohorts in the US fronudegy 1996 April 2019. Additionally, eligible
participants were classified in medical records as-Hispanic Black (n=39,690) or nbliispanic White
(n=29,749), or were missing information on race or ethnicity (n=3,471) and had their combined
race/ethnidty imputed as norHispanic Black or nadispanic White.The hypothetical interventions
evaluated included immediate treatment (i.e., prescription of ART within two weeks of successful
linkage to care) and guidelideased followup (i.e., receiving clinidsits and biomarker measurements

at regular intervals that varied over calendar time following the recommendations of the Panel on
Antiretroviral Guidelines for Adults and Adolescents). When emulating interventions, two scenarios
were considered: (1) univsal delivery of interventions to all PWH and (2) focused delivery of
interventions to Black PWH. Thrgear risks of altause mortality under the observed pattern of care
were estimated for each racialized group using the crude Kagkier estimator ofsurvival. To

estimate alcause mortality and absolute and relative racial differences in mortality under each
hypothetical intervention, followup was censored once patients were observed to deviate from each
hypothetical intervention, and inverse probditby weights were applied to account for informative
censoring. Conservative 95% confidence intervals were estimated around weighted risks using robust
standard errors, and around differences in risk using the delta method.

Results Under the observed pattn of care, 3year mortality was 8.0% among White PWH and 8.9%
among Black PWH, for an absolute difference of nearly 1.0 percentage point (95% CI 0.5, 1.4). Under
universal immediate treatment,-gear mortality was reduced to 7.6% among White PWH and 8.1%
among Black PWH, for a difference of 0.5 percentage points (983 Cl1.3). Under universal

immediate treatment combined with guideliAeased followup, the difference was further reduced to

0.2 percentage points (95%-CI0, 1.4), reflecting a 20% clease in mortality among White PWH (from
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8.0% to 6.4%) and a 26% decrease in mortality among Black PWH (from 8.9% to 6.6%). Under the
focused delivery of immediate treatment and guidelibesed followup to Black PWH -@ear mortality
would have been sidgficantly lower among Black than among White PWH, with an absolute difference
of -1.4 percentage points (95%-2I3,-0.4) and a relative difference of 0.83 (0.72, 0.95).

Conclusion This observational study suggests that universal immediate treatmenbic@u with
guidelinebased followup would significantly reduce mortality among PWH and may, especially through
focused delivery to Black PWH, significantly reduce the BMuke mortality gap among PWH.

Figure: Absolute disparities in 3-year mortality under the observed pattern of care and under hypothetical clinical interventions
among non-Hispanic Black compared with non-Hispanic White US adults entering HIV care in NA-ACCORD from 1996-2019
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Agespecific mortality among adolescents and youth living with HIV in South
Africa: Results from a mixedata cohort

Siyanai Zhol) Elona TosKaLucie Cluvér and the Mzantsi Wakho/ UPLIFT cohiovtestigators
tUniversity of Cape Town, Cape Town, South Affitiversity of Oxford, Oxford, United Kingdom

Background Mortality among adolescents and youth living with HIV (AYLHIV) remains a global health
problem. Data on mortality among AYLHIhigde of HIV acquisition, and sex remains scarce. This
analysis sought to measure age and-deaggregated mortality incidence rates and incidence rate
ratios (IRR) in adolescents and youth with vertically acquired HIV compared with those living with non
perinatally-acquired HIV in South Africa.

Methods. We analysed data from a longitudinal cohort of AYLHIV agd® Hd baseline in 2014, ever
initiated on ART in 53 government health facilities in the Eastern Cape Province of South Africa, followed
up in 2@1-2022. 1107 (70.8%) were followed up for three (3) visits between 2014 to 2018 and
completed a selfeported questionnaire on their health experiences at home, in their communities, and
in healthcare settings. Additional follewp checkins using a shortersion of the questionnaire were

done in 20232022. The cohort included HRhégative peers from neighbouring homes and some co
resident adolescents to minimize stigma linked to HIV and study participation (N=456). Using the semi
exact method, first, we #imated mortality rates by HIV status, peSRT mortality incidence rates as

well as 95% confidence intervals (95%CI) per 100 persars for AYLHIV with verticaligquired HIV

and AYLHIV with recently acquired HIV. Second, we estimated mortalityrioeicee ratios (IRRs) and
their 95% Cls for AYLHIV with verticaltguired HIV compared to AYLHIV with recently acquired HIV.
IRRs were adjusted for sex and timgdated age (144, 1519, and 20+ years).

Results Overall, 1563 adolescents and young pdedpllowed up between 2014 and 2022 were

included, comprising 1107 (70.8%) AYLHIV (57% female). Overall mortality proportions were higher
among AYLHIV compared to their kikgative peers (8.3% versus 0.4%). The overall mortality incidence
rate was 1.1/10 personyears (95% CI: 3R4) for those with verticalkacquired HIV, which was similar
to AYLHIV who acquired HIV recently 0.9/100 pengears (95% CIl: 0B5). Figure 1 shows that

mortality increased as age increased, and was higher for males cethpéth females, for both groups

of adolescents. Among AYLHIV with vertieatlguired HIV, aged 20+ years, mortality was higher among
males reaching 5.4/100 perserears (95% Cl: 326) compared to females (3.9/100 persgears, 95%

Cl: 2.25.3). Simildy, among AYLHIV with recently acquired HIV, mortality was higher among older
males (20+ years) reaching 2.6/100 pers@ars (95% CIl: 04.5) compared with females (0.9/100
personyears, 95% CI: 049). Older females with verticalcquired HIV (20years) had a significantly
higher risk of mortality (IRR: 4.1, 95%CI:11161) compared to those with recent HIV acquisition.
Analyses of healthcare factors associated with reduced mortality are underway.

ConclusionWe report a substantial number of déet occurring in the period of observation among this
cohort of AYLHIV. Mortality differed by mode of HIV acquisition and sex and was high particularly among
older females with vertical HIV acquisition. Specific interventions including adolesdentd are and

support are urgently needed to improve survival among AYLHIV.
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Figure 1: Mortality incidence rates per 100 person-years and 95% confidence intervals, by
time-updated age and sex among AYLHIV.
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Risk and survival functions with measurement error in event times

Jessie Edward$Stephen Cole, Paul Zivi@lgnnie Shoolsa
UNC- Chapel Hill, Chapel Hill, USA

Background Risk and survival functions are key measures to summarize incidence of health outcomes in
HIV research. Computing a risk or survival function requires information on the event times. However,
many types of outcomes are subject to measurement error in which events are missed entirely (i.e.,
classified as nonevents at the end of folloyw) or are falsely observed early (e.g., classified as events

prior to their true event time). These types ofsulassification may occur with seéfported outcome

data (e.g., date of seteported myocardial infarction), diagnoses obtained from electronic medical
records (e.g., date of COVID diagnosis), or outcome data obtained by regular testing conducted

during an epidemiologic study (e.g., monthly HIvapid antigen tests). Existing tabular approaches to
account for outcome misclassification do not adequately extend to event times and are not valid in
settings with right censoring (e.g., loss to follow up).

Methods. We present a semiparametric approach to account for measurement error in event times
when estimating risk or survival functions in settings with right censoring. The proposed estimator can
be informed by internal validation data, external validgatidata, or expert knowledge. Standard errors
are estimated via the nonparametric bootstrap or the sandwich variance estimator. We explore the
finite sample properties of the proposed approach using a series of simulation experiments in which
sensitivity anged between 90% and 100%, the false positive rate ranged between 0 and 11 false
positive cases/100 perseyears, and the true risk at 2 years was 20%. We compare bias, precision, and
confidence interval coverage for the estimated risk at 8 timepoints falow up between the standard
KaplanMeier estimator, which does not account for outcome measurement error, and the proposed
approach. We also illustrate the proposed approach using publicly available data on reinfection with a
sexually transmitted infetion after initial infection with gonorrhea or chlamydia.

Results In settings with false positives and/or imperfect sensitivity in classification of the outcome
measure, the standard Kapldvieier estimator is biased, with bias in the estimated risk ragdiom 2%

to 16% in the scenarios explored (Figure). Under the same conditions, the proposed estimator
performed well, with little bias (<0.05%) and appropriate confidence interval coverage in all scenarios. In
the example, we show that the estimated feyear risk of reinfection with a sexually transmitted iliness
rises from 45% (95% CI: 41, 50) to 62% (95% CI: 53, 71) after accounting for imperfect sensitivity (70%)
and a false positive rate of 1.2 false positive cases per 100 pgesus.

Conclusion Implementation of the proposed approach stands to improve inference in cohort studies
subject to outcome misclassification, such as those usingegatited outcomes, routinely collected
data, or outcomes measured using error prone diagnostic tests.
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Figure. Boxplot of estimated risks at 8 timepoints across 5000 simulated cohorts (n = 4000) with
simulated validation studies of sizey 1000 using the standard Kapiiteier (naive) estimator and

the estimator that accounts for outcome misclassificatioer 4 misclassification scenarios (black line
represents the true risk function).
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Semiparametric regression analysis of gap in care and death under missing not
at random vital status

Giorgos Bakoyannig heofaniBalanos, Constantin Yiannoutsos

Indiana University, Indianapolis, USA

Assessing factors that are potentially associated with a gap in care and death using programmatic HIV
data in resourcdimited settings is a challenging task. A major issue in teeiengs is incomplete death
ascertainment. While several statistical methods have been proposed to address this issue, they all
impose the assumption that vital status is missing at random (MAR). However, the MAR assumption is
likely violated in HIV camnd treatment programs in resouramnstrained settings, since successful

vital status ascertainment may be less likely among the deceased patients. To address this issue in the
framework of the semiparametric proportional causpecific hazards model, weopose a sensitivity
analysis methodology based on a marginal partial pseudolikelihood estimation approach. Unlike
previous work on sensitivity analysis for missing not at random (MNAR) scenarios, we also propose
methodology for computing 95% simultaneczmnfidence bands for the estimated hazard ratios over a
plausible prespecified set of sensitivity parameter values. These bands account for the multiplicity due
to considering multiple sensitivity parameters. Therefore, they can be used for assessialy) over
statistical significance over the entire range of sensitivity parameter values. The validity of the
methodology is justified both theoretically and via extensive simulation experiments. The methodology
is used to analyze programmatic data of 24,374grds from 30 clinics within the East Africa Regional
Consortium of the International Epidemiology Databases to Evaluate AIDS (IeDEA). In this analysis, we fit
semiparametric proportional causspecific hazards models for gap in care and death, with gerder

at antiretroviral treatment (ART) initiation, CD4 cell count at ART initiation, and vital status disclosure as
covariates. The sensitivity parameter values considered in this analysis rangd ffMiNAR scenario

where the odds of death are 63% lowler those with missing vital status) to 1 (MNAR scenario where

the odds of death are 2.7 times higher for those with missing vital status). A sensitivity parameter that
equals to 0 corresponds to the MAR scenario. Based on our analysis, a higher Chgl sigaificantly
associated with a higher hazard of a gap in care and a lower hazard of death over the entire range of
sensitivity parameter values (Figure 1). The proposed methodology is crucial for addressing the issue of
MNAR vital status when evaluagj risk factors of key HIV outcomes using programmatic data from
resourcelimited settings.

25" International Workshop on HIV and Hepatitis Observational Databases. Athens, Grétt®238 March 2023
STRICTLY CONFIDENTIAL



Figure 1Hazard ratios (blue lines) for the effect of CD4 at ART initiation on gap in care (left panel) and
death (right panel), and the 95% simultaneousfasnce bands (light blue areas). The sensitivity
parameter ranges froril (MNAR scenario where the odds of death are 63% lower for those with
missing vital status) to 1 (MNAR scenario where the odds of death are 2.7 times higher for those with
missing vial status). Estimates adjusted for gender, age at ART initiation, and HIV status disclosure.
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Spatiotemporal modeling of Mycobacterium tuberculosis transmission risks
using environmental, clinical, and patient movement daix

NicolasBanholzet, Keren Middelkoofy Juane LeukésRobin Wood Matthias Eggér Lukas Fennér

Ynstitute of Social and Preventive Medicine, University of Bern, Bern, Switzeilesinond Tutu HIV
Centre, Department of Medicine, University of Cape Town, Cape Town, South Africa

BackgroundIn high TB burden countries, congregate settings such athbaet facilities carry a
considerable risk of tuberculosis (TB) transmission. The risk of indoor airborne infections,
includingMycobacterium tuberculosis (Mtb), is often assessed using the WRé#y equation, which
assumes constant exposure to infectioparticles (sealled infectious quanta) in space and time. The

use of C@concentrations in the equation as a tracer gas for exhaled breath and air exchange allows the
infectious quanta to change over time but assumes that the quanta are well mixpdde.sHere, we
developed a spatiotemporal model that uses patient movements to estimate indoor transmission risk
and compared it to temporal modeling.

Methods: We used environmental (G clinical (electronic patient registries), and patient movement
data (video sensors) collected on a typical day in October 2021 in a primary care clinic in South Africa.
Movement data were linked to clinical records. In our model, the risk of infection P is related to
exposure duration T and the concentration of infectiqusinta N ag = 1 —exp(=T - N))\We modeled N

such that it can vary over time t and unit airspace s as

W(t.s) = Eqs [/ (RR; Vo) + (Ne—y + Evs [ (RR; - V5)) - exp(=RR:)| \where E is the emitted quanta, RR is the
removal rate per minute, and V is the volume of unit airspace siErs estimated assuming an
exponential decrease of emitteglianta with distance to infectious patients based on patient movement
data. RR was estimated via timarying air exchange rates based on indoos @centrations. We
performed 100 Monte Carlo simulations, considering the uncertainty of all model paeasnet

Results The video sensors recorded 1,270 visitors on the study day, of whom 151 were linked to clinical
records as patients. Three were known infectious TB patients and three additional TB patients among
visitors were added using simulation to accbfor undetected TB. The estimated average

concentration of infectious quanta differed between morning and afternoon (Figure 1A). Across
simulations, we estimated an average risk of infection of 0.46% (95% limits5 ®0%b) using

spatiotemporal modelingand 0.50% (95% limits: 0.08089%) using temporal modeling. Compared

with temporal modeling, the number of visitors at low to medium risk of infection was comparable using
spatiotemporal modeling. In contrast, the number of visitors at a very high risiextion was higher

with spatiotemporal modeling (Figure 1B).

Conclusionsin this proofof-concept modelling study, our multipimeasure approach using
environmental, clinical, and patient movement data allowed spatiotemporal modeling of Mtb
transmisson risks, which may add useful information to inform prevention. Further work with larger
datasets is needed to produce more robust results. However, our spatiotemporal modeling approach
can potentially be used to identify hotspots in congregate indoadtiregs, to measure the effects of
infection control measures, and to guide optimization of person flows in indoor THiklgkettings
such as clinics.
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Figure 1: (A) Estimated spatiotemporal quanta concentration in the clinic by daytime and (B)
estimated number of visitors by risk of infection.
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Linking data from the national HIV program without patient identifiers : A study
from South Africa

Khumbo ShumbaJacob B3r, Cornelius Nattey NattéyNelly Jinga Dickman GaretaEvelyn Laureh
William Macleod? Matthew P. FoX!, Adrian Puret) Koleka Mlisart#, Dorina Onoya

!Health Economics and Epidemiology Research Office, Department of Internal Medicine, School of
Clinical Medicine, Faculty of Health Sciences, Univeskitye Witwatersrand, Johannesburg, South
Africa.?Department of Global Health, Boston University School of Public Health, BostoRABBA.

Health Research Institute (AHRI), Research Data Department, Durban, SoutHiAdadth. Economics

and Epidemitngy Research Office, Department of Internal Medicine, School of Clinical Medicine, Faculty
of Health Sciences, University of the Witwatersrand, Johanneburg, South Afiatimnal Health

Laboratory Service, Centre for HIV & STls, National Institutefom@nicable Diseases, Johannesburg,
South Africa®School of Laboratory Medicine and Medical Sciences, University of KwaZulu Natal,
Durban, South Africa

Backgroundiinkage between health databases typically requires identifiers such as patient names and
PSNE2YIf ARSYGATAOIGA2Y ydzYoSNARA® 2SS ftAYy1SR RIFEGE  FN
National Health Laboratory Service National HIV Cohort (NHLS Cohort) without patient identifiers,

creating a longitudinal HIV cohort with comprehensivrichl and laboratory data.

Methods: We extracted data on all CD4 counts and HIV viral loads from TIER.Net and NHLS Corporate

Data Warehouse for Ekurhuleni District, Gauteng Province,-2018. Using a combination of linking
variableg(laboratory result value; specimen collection date; facility of collection; patient; year and

month of birth; and gender), we linked these lab tests existing in both databases. Exact matching linked

on exact linking variable values while caliper matchimghliined exact matching; and linkage on

approximate test dates (+ 5 days) or a set of sensitiviy2c#t T & bf 26 SNJ 0 KI'y RSGSOGF 6
values which may differ across laboratories and over time. We then developed a sequential linkage

approach uilising lab test specimen barcodes, then exact matching, and lastly caliper matching.

ResultsWe attempted to link 1,944,292 lab results from TIER.Net (representing 506,944 unique
patients) and 2,231,354 lab results from the NHLS database. Exact ngedichileved a sensitivity of

53.4% and PPV of 95.2%. Caliper matching achieved a sensitivity of 91.0% and PPV of 94.4%. In the
sequential linkage we linked a total of 69.1% of labs matched, with PPV=96.6% and Sensitivity= 82.7%
linking 85.4% of TIER.Net jmatts with the NHLS. From January 2015 to March 2018 data, 76.2% of
TIER.Net patients were linked to an NHLS Coho®hese patients, 27.0% acquired new CD4/VL
laboratory test information. While the capturing of CD4/VL laboratory data on the TIERd{etm

was complete for 49.2% of patients, linkage to the NHLS Cohort improved this to 76.2%.

Conclusioniinkage across health databases attained high accuracy even without the use of patient
identifiers, opening up new avenues for health researcheuvmaintaining patient confidentiality.

Integrating the NHLS Cohort and TIER.Net is immensely valuable for monitoring achievement of national
HIV interventions to obtain more accurate estimates of HIV program indicators.

Cohort: South AfricarNational Health Laboratory Service (NHLS) National HIV Cohort
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The rate of hepatitis C reinfection in Canadians coinfected with HIV and its
implications for national elimination

Jim Younty, Shouao WarlgCharlotte Laniece Delaurtéy Curts Coopet, Joseph C3¥, John Gil
Mark Hulf, Sharon WalmsléyAlexander WorfgMarina Kleif?4°

!Research Institute of the McGill University Health Centre, Montreal, Caflaepartment of

Epidemiology, Biostatistics and Occupational Health, Mt@iversity, Montreal, Canad2Department

of Medicine, Ottawa Hospital Research Institute, Ottawa, Carf@dartment of Medicine, McGill

University Health Centre, Montreal, Canaelaepartment of Medicine, University of Calgary, Calgary,
Canada®BC S Y (i NB T2NJ 9EOStt SyO0S Ay | Lz*k! LU'Bepaitmentiofd t | dzf Q2
Medicine, University of Toronto, Toronto, Canatzepartment of Medicine, University of

Saskatchewan, Saskatchewan, Can&diiR Canadian HIV Trials Network, Vancouver, Canada

BackgroundUpdated mathematical modelling has Canada on track to eliminate hepatitis C virus (HCV)
as a public health threat B3030.The World Health Organisation (WHO) has set targets for the rate of
new infections as a way to measure progress towards elimination. As more people are successfully
treated for HCV, an increasing proportion of new infections will be reinfections owader whether

the rate of HCV reinfection has changed since the interferon era in Canadians coinfected with HIV and
the implications for national elimination efforts.

Methods: The Canadian Coinfection Cohort is representative of HIV HCV coinfected ipedjpieal

care. We selected cohort participants successfully treated for a first HCV infection either in the
interferon era or in the era of direct acting antivirals (DAAs). These participants were followed from 12
weeks after completing a successfiddtment until the end of 2019 or until their last measured HCV
RNA. We estimated the reinfection rate in each treatment era, overall and in participant subgroups,
using piecewise exponential proportional hazard models. Maximising a full likelihood adtave de

left, right or interval censored; the piecewise exponential baseline provides estimates of rates in
different periods.

Results:Among 814 successfully treated participants with additional HCV RNA measurements, there
were 62 reinfections. The oval reinfection rate was 2.6 (95% confidence interval, C4113 /100

person years (PY) in the interferon era and 3.4 (95% €4.2)5100 PY in the DAA era. The rate in those
reporting injection drug use during follow up was much higher: 4.7 (95%4<1.9) and 7.6 (95% CI §.3

10) /200 PY in the interferon and DAA eras respectively. Rates in men reporting sex with men were 1.8
(95% CI 04B.6) and 2.7 (95% CI £480) /100 PY in the interferon and DAA eras respectively. The
reinfection rate was lowein the first year after time zero in the interferon era than in the DAA era
(Figure): 3.6 (95% CI @AQ5) and 6.9 (95% CI 486) /100 PY respectively; although the percentage
reporting injection drug use was similar in both eras (39% and 37% respgctivel

Conclusiont KS 2@SNI tf NBAYFSOUGA2Y NIGS Ay 2dzNJ O2K2 NI A
/100 PY in people who inject drugs (PWID). The reinfection rate in those currently injecting has

increased since the interferon era, consistent withking treatment available to all PWID rather than to

just selected PWID. Two other recent studies of our cohort data show HCV treatment uptake was in
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decline before the pandemic (Saeed et al., 2020) and low or declining use of harm reduction strategies
(Laniece Delaunay C. et al., 2022). Taken together, these three studies suggest Canada is not on track to
achieve HCV elimination by 2030.

Figure:Non-parametric estimates of the probability of not being reinfected over tipie the interferon
(INF) and dect acting antiviral (DAA) treatment eras.
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Cohort Canadian HIV/HCV @uafection Cohort Study, CTN 222
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Impact of directacting antivirals on hepatic steatosis in persons with HIV and
Hepatitis C

Mathieu Chalouni

Department ofBiostastics, Boston University School of Public Health, Boston, USA

Background Hepatic steatosis is common in persons with HIV and hepatitis C virus (HEMton

and is associated with cirrhosis occurrence and mortakiyndings on direecting antivirals (DAA)

impact on steatosis have been variable with studies demonstrating improvement in lipid profile and liver
enzymes, but worsening obesity. We aimed to estimate the effect of DAA initiation on the risk of hepatic
steatosis, evaluated by hepatsteatosis index (HSI), in persons with HIV and H@\ezion.

Methods: We emulated a target trial of DAA initiation in the HepCAUSAL collaboration, which includes
10 prospective HNACV ceanfection cohorts from Europe and North America (N=12,442).€ligibility
criteria were: HIVHCV cenfection, DAAnaive, no steatosis (two consecutive HSI<30 less than 12
months apart), no hepatitis B infection, measurement of AST, ALT and BMI in the last 3 months,
undetectable HIVRNA and detectable HERNA in tle last 12 months. HSI, a validated measure of
steatosis (sensitivity: 0.93; specificity: 0.92), is computed as HSI=. foplistarted at baseline, the
earliest date all eligibility criteria were met, and ended at the earliest of outcome occurrence, death,
loss to followup (15 months after most recent HRNA or ALT measurement), or administrative end of
follow-up. The treatment strategies were 1) DAA initiation within 6 months of baseline and 2) no DAA
initiation. The outcome was steatosis (HS1>36). Tommodate the énonth window, all individuals

were assigned to each strategy and censored when they deviated from them. WKCH] a pooled

logistic regression model to estimate they8ar cumulative steatosis incidence under each strategy. We
used invese probability weighting to adjust for the following baseline variables: age, sex, HIV risk
category, alcohol consumption, BMI, AST, ALT4RBVRNA, CD4 cell count, nadir CD4 count, history
of AIDS and of interferon use, HCV genotype, years sintel@¢ seropositivity, cohort, and calendar
year. 95% confidence intervals (Cl) were computed usingpasametric bootstrap with 1,000

repetitions.

Results Of 802 included individuals, 444 initiated DAA, of whom 168 (20.9%) initiated within 6 months

of baseline. Followup begin mostly in 2015 or 2016 in both populations (77.8% and 75.2%) and median

age was 61 years (interquartile range [IQR]: 55, 65) and 58 years (IQR: 51, 63) in DAA initiators in the 6
months after baseline and those who do not, respealiiv The proportion of individuals with a FIB

nxodHp Gl a& omdm: | YR n ADBMitiatbry and 24.7% dng266% had 2 NA | Y R
BMI<18.5 kg/m2, respectively. They8ar risk of steatosis among survivors was 8.2% (95% CI 3.1, 16.7)

for DAA initiaion (14 events) and 7.4% (3.0, 10.9) for no DAA initiation (37 events). The risk difference

was 0.8%-7.1, 10.9).

Conclusion In persons with HMCV canfection, the risk of steatosis was similar under DAA initiation
and no DAA initiation. Analyses waldjustment for timevarying confounders, alternative handlings of
competing events, and the estimation of the effect of DAA on the single components of the HSI, are in
progress.
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Estimating the causal effect of treatment with diregicting antivirals on kidney
function among individuals with HIV and HCV-gdection and chronic kidney
disease

Sara Lod# Daniela Van Santéf

1Boston University School of Public Health, Boston, BS®JSALab, Harvard T.H. Chan School of Public
Health, Boston, USADepartment of Infectious Diseases, Research and Prevention, Public Health Service
of Amsterdam, Amsterda, Netherlands?Department of Disease Elimination, Burnet Institute,

Melbourne, Australia

Background The benefits of direct acting antivirals (DAA) for treatment of HCV infection in individuals
with HIMHCV cenfection include a reduction in atlause ad liverrelated mortality and improvement

in quality of life. However, less is known about the role of DAA on kidney function among individuals
with chronic kidney disease (CKD), a common comorbidity in patients witHlENVceanfection.
Understanding canges in posDAA kidney function can help inform needs for ldagn monitoring.

We applied causal inference methods to data on-HGB¥ cenfected individuals with CKD from the
HepCAUSAL collaboration to estimate the effect of DAA initiation on kidnetidn, measured as the
estimated glomerular filtration rates (eGFR) using the 2022820 formula.

Methods. We included AR&xperienced adults with CKD (the second of two consecutive eGFR
YSIadaNBYSyida xwmp |y Rwitbikcla morthso®akh/othedSn\at afteb 1/102018)

YR K2 KWHR x YR I M RIS SOSHF 8dz8EY Sl Ay (GKS LI ad
alanine aminotransferase (ALT), aspartate transaminase (AST), and platelet count measurements in the
past 6 months. Baseline wse first month all inclusion criteria were met. We used the fi@native

conditional estimation (NICE) parametrifogmula to estimate the average change in eGFR at 28j+/
months since baseline had all individuals had eGFR measured at 24 montjsheradall individuals

started DAA within 6 months of baseline versus b) had no individuals started DAA. Change in eGFR was
modeled using linear regression. All models were adjusted for cohort, advanced fibrosis or cirrhosis, ART
regimen including 1) dolegravir, bictegravir, or rilpivirine, 2) tenofovir disoproxil fumerate 3) or

cobicistat, sex, HIV transmission mode, age, calendar year, years since HCV diagnosis, CD4 cell count,
history of AIDS, diabetes, and interferon treatment, and for baseline amehtarying postbaseline HIV

RNA, and eGFR values and their monitoring frequency.

Results Of 775 eligible individuals with median [interquartile range] age, CD4 count and eGFR at
baseline of 49 [41,54] years, 459 [260,688] cellsAramd 49 [41,54] ml/mmi per 1.73 M, respectively,

Y

402 (52%) initiated DAA treatment during follalzl,) | YR onc KIF R xm S8PCw YSI adzN

months. Using the NICEfgrmula, the estimated average change in eGFR at 28)thonths since
baseline was 3.2 ml/min per 1.73%1(®5% C10.03,5.3) under DAA initiation within 6 months of baseline
and-1.2 ml/min per 1.73 rh(95% Ci4.2,2.3) under no DAA initiation leading to a difference in average
change of 4.2 ml/min per 1.73%(05% C10.1, 7.3) at 24 months.

ConclusionsWefound that in the shorterm DAA initiation led to a small improvement in kidney
function compared with no DAA initiation in patients with CKD, but confidence intervals around our
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estimates were wide. Further work is needed to understand the-teng berefits of DAA on kidney
function in this population.

Cohort HepCAUSAL Collaboration
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Differences in time to HCV treatment initiation and frequency of HCV RNA
testing following HCV diagnosis in the broad direatting antiviral era in five
countries

Rachel Sackdavis?3 Daniela van Santéf? James YouRAgLinda Wittkop, Juan Berenguéf, Andri
Rauch, Ashleigh Stewatt, Anders Boyt!%'1 Marc van der Valk'% Mark Stoové? Margaret
Hellard-23

1Burnetinstitute, Melbourne, AustraliZMonash University, Melbourne, Australidlelbourne
University, Melbourne, Australi@Public Health Service Amsterdam, Amsterdam, NetherlahisGill
University, Montreal, Canad&Jniversity of Bordeaux, Bordeaux, Fran€entro de Investigasn
BiomSdica en Red de Enfermedades Infecciosas (CIBERINFEC), MadriéH8gital General
Universitario Gregorio Marafion (liISGM), Madrid, Spiniversity of Bern, Bern, Switzerland.
yniversity of Amsterdam, Amsterdam, NetherlandStichting HIV Monitoring, Amsterdam,
Netherlands

BackgroundDelays in treating hepatitis C virus (HCV) increase the risk of loss to care and onward
transmission, jeopardising HCV elimination. Currentgjinds for a chronic HCV diagnosis vary by
country, with intervals between two positive RNA test results to confirm chronic infection being either
six months or one month apart required. Australia also restricts reimbursement for HCV RNA tests to
one per yar for confirmation of chronic infection. These variations have the potential to delay
treatment uptake. We describe differences in treatment initiation and RNA testing intervals following
HCV diagnosis among people with HIV (PHIV) in five countriebiglthreatment uptake in the direct
acting antiviral (DAA) era.

Methods: We used data from five of 11 cohorts from the International Collaboration on Hepatitis C
Elimination in HIV Cohorts (INCHEHC), including data from Australia, France, the Netherlands,
Switzerland and Spain. Individuals were eligible if first HCV RNA positive test occurred after DAAs
became broadly available in their country. We used Kaplaier methods to estimate the probability

of treatment initiation by country. To describe the nber of HCV RNA tests following diagnosis we

used the cumulative mean function. For both analyses, follow up started at first positive RNA result, and
ended at first treatment initiation, cohort administrative censoring date, loss to follow up, or end of

2019, whichever came first.

Results:Of 92,626 participants in the five cohorts, 770 first tested HCV RNA positive after broad DAA
access began. Overall, 419 (54%) initiated treatment during 673 pgess of follow up. Time to

treatment initiation was shdest in the Netherlands and longest in Australia (Figure 1A). Six months and
one year after diagnosis respectively, the probability of treatment initiation was 33% (95%3°k626

and 44% (95%Cl: 3%) in Australia, and 49% (95%C58%) and 66% (95@: 6672%) in the

Netherlands, with few participants treated more than one year after diagnosis (Figure 1A). The mean
cumulative number of HCV RNA tests after the first positive was similarly highest in the Netherlands and
lowest in Australia. In the Nkérlands, the mean number of tests was 1.8 (95%Ci2 Dpafter one

year and 2.2 (95%CI: 1295) after two years, whereas in Australia it was 0.9 (95%GCL.D)&fter one

year and 1.4 (95%CI: 1116) after two years.
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Conclusionstonger intervals beteen HCV RNA testing and differences between definitions of chronic
infection plausibly lead to delays in treatment initiation. Removing restrictions on HCV RNA test
frequency and adopting a one month interval for diagnosing chronic infection might maxinkage to
care and minimise ongoing transmission. Further work will use propensity score matching to assess
whether the differences in treatment initiation between countries are attributable to differences in
testing frequency prior to diagnosis and/patient characteristics.

A B
50.8 2
£ z
g — x
= = 2.0
06 j e 2
= : = T
2 JIJ e 515
S 2
04 E
=
/ 1.0
:
0.2 o
05
0.0 00
0 1 2 3 0 1 2 3
Years since diagnosis Years since diagnosis
— Awustraia —— France —— Spain Switzerland the Netherlands

Figure Time to treatment initiation (A) and mean cumulative number of HCV RNA tests (B) since HCV
diagnosis among 770 participants with first HCV RNA test after broad access to DAA therapies.

Cohort International Collaboratin on Hepatitis C Elimination in HIV Cohorts
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Lost but not forgotten: Longitudinal (dis)engagement trajectories and mortality
among people living with HIV and Hepatitis C in Canada

Sahar SaeédTyler Thomds Erica Moodig Joseph CdxCurtis Coopér John Gif| Valerie Martel
Laferrieré, Alexander Worfy Sharon WalmsléyMarina Kleif

!Queen's University, Kingston, CanatlacGill University, Montreal, Canadiniversity of Ottawa,
Ottawa, CanaddUniversity of Alberta, Calgarya@ada.>University of Montreal, Montreal, Canada.
®University of Saskatchewan, Saskatoon, Canttdversity Health Network, Toronto, Cana8dcGill
University Health Center, Montreal, Canada

Background:Cascades of care capture crasstional snapshatto describe critical milestones when
monitoring HIV and hepatitis C clinical care. While this model helps to quantify the effectiveness of care
delivery, it fails to capture the longitudinal nature of patients transitioning in and out of care. In this
study, we examine the longitudinal (dis)engagement and mortality trajectories among people living with
HIV and Hepatitis C using a multistate framework.

Methods: We used data from the Canadian FHNZV Cdnfection Cohort, which prospectively follows
2008 paticipants from 18 centers Ennually. Participants were required to have at least two visits to
be eligible for this analysis. We identified five transition states: sustained engagement (remained
engagedin-care until administrative censoring October 2)2lostto-follow-up (LTFU) (defined as no
cohort visit for 18 months), rengaged (reentry into cohort after being LTFU), withdrawn from the
study, and death. Timéixed and varying predictors of each transition state including age, key
populations (peple who inject drugs (PWID) in the last six months, Indigenous ethnicity, men who have
sex with men (MSM) and women), low income (<$1500 CAD/month) and undetectable HIV RNA (<50
copies/mL) were evaluated. Incidence rates between transition states aretezpbas events per 100
personyears (py). Predictors of transitioning to LTFUemgagement and death were compared to

those who remained in clinical care (sustained engagement) usingrépartional hazards models
(reported as adjusted hazard ratios (§HR

Results 1809 participants met the eligibility criteria and contributed 12,591 py from 2003 to 2022. At
baseline, the median age was 50 years old (IQR 43, 57), 419 (23%) identified as MSM, 535 (30%) as
PWID, 449 (25%) as Indigenous and 534 (30%) asmorhe figure illustrates incidence rates of
transitioning between five transition states. The probability of death was more than two times higher
after transitioning through LTFU than among participants who remained engaged in care. 857 (46%)
participant had one episode of LTFU, 293 (16%) had two episodes, and 99 (5%) had greater than three
episodes. Of 1249 who were LTFU, 697 (56%hgaged. By the end of the study, 676 (37%)

participants remained in the LTFU state, 139 (8%) withdrew, and 383 (2dds)rdligenous ethnicity

(1.17, 95% CI 0.96, 0.97) and low income (1.23, 95% CI 1.05, 1.44) were associated with an increased risk
of transitioning from engaged to LTFU. While older age (0.96, 95% CI 0.96, 0.97), MSM (0.77, 95% CI
0.65, 0.90), and havinghdetectable HIV RNA (0.29, 95% CI 0.23, 0.35) were associated with decreased
risk of transitioning from engaged to LTFU. Similar results were observed for transitions from engaged to
death.
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Figure. Incidence rates {events per 100 person-years (py) between transition
states across the care cascade

ConclusionSustained engagement in care ensures improvedcdimiutcomes. Characterizing
trajectories may help identify highisk patients and periods, revealing unique opportunities for targeted
interventions. Future plans include using musitate Markov modeling, incorporating hepatitis C
milestones (sustainedmlogic response and reinfection) and the impact of the Ca@pandemic to
further identify factors associated with transitioning out of care.

Cohort Canadian HIV/HCV @uafection Cohort Study, CTN 222
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Low coverage of hepatitis D virussting in individuals with HIV and HBV in the
Netherlands: a retrospective, crossectional and longitudinal study

Anders Boyt? Colette Smit Annemiek van der EfikHans Zaaijér Bart Rijnders Berend van Welzén
Mark ClaassénKaglin Pogany; Theodora E. M. S. de VH8hiij$, Eline op de CotjiMarc van der
Valk#

IStichting hiv monitoring, Amsterdam, Netherlan&SGD Amsterdam, Amsterdam, Netherlands.
3Erasmus MC University Medical Center, Rotterdam, NetherldAdssterdam University Medical
Centers, Amsterdam, Netherlandtlniversity Medical Center Utrecht, Utrecht, NetherlarfiR&ijnstate
Ziekenhuis, Arnhem, Netherland8aasstad Hospital, Rotterdamletherlands®National Institute for
Public Health and the Environment (RIVM), Bilthoven, Netherlands

Background European guidance recommends that all individuals with hepatitis B virus (HBV) be tested
for hepatitis D virus (HDV). Little is known om #xtent of and reasons for HDV testing in individuals

with HIV and HBV during routine practice. We aimed to assess the changes in HDV testing in 2000 to
2021 in individuals with HIV and HBYV infection in care in the Netherlands, both overall and acmording
key population. We also intended to understand the determinants of those who ever received an HDV
test.

Methods: Data from the ATHENA cohort of people with HIV who were ever hepatitis B surface antigen
L2 AAGAGBSS ISR xmy @& S bftk 24HNItreatnEnBodderslinghB Nethériarils’ R S R
between 2000 and 2021 were assessed. We estimated the percent of included individuals ever tested

for HDV (i.e., documented artiDV antibody or HDV RNA test) across calendar years. Determinants for
everbeing tested by the end of followp were assessed using relative risk (RR) regression using a

Poisson regression model with robust variance estimation.

Results Of the 1668 included individuals with HIV and HBV, only 212 (12.7%) had a documented HDV
test. The percentage of individuals tested for HDV increased from 5.0% (95% confidence interval
[CI]=3.47.3) in 2000 to 14.0% (95%CI=226L2) in 2021. In 2021, the percentage tested for HDV was
13.0% (95%CI=1015.7) in men who have sex with men, 23.8%%CI|=9:48.6) in persons who inject
drugs, and 15.6% (95%CI=1228) in heterosexual/others. In multivariable analysis, ever having an
HDV test was associated with ever having detectable HBV DNA viral load duringufollagjusted
RR=3.61, 2.35.46, p<0.001), ever presenting with elevated alanine aminotransferase (ALT) levels
(adjusted RR=1.48, 95%CI=11193, p=0.003), advanced fibrosis/cirrhosis (versus no fibrosis/cirrhosis,
adjusted RR=1.78, 95%CI|=12334, p=0.001), and being overweight/obgsersus

normal/underweight, adjusted RR=1.44, 95%CI=1.8%, p=0.006). The percentage of individuals with
HIV and HBV who tested positive for HDV remained relatively stable over calendar year: 15.4% (n=4/26;
95%CI=5.34.6) in 2000 and 7.2% (n=11/15%%CI=4.412.6) in 2021.

ConclusionsHDV testing coverage in the Netherlands is low for individuals with HIV and HBV. Although
testing was more common in those with advanced liver disease, a considerable proportion at risk of HDV
still needs HDV testing the Netherlands.

Cohort AIDS Therapy Evaluation in the Netherlands
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Predicting Dolutegravir resistance levels in Southern Afrgcctie DTG MARISA
model

Tom Loost?, Anthony Hausér, Richard Lesselty Huldrych Guntharkf, Matthias Egger®’, Roger
Kouyo$?

Division of Infectious Diseases and Hospital Epidemiology, University Hospital Zurich, Zurich,
Switzerland?Institute of Medical Virology, University of Zurich, Zurich, SwitzerfiwlaZuluNatal

Research Innovatioand Sequencing Platform (KRISP), University of Kwaatal, Durban, South
Africa.“Centre for the AIDS Programme of Research in South Africa (CAPRISA), Durban, South Africa.
SInstitute of Social and Preventive Medicine (ISPM), University of Bern, Bétzer®nd.®Centre for
Infectious Disease Epidemiology and Research, University of Cape Town, Cape Town, South Africa.
"Population Health Sciences, Bristol Medical School, University of Bristol, Bristol, United Kingdom

BackgroundHIV drug resistance issggnificant challenge for sustainable antiretroviral therapy. In

response to the exponentially rising levels of NNRTI resistance, millions of people have recently been
switched to Dolutegravir (DT®psed ART. Data on DTG resistance are limited, andd3iggant HIV

has rarely been observed. However, given the frequency of use and the recency of the DTG rollout, rates
of DTG resistance may increase. Understanding the dynamics of future DTG resistance for-@auediium
longterm health policy planning is emstial. Here we develop DTBARISA, a compartmental model

that considers the cascade of care, gender, disease progression and resistance genotype to predict DTG
resistance in South Africa.

Methods: MARISA (Modelling Antiretroviral drug Resistance In Safrtha) is a deterministic

compartmental model consisting of the four layers cascade of care, disease progression, sex, and drug
resistance. It has been shown to reproduce the HIV epidemic in South Africa, as well as NNRTI acquired
drug resistance (ADR) éiransmitted drug resistance (TD&R3ee Hauser et al. PLoS Comp Biol 2019.
MARISA only distinguished between susceptible and resistant HIV strains, disregarding the complex
genetics of HIV resistance that are crucial for high genetic barrier drugs sl We expanded the
resistance genotype as follows: NRTI and NNRTI resistance are classified as either susceptible or
resistant. For DTG resistance, we include the key mutations (E138K, G140SR, Q148HR, N155H, R263K)
observed in people experiencing faiduon DT@&ased ART.

ResultsBased on DT®IARISA, we model acquired and transmitted drug resistance among people
living with HIV in South Africa up to 2040. We explore different scenarios regarding mutation acquisition
rates, the impact of resistance dreatment, and NRTI backbone drug resistance on DTG resistance. We
show how these factors will affect the emergence of DTG resistance by 2040, compared to a
counterfactual scenario (see time courses of transmitted drug resistance in Figure). The moad$ pred
that with the introduction of DTéased ART, the exponential increase in NNRTI TDR will be halted.
However, DTG TDR will increase over time and could reach current levels of NNRTI TDR by 2040 (see
Figure).

ConclusionDespite high efficacy of DTGthe individual level, a DTG resistance epidemic is likely in the

coming years as more and more people are treated with-bdsed therapies. The risk is particularly
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high in low and middleincome countries, where prexisting resistance is more common, argdources
for HIV1 RNA monitoring, and resistance testing or switching to alternative ART regimens are limited.

Modelled transmitted drug resistance for DTG and NNRTI using DTG-MARISA
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Figure:Proportion of people with HIV drug resistance at the time of diagnosis. Two scenarios are shown
in the rows: DTG rollout, where @ikople are switched/initiated on DH®sed ART, and NNRTI

continued, a counterfactual scenario where DTG rollout does not occur. Colours correspond to CD4
levels reflecting recency of infection at the time of diagnosis, and the dotted line shows thgavera
across all CD4 categories.

Cohort Dolutegravir Resistance Cohort Collaboration
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Virological suppression and weight gain in children and adolescents in Europe
on dolutegravir compared to protease inhibitors: a propensity score analyzis

Siobhan Crichtoh Edith MilanZj Ali Judd, Lars Navér, Laura Marque’s Vana Spouloy Talia Sairt?,
Anna Turkovj |. Jeannie Colliks

IMRC Clinical Trials Unit at University College London, London, United KirDémartment of
Pediatrics, Karolinska University Hospital, Stockholm, Swédepartment of Clinical Science,
Intervention and Technology (CLINTEC), Division of Paediatrics, Karolinska Institutet, Stockholm,
Sweden’Servico de Pediatria, Departamento da Infancia e dizlescéncia, Centro Materno Infantil do
Norte, Centro Hospitalar e Universitario do Porto, Porto, Portitfagia Sofia" Children's Hospital, 1st
Dept of Paediatrics, Athens, Gree#idospital La Paz and La Paz Research Institute,, Madrid, Spain.
'CIBERIREC, Madrid, Spain

Background Dolutegravir (DTG) is a recommended fiis¢ and second/subsequettine medicine for
HI\AL in children and adolescents. Excess weight gain on DTG has been reported in some adult studies
but data in children aréimited.

Methods: Children/adolescents aged<@.8 years on 2NRTIs+DTG or 2NRTIs+PI from22@00from 11
cohorts in EPPICC were included. First, viral suppression (VS, <50 copies/ml or lower limit of detection)
and change in BMbr-age zscore (zBMI, déved from WHO growth reference) were estimated at 24,

48, 96 and 144 weeks, overall and by treatment status at DTG/PI start. Second, propensity scores (PS)
based on characteristics at start of DTG/PI (age, sex, time since ART initiation, prior treaffuemt f

zBMI and prior AIDS event) were derived separately for those treateguetrienced with VS and
treatment-experienced and viremic at start of DTG/PI (insufficient numbers naive). PS matching was
used to estimate differences in VS and zBMI chand®a®6 weeks after DTG/PI start.

Results Of 679 who started DTG age&68years, 532 (78%) took DTG+2NRTIs, 59 (11%) were naive,
346 (65%) treatmenéxperienced with VS, 90 (17%) treatmexiperienced and viremic, and 37 (7%)
treatment-experienced and issing VL at DTG start. Of 730 children/adolescents on PI regimen, 291
(40%) took darunavir and 266 (36%) lopinavir, 153 (21%) were naive, 259 (35%) tresttpezignced

and VS and 197 (27%) viraemic at PI start. 431 (81%) of those on DTG and 247 RB4&gkon

lamivudine with abacavir backbone. Median follow up on DTG was 86 [46,138] weeks and on Pl was 117
[47,215] weeks. Ethnicity and age at ART initiation was similar for those on DTG and PI (66% and 65%
black ethnicity and median age 4.8 [IQR 0.9lL&nd 5.3 [1.5,9.8] years, respectively). Those on DTG

were slightly older at DTG start (14.1 [11.7,15.9] versus 13.1 [10.1, 15.3] years) and fewer had previous
treatment failure (17% versus 30%).

Unadjusted VS was higher on DTG than PI, overall andinsedédgroup (Fig). zBMI remained stable over

time on DTG and PI. At 48 weeks mean change in zBMI among those naive at drug start was 0.02 (95%ClI
-0.10,0.15) on DTG and.04 ¢0.16,0.07) on PI, for treatment experienced with-091 ¢0.05,0.04) and
0.04(-0.01,0.09), and for treatment experienced with viraemia 0-0106,0.09) and0.02 ¢0.07,0.04),
respectively.
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After PS matching, among those treatmeamperienced with VS at start of DTG/PI, VS was 5.6%
(0.0,11.1) and 5.9% (0.0,13.2) higher on DTa® I at 48 and 96 weeks respectively. For those
treatment-experienced and viremic at start of DTG/PI, VS was 26.0% (12.3, 39.8) and 20.1% (5.4,34.8)
higher, respectively. There was no difference in change in zBMI between DTG and Pls in either
treatment-experienced group or time point.

ConclusionsOur findings suggested superiority of DTG compared in terms of viral suppression, similar
to adult studies.We found no evidence of excess weight gain in children on DTG.
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Figure: Unadjustegercentage of children living with HIV with VS over time on DTGlmaded

regimens.

Cohort European Pregnancy and Paediatric Infections Cohort Collaboration
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Hypertension among people living with HIV after starting or switching to DTG,
EFV, or ATV/based ART at Newlands Clinic, Zimbabwe

Tinei Shamt?, Matthias Eggér* Tinashe Mudzvitf, Cleophas ChimbeteteJusten Mana$aNanina
Andereg§?

INewlands Clinic, Harare, Zimbabwi@stitute of Social and Preventive Medicine, University of Bern,
Bern, SwitzerlandCentre for Infectious Disease Epidemiology and Research, School of Public Health,
University of Cape Town, Cape Town, South AffiR@pulation Health Sciences, Bristol diteal School,
University of Bristol, Bristol, United Kingdotepartment of Pharmacy and Pharmaceutical Sciences,
University of Zimbabwe, Harare, ZamBlanovation Hub, University of Zimbabwe, Harare, Zimbabwe

Background Dolutegravir (DTG) is one oftimost common third drugs in antiretroviral therapy (ART)
regimens for treatment of HIV infection in le@nd middleincome countries. Like other studies, we

have previously demonstrated an association between weight gain anebB3&al ART in people living

with HIV (PLWH) at Newlands Clinic in Harare, Zimbabwe. Since overweight or obesity are risk factors for
hypertension, we aimed to compare blood pressure (bp) trends in patients switching to or starting DTG
efavirenz(EFV), and ritonawvivoosted atazanar-(ATV/r) based ART.

Methods: We included all adult PLWH who started or switched to-DEBY, or ATV/rbased ART at
Newlands Clinic between 2008 and 2022. We extracted all bp measurements in the first two years after
ART start/switch. Using Bayesiandonial additive mixed models, we examined trends in the proportion

of patients with high bp (systolic pressu¥&40 mmHg or diastolic pressus80 mmHg) after

start/switch. ART regimen, sex and their interaction were included as fixed effects, pati@mcasr

intercept, and monthly trends were smoothed by sex and ART regimen. We assumed weakly informative
priors and fitted models (A) overall and stratified by (B) BMI group and (C) age group.

Results We analysed 35449 bp records from 4348 patients of wB&B1 were starting/switching to
DTGbased ART while 787 and 380 were starting/switching tc &k/ATV/fbased ART. For EFV and

ATVI/r there was no evidence for an increase in the prevalence of high bp after start/skigcing(.

DTG, on the other hanghowed a substantial increase in the proportion of patients with high bp, from

an estimated 6.4% (90%sedible interval [Crl] 4.4.6%) at start/switch to 22.1% (9641 17.127.0%)

at 24 months after start/switch in females, and from 4.9% (3D963.37.6%) to 25.7% (90%r1 20.0

31.2%) in males. This increase was observed in all BMI and age groups but was more pronounced in the
elderly 640 years) and in overweight or obese patients (BRE kg/m2).

Conclusion Compared to EFV and ATV/r, B3&Sed ART vgassociated with a substantial increase in
the prevalence of high bp. Routine monitoring of bp in patients on-Based ART is recommended.
Early interventions to lower bp could benefit PLWH on Da&d ART.
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Figure. Prevalence of high blood pressuraeafstarting/switching ART by regimen and sex. Results
from Bayesian binomial additive mixed models fitted overall (A) and stratified by BMI group (B) or age
group (C). Month 0 corresponds to ART start/switch. Estimated marginalized proportions are shown i
solid lines, 90% credible intervals as shaded areas. Points represent the observed proportions in the
data with areas proportional to the number of blood pressure measurements.
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Association betweerchanges in body mass index and risk of hypertension and
dyslipidaemia in people treated with integrase inhibitors and tenofovir
alafenamide versus other contemporary regimens

Dathan M Byonanebye

Kirby Institute, University of New StwwWales, Sydney, Australia

Background The impact of weight gain associated with using integrase inhibitors (INSTIs) and tenofovir
alafenamide (TAF) is unclear. We determined whether increases in body mass index (BMI) and use of
INSTIs and/or TAF differially increase the risk of hypertension or dyslipidaemia in people with HIV
(PWH) in RESPOND.

MethodsY 9f A3A0fS LI NHAOALI YyidGa 6SNB xmy &SIFNEX NBOSA(
elvitegravir) or noANSTIs (darunavir, atazana@rF | A NBY T I NAf LA GANRVIB U I oA 0K
BMI and lipid/blood pressure (BP) results. Folgwbegan from the latest of 01/01/2012, entry date

into the RESPOND member cohort or ART initiation date (baseline) and ended at the earliesadate of

event, last visit, or 31/12/2020. We used multivariate Poisson to determine the association between
time-updated ART regimens and incident hypertension and dyslipidaemia and tested for interaction

between ART regimens and tirspdated BMI. We used foreplots to show crude (cIRR) and adjusted

rate ratios (alRR) overall and across tiopelated BMI quintiles. Hypertension was defined as two

02y asSOdziA@dS .t xmnakdn YYI 3 2N AYAGAFGA2Y 2F FyiaaA
cholesterol >6.2nmol/L or highdensity cholesterol <0.9 or triglycerides >2.3, or dipid therapy.

Results Overall, 9941 and 5484 participants without hypertension and dyslipidaemia were included in
the respective analyses. The median (IQR) age was 44.€83338 and42.9(34.€50.5) in hypertension

and dyslipidaemia analyses, respectively, and approximately 70% were white overall. In those without
hypertension, 2767 (27.8%) developed hypertension over 35941 pgresans (incidence rate [IR] per

1000 persoryears 77, 8% confidence intervals [CI],@D) and 2697/5484 (49.2%) developed
dyslipidaemia over 18636 persgrears (IR 145, 18350). In the unadjusted analysis, concurrent use of
TAF and INSTIs was associated with incident hypertension (cIRR 1.¢6,96b8nddyslipidaemia

(.35, 1.2@1.53), compared to ART without INSTI or TAF. Adjustment forupdated BMI attenuated

but did not eliminate the higher risk of hypertension with concurrent use of TAF with INSTIs (alRR 1.46,
1.28;1.68), TAF without INSTI (1.2816¢1.43) or INSTI without TAF (1.25, L 039). Similarly,

adjustment for timeupdated BMI attenuated but did not eliminate dyslipidaemia risk in PWH receiving
TAF with INSTI (1.29, 1¢1446]), compared to those not receiving INSTI or TAF. The risk of
dyslipidaemia in PWH receiving TAF without INSTI was comparable to that in individuals receiving TAF
and INSTI (0.95, 0.¢8.17), but higher compared to PWH treated with regimens without INSTI or TAF
(1.23, 1.081.47). Hypertension and dyslipidaemia. Thesas no interaction between ART regimens and
.alL F2NJ KELISNISyarzy w.ulydcI RFrFros tlrnodoyub YR
were similar in several sensitivity analyses (Figure 1).

ConclusionIn RESPOND, the relationship between &ndl hypertension or dyslipidaemia did not differ
in PWH on INSTI or TAF compared to ART without INSTI or TAF. Current use of INSTI or TAF was
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associated with incident hypertension while the use of TAF with/out INSTI, but not INSTI alone, was
associated wh incident dyslipidaemia. However, residual confounding cannot be excluded.

Cohort The International Cohort Consortium of Infectious Disease

25" International Workshop on HIV and Hepatitis Observational Databases. Athens, Grétt®238 March 2023
STRICTLY CONFIDENTIAL



Panel A: Incident rate ratios for hypertension

Current ART/BMI quintiles

IRR [95% CI]

Panel B: Incident rate ratios for dyslipidemia

1st quintile (BMI$20.9)
INSTI with TAF:Adjusted
INSTI with TAF:Unadjusted
INSTI, no TAF:Adjusted
INSTI, no TAF:Unadjusted

No INST with TAF:Adjusted —

No INST with TAF:Unadjusted

2nd quintile (20.9<BMI<22.8)
INSTI with TAF:Adjusted
INSTI with TAF:Unadjusted
INSTI, no TAF:Adjusted
INSTI, no TAF:Unadjusted

No INST with TAF:Adjusted
No INST with TAF:Unadjusted

3rd quintile (22.8<BMI<24.6)
INSTI with TAF:Adjusted
INSTI with TAF:Unadjusted

INSTI, no TAF:Adjusted =

INSTI, no TAF:Unadjusted
No INST with TAF:Adjusted

4th quintile (24.6<BMIs27.1)
INSTI with TAF:Adjusted
INSTI with TAF:Unadjusted
INSTI, no TAF:Adjusted
INSTI, no TAF:Unadjusted

No INST with TAF:Adjusted
No INST with TAF:Unadjusted

5th quintile (BMI227.1)
INSTI with TAF:Adjusted
INSTI with TAF:Unadjusted
INSTI, no TAF:Adjusted
INSTI, no TAF:Unadjusted

No INST with TAF:Adjusted
No INST with TAF:Unadjusted

overall (All participants)
INSTI with TAF:Adjusted
INSTI with TAF:Unadjusted
INSTI, no TAF:Adjusted
INSTI, no TAF:Unadjusted

No INST with TAF:Adjusted
No INST with TAF:Unadjusted

Favours ART without INSTI and TAF

-

No INST with TAF:Unadjusted —

——m———177[1.21, 2558]
—— = 193[1.42, 262]

o= 1.56 [ 1.18, 2.06]
—m—  188[134, 2.12)
W 1.48([0.89, 2.46)
——————  1.42[0.87, 2.32)
o= 1.42[1.01, 2.00]
—®—  167[1.28, 2.18)
—a 1.40[1.09, 1.80)
. 1.55[1.28, 1.90]
e 1.21(0.79, 1.86]
- 1.09[0.72, 1.67]
. 1.52 [ 1.11, 2.08]
—8—— 1.91[1.50, 2.43]

— 1.180.93, 1.49]
—— 1.43[1.19, 1.73]
1.01[0.66, 1.54]

— 0.91[0.60, 1.37)

— 1.48[1.09, 2.00]
. 1.58 [ 1.25, 1.99]
oa 1.28[1.02, 1.61]
—.— 1.29(1.08, 1.54]
——m——  165[1.20, 2.27)
——m—— 155[1.13, 2.11]
—. 1.40(1.08, 1.82)
—a—  172[141, 211)

S om 1.25[1.01, 1.54]
o om 1.39[1.18, 1.65]
1.05[0.72, 1.53]

0.99[0.69, 1.43]

- 1.46 [ 1.28, 1.68]
. 1.76 [ 1.58, 1.96]

- 1.28 [1.16, 1.43]
- 1.42[1.30, 1.54]

e 1.25[1.05, 1.49]
—8— 1.18[0.99, 1.40)

Favours ART with INSTI and/or TAF

1

1.5 2

Incidence rate ratios (IRR)

Current ART/BMI quintile

IRR [95% CI]

1st quintile (BMIs20.8)
INSTI with TAF:Adjusted
INSTI with TAF:Unadjusted

—®— 1.70(127, 2.28]
—— 1.87[1.43, 2.44]

INSTI, no TAF:Adjusted —— 0.92[0.72, 1.17)
INSTI, no TAF:Unadjusted —a— 1.06 [0.84, 1.32]
No INST with TAF:Adjusted ——&—  1.25[0.77, 2.03]
No INST with TAF:Unadjusted — 1.24[0.77, 1.98]
2nd quintile (20.9<BMIs22.6)

INSTI with TAF:Adjusted . 1.29[0.95, 1.75]
INSTI with TAF:Unadjusted —— 1.32[0.99, 1.77]
INSTI, no TAF:Adjusted - 1.14[0.92, 1.41]
INSTI, no TAF:Unadjusted —— 1.12[0.91, 1.38)
No INST with TAF:Adj d L 0.81[0.48, 1.37]
No INST with TAF:Unadj L] 0.68 [ 0.40, 1.14]
3rd quintile (22.7<BMI<24.6)

INSTI with TAF:Adjusted 1.23[0.92, 1.65]
INSTI with TAF:Unadjusted 1.26 [ 0.95, 1.67]
INSTI, no TAF:Adjusted 0.93[0.75, 1.16]
INSTI, no TAF:Unadjusted 0.89(0.73, 1.10]

No INST with TAF:Adjusted
No INST with TAF:Unadjusted

4th quintile (24.6<BMIs27.1)
INSTI with TAF:Adjusted
INST| with TAF:Unadjusted
INSTI, no TAF:Adjusted
INSTI, no TAF:Unadjusted

No INST with TAF:Adjusted
No INST with TAF:Unadjusted

5th quintile (BMI1>27.1)
INSTI with TAF:Adjusted
INSTI with TAF:Unadjusted
INSTI, no TAF:Adjusted
INSTI, no TAF:Unadjusted

No INST with TAF:Adjusted
No INST with TAF:Unadjusted

overall (All participants)
INSTI with TAF:Adjusted
INSTI with TAF:Unadjusted
INSTI, no TAF:Adjusted
INSTI, no TAF:Unadjusted

No INST with TAF:Adjusted
No INST with TAF:Unadjusted

Favours ART without INSTI and TAF

156 [1.12, 2.17]
1.59[1.16, 2.18]

1.24[0.94,
1.291.00,
1.12[0.92,
1.15[0.96,
0.87 [ 0.58,
0.86 [ 0.59,

1.64]
1.67)
1.36]
1.39]
1.31)
1.26)

1.10[0.84,
1.19[0.93,
1.17[0.96, 1.42]
1.15[0.96, 1.39)
1.57 [1.11, 2.23]
1.45(1.05, 2.01)

1.44]
1.52)

1.29[1.14,
1.35[1.20,
1.080.98,
1.06 [ 0.97,
1.23[1.03,
1.17 [ 0.9,

1.46]
1.53]
1.19)
1.16]
1.47]
1.39)

Favours ART with INSTI and/or TAF

115 2

Incidence rate ratio (IRR)

Figure 1: Adjusted and unadjusted IRRs of hypertension (1A) and dyslipidemia (1B) stratified by quintiles
of time-updated BMIs in PWH receiving ART combinations of INSTI and TAF versus those on
contemporary regimens without INSTI or TAF.

Note: ART regimens fitted as current regimens. The multivariable model adjusted for time-updated BMI, baseline lipid and blood pressure
values, age, ethnicity, sex, baseline calendar year, smoking status, baseline diabetes mellitus status, prior AIDS, CVD, estimated glomerular
filtration rate (eGFR), HIV RNA, CD4 nadir, and baseline CD4 counts, duration since HIV diagnosis, and recent (six months before baseline) and
cumulative exposure to potentially confounding ARVs that are not of primary interest (abacavir, nevirapine, indinavir, stavudine, lopinavir,

ritonavir).
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Effect of integrase strandransfer inhibitor use on cardiovascular events in
adults with HIV: Atarget trial emulation

Sophia Rein
Harvard T.H. Chan School of Public Health, Harvard University, Boston, USA

Background Observational evidence suggests that the risk of cardiovascular disease may be higher
among users of integrase straticansfer inhibitor (INSTHased antiretroviral therapy (ART) than among
users of other ART regimes. Using data from the@GAJSAL Collaboration and ART, two consortia of
cohorts of people with HIV from Europe and North America, we emulated a targke¢stimating the
effect of switching to an INSTI regimen on thgeér cardiovascular risk in AleXperienced INSTHaive
individuals.

Methods:¢ F NBSG GNAIFE LINRP(G202t aLISOAFAOFIGA2Yyd® 9f AIAGE S
INSThaive, viree 3A OF f £ & adzLILINBAaaSR 0 Xpn CRNAm&GsSurenenth) > g A G K |
within 3 months of each other, and no history of cardiovascular disease or cancer. Participants are

randomly assigned to either (1) switching to an INSTI regimen, or (2) nohswito an INSTI regimen.

The outcome is a cardiovascular event (myocardial infarction, stroke, invasive cardiovascular

procedure). For each individual, follewp starts at assignment and ends at the earliest of the outcome,

death, loss to followup (15 nonths without a new HARNA measurement), or 4 years. The causal

estimand is the intentiosio-treat effect.

Target trial emulation: We analyzed data from 11 cohorts that collected information on cardiovascular

events, body mass index (BMI) and blood presgatrong cardiovascular risk factors). We assessed

eligibility for each persomonth between January 2013 and August 2022. Each month was considered

time zero of a target trial in which eligible individuals did or did not switch to an INSTI regimen. We

assumed that switching to INSTI was random within levels of baseline covariates: age, sex, mode of HIV
acquisition, cohort, time on ART, CD4 count, AIDS diagnosis, Hepatitis C/HepatitiseBtimn, BMI,

cholesterol, hypertension (defined from blood psese), and calendar month. We estimated the

standardized 4year risk of cardiovascular events via a pooled logistic regression model with-tgdlow

month, treatment group, a product term between treatment and folloyy month, and all baseline

covariates. V@ used nonparametric bootstrapping with 200 samples to calculate 95% confidence

intervals (CIs).

Results The analysis included 7,451 switchers (unique individuals) and 332,54dwiichers (60,706
unique individuals). Switchers and newitchers had sinar clinical characteristics, with switching more
frequent in 2015 and 2016. During follayp, 6% of switchers discontinued INSTI use for more than 2
months and 26% of neswitchers started INSTI. There were 54 events over 19 months median-follow
up (IQR @-30) in switchers and 2,880 events (766 unique) over 2738)8nonths in norswitchers. The
standardized 4year risks (95% CI) of a cardiovascular event were 1.58% (95%-ZB1)1id switchers
and 1.44% (1.28.72) in norswitchers (figure). The estaied risk ratio was 1.10 (0.7656).

ConclusionWhile the point estimate for the risk ratio suggests switching to INSTI has little impact on
cardiovascular risk in ARKperienced individuals, any effect between 56% risk increase and 24%
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decrease is highh compatible with the data. Peprotocol analyses adjusting for nonadherence, and
analyses including ARiRive individuals, are ongoing.

Figure. Cumulative incidence and 95% confidence intervals over fofiaw switchers and noen
switchers to INSTI

Switching 1o INSTI
== Not switching to INSTI

Cumulative Incidence (%)

Months

Gohort: HIV Cohorts Analyzed Using Structural Approaches to Longitudinal dat@AMdISAL)
Collaboration
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Reversal of weight gain after discontinuing integrase inhibioased
antiretroviral therapy

José DamasAline Munting, Jacques FelldyAna Steffefy Dominique Brauh Marcel Stoeckfe Catia
MarzolinP, Philip Taf, Enos BernascohiAlexandra CalniyChristoph Fuk Katharine Darling Gilles
Wandelef®, Matthias CavassihiBernard Seri#l

linfectious Diseases Service, University Hospital Lausanne, University of Lausanne, Lausanne,
Switzerland?School of Life Sciences, Ecole Polytechnique Fédérale de Lausanne, Lausanne, Switzerland.
3Division of Infectious Diseases and Hospital Epidemiogytonal Hospital St Gallen, St. Gallen,
Switzerland?Department of Infectious Diseases and Hospital Epidemiology, University Hospital Zurich,
University of Zurich, Zurich, SwitzerlafiBepartment of Infectious Diseases, University Hospital Basel,
University of Basel, Basel, Switzerlafidniversity Department of Medicine, Kantonsspital Bruderholz,
University of Basel, Basel, Switzerlafidivision of Infectious Diseases, Ente Ospedaliero Cantonale,
Lugano, Switzerland@Division of Infectious Diseasesniversity Hospital Geneva, University of Geneva,
Geneva, SwitzerlandDivision of Infectious Diseases, Cantonal Hospital of Aarau, Aarau, Aarau,
Switzerland®Department of Infectious Diseases, Bern University Hospital, University of Bern, Bern,
Switzefand

BackgroundWeight gain associated with antiretroviral therapy (ART) has been widely reported.
Integrase strand transfer inhibitors (INSTI) are among the main ART components related to weight gain.
However, little is known about the impact of discanting INSTI on weight trajectories. Therefore, we
aimed to compare changes in weight between people living with HIV (PLWH) who discontinued INSTIs
and those who remained on INS¥dsed ART.

Methods: The Swiss HIV Cohort Study is an ongoing, nationaltgsentative cohort study in

Switzerland that includes close to 80% of all PLWH who receive ART. For the present study, we included
all individuals under follovup after January 2016 who received INBd$ed ART. Pregnant women and
patients with a followup of less than six months after treatment change were excluded. Baseline was
defined as the stopping date for individuals who discontinued INSTI, and the median stopping date from
this group was used as baseline for those who remained on INSTI. Adjusiedyaight changes over

time were estimated using multivariable mixedffect models with random intercepts for each

individual. Models were adjusted for time fixed variables: age, sex, ethnicityc€lDgbunt at baseline,

time on ART, and body mass ind8M|); and time varying variables: treatment with tenofovir

alafenamide (TAF), physical activity, and use of comedication associated with weight changes (including
antidepressants, neuroleptic and antidiabetic drugs). Subgroup analyses for men and woreen we
performed using interaction terms.

Results:A total of 7900 participants were included. Median age was 49 years (interquartile range, 41 to
55 years), 24.5% were female, 13.1% were of African origin, and 52.4% had a normal BMI at baseline.
Overall, 7339.3%) discontinued the INSddsed ART, whereas 7167 (90.7%) remained on INSTI. After
18 months, discontinuing INSTI was associated with a mean weight chai@gg2okg (95% (0.7 to 0.5

kg), compared with 0.7 kg (95% CI 0.6 to 0.8 kg) in those whaimed on INSTI (betweegroup

difference 0.8 kg, 95% CI 0.2 to 1.4 kg, Figure 1A). Whereas weight remained stable in men who
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discontinued INST4(Q.3 kg, 95% C1.0 to 0.3), weight increased significantly in women who
discontinued INSTI (0.2 kg, 95%03 to 1.2, pvalue for interaction = <0.001, Figure 1B).

ConclusionCompared to continuing INSBased ART, discontinuing INSTI is associated with a
stabilisation in weight trajectories. However, the impact of discontinuing INSTI seems to differ between
men and women. Further analyses regarding factors associated with these changes, and assessment of
weight trajectories among patients who discontinue TAF are currently being performed.

Figure 1.Changes in weight over time, analysis of patients vadmained (7167) and discontinued (733)
INSThased antiretroviral therapy.
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Weight gain in seroconverters initiating an integrase inhibitbased ART
regimen within 12 months from seroconversion

Nikos Pantazjon behalf of CASCADE Collaboration

Dept. of Hygiene, Epidemiology and Medical Statistics, National and Kapodistrian University of Athens,
Medical School, Athens, Greece.

Background Recent research suggests that weight gain after ARTris pnonounced with regimens
based on Integrase Strand Inhibitors (INSTI). We investigate weight trends among individuals treated
with INSTIs within one year from seroconversion (SC) and potential predictors.

Methods: Data were derived from the CASCADaboration. Included individuals seroconverted

2007H NHHYE GSNB xmc-08SINEBD KSBRII KYUSNIDEFE Xm &SN 2N
initiated an integrase inhibitor (INSTased ART regimen within 12 months from SC and had baseline

weight, height, CD4 cell count and viral load measurements. A piecewise linear mixed model of weight
changes from baseline was used including natural cubic spline terms of time since ART initiation as

random effects. Baseline BMI category, CD4 cell couiat, loid, age, sex, transmission category, region

of origin and height were used as covariates. Data after a switch to-4N#®Fl regimen were censored.

Results Of 6183 individuals, 1069 (17.3%) fulfilled all inclusion criteria. Most acquiretl tHigugh sex

between men (MSM; 88.9%), and 4.3% men and 3.9% women acquirddthtidugh sex between men

and women (MSW). Median (IQR) age at SC was 33.9 (27.3, 43.6) years, CD4 cell count at ART initiation
pmMn 6ocTI ccny OSft f ack >t tiatlory2Rd (0193.0f BonthsS Bagen8 weight/ | Yy R !
was 73.5 (66.0, 81.0) kg with 4.0%, 70.8%, 20.8% and 4.4% underweight, normal, overweight and obese,
respectively. Median (IQR) follewp time 2.2 (0.6, 4.2) years with each individual contributing-4)(2

weight measurements.

PostART weight changes differed significantly (p=0.050) across baseline BMI categories (Figure).
Specifically, initial weight gains were more pronounced among underweight individuals, but weight
remained constant for obese individualsitia increases were similar for normal weight or overweight

at baseline, but the former kept gaining weight after the 6th month whereas the respective increase for
the latter was milder. Estimated weight gains after 3 years were-2.3,(5.2), 2.6 (0.4.7), 1.7 {0.6,

4.0) and 0.2-@.6, 3.0) kg for underweight, normal, overweight and obese individuals, respectively.

Weight gains also differed significantly by sex and transmission category (p<0.001) with MSW men
having the steepest initial increasesléaved by MSW women and MSM. MSW women had the steepest
longterm increases resulting in 6.1 (95% CI: 3.1, 9.1) kg increase at 3 years compared to 4.6 (1.7, 7.6) for
MSW men and 2.6 (0.4, 4.7) for MSM.

Finally, higher weight gains were observed for indigid originating from Latin America or Africa, older
individuals and those with lower CD4 cell count and higher viral load at baseline.
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Conclusion Our results suggest that weight gains after the initiation of INN&$éd ART, as observed in
other studiesof seroprevalent cohorts, hold also for seroconverters. Given that ART was initiated soon
after SC, it is unlikely that this is due to a return to health.

Figure. Estimated weight changes after INSTI-based ART initiation by baseline BMI category.
Shaded areas represent 95% Cls. All estimates assuming average height, baseline CD4
and viral load, MSM, aged 30-39 at SC and coriginating from Europe/N. America/Australia/NZ.
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Humoral immune responses at six months after COM®vaccination irspecific
populations¢ ANRS0001S COV POPART cohort siucy

Linda Wittkog>3, Camille Gilbett Paul Loubét Benoit Barrot, JeanYves Bldy Maryvonne
Hourmant, DavidAxel Laplaut Martine Lavill& Bruno Laviol®®, JearDaniel Leliéwe'?, Stéphanie
Nguyen Quot, Benjamin Terrié?, JearFrancois Viallafd, Xavier de Lamballefie Odile Launay

1Univ. Bordeaux, ISPED, Inserm, Bordeaux Population Health Research Center, UMS 54 MART, Bordeaux,
France?Inria équipe SISTM, Talence, Frad€¢iU de Bordeaux, Pble de Santé Publique, Service
ROAYTF2NXI GA2Y YSRABericeXEs Maladiif s tieulzés 2t TOPiIdalgs ONBribs,
France>Service de Transplantation Rénale, Pitié Salpétriere, APHP, Sorbonne Université, Paris, France.
®Centre LéorBérard, Département de cancérologie médicale,, Lyon, Frd8eevice de Néphrologie
Immunologie cligue, CHU Nantes, Nantes, Frarf@ervice de Neurologie, CHU Nantes, Nantes,

France? 1 | RS [@82yZX ' YADGSNEAGS RS [@2y3X 1 a4a20AFGA2Y
INSERM,-ERIN;French Obesity Research Centre of Excellence (FORCE)R\&tyoor, France.

9Université de Rennes, CHU Rennes, INSERM, CIC 1414, Rennes¥sanoe Research Institute,

INSERM et APHP, Hépital H. Mondor, Creteil, FréAd@HRSorbonne Université, INSERM U1135,

I bw{ 9w[ yHppZI [/ Sy i NAadeRIafecheYser/ Pafis2FiaitSentédeRSa al
Médecine Interne, Hopital Cochin, APHP, Paris, Fratdeiversité de Bordeaux, Hopital Hauévéque,
Bordeaux, FrancéUnité des Virus Emergents, Abttarseille Université, Institut de Recherche pour le
Développement 190, Inserm 1207, Institut Hospitbloiversitaire Méditerranée Infection, Marseille,
France®Centre d'Investigation Clinique Cochin Pasteur, Hopital Cochin/APHP, INSERM CIC 1417, Paris,
France

Background Data of immune response to COMI®vaccines in specific populations at high risk of

severe COVHD9 up to 6 months after their second dose were evaluated. Participants having received
two or three doses in their initial vaccination scheme and those with or without a booster dose received
before 6 months were described.

Methods: Participants from the French ANRS0001S-BONRART cohort were included (11 specific
subpopulations: patients with solid cancer, solid organ transplantation (SOT), hematopoietic stem cell
transplantation (HCT), chronic renal failure (CKD), systemic autoimmune diseases (SAD), inflammatory
rheumatic diseases (IRD), multiple sclerosis (MS) or neuromyelitis optica spectrum disorders (NMOSD),
hypogammaglobulinemia, diabetes mellitus, obesity/andHIV, and 2 control groups (48! years and

over 65 years)). Participants with positive amticleocapsid (NP) antibodies or SARS/2 infection

were excluded. Median (Interquartile Range: IQR) of&ptke SARS0V2 IgG antibodies (BAU/mL)

and geoméric means (95% confidence intervals (Cl)) of neutralizing antibodies at 6 months after the
second dose of the initial vaccine scheme were calculated.

Results Among 5563 participants with monitored consent forms, 4280 received at least two doses of
vacche, 3321 had available serological results at 6 months and negativdlBrantibodies up to 6
months: 2408 participants from specific subpopulations (145 solid cancers, 131 SOT, 78 HCT, 68 CKD,
133 SAD, 152 IRD, 337 MS or NMOSD, 69 hypogammaglobulig@iiabetic, 665 obeses non
RAFOSGAO YR Tpy I Lx0 FYR dmo O2yiGNRtaA O0TcT fcCcp @
participants included in a specific spbpulation received 3 doses within their initial vaccine scheme. In
the control group <65 year the median of antpike titer (IQR) at 6 months was 202 BAU/mL (128;
325) in those without a booster before 6 months, and 2113 BAU/mL (1236; 3122) in those having
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received a booster. In the different sygmpulations similar pattern with larger heterogeity were

observed (Figure A). In participants who received three doses within their initial vaccine scheme, an
additional booster before 6 months after the second dose had heterogeneous effects (Figure C).
Geometric mean (95% CI) seroneutralisation sterere 71 (64; 79) in the control group <65 years

without a booster dose before 6 months and 1162 (966; 1397) with a booster dose before 6 months.
Specific sulpopulations increased their seroneutralisation titer after a booster dose before 6 months,
besice SOT and HCT (Figure B). Seroneutralisation titers at 6 months in those with a 3rd dose within the
initial scheme were heterogeneous among fdpulations (Figure D).

Conclusion A booster dose before 6 months in those who received 2 doses withinitiiigsi
vaccination scheme allowed to increase humoral responses in almost glbguitations. Effect of
booster doses in those having received a third dose within their initial vaccine scheme was more
heterogenous. Immunological responses including seutralisation titers against variants of concerns
up to 12 months after the second dose of the vaccine are currently evaluated.
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Figure. AntiSpike IgG/Seroneutralisation titers in specific subpopulations who received two (A/B) and
three doses (C/D) with their initial vaccine scheme.

Cohort Covid19 Vaccine Cohort in specific populations
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Impact of the COVIEL9 Pandemic on the HIV Care Continuum Within a National
Healthcare System and in the United States Overall

Lesley SPark, Amy C. Justiéé, Vincent C. Marcoft, Derek D. Satfé, Kathleen A. McGinrfis

1Stanford University School of Medicine, Stanford, CA, B®AConnecticut Healthcare System, West
Haven, CT, US&ale University School of Medicine and Yale Sabfd@ublic Health, New Haven, CT,
USA“Atlanta VA Medical Center, Atlanta, GA, USfory University School of Medicine and Rollins
School of Public Health, Atlanta, GA, USHWiversity of California, San Francisco, Weill Institute for
Neurosciences,a Francisco, CA, USKaiser Permanente Northern California, Oakland, CA, USA

Background The Department of Veterans Affairs (VA) Health Administration is the largest national
integrated care system in the United States (US). We aimed to examine tlwaddlsontinuum in the

VA compared with US general population estimates from US Centers for Disease Control and Prevention
(CDC) before and during the COXEDpandemic.

Methods: From January 1, 2019 to December 31, 2021, we identified annual numbersvafuats with

outpatient visits (iqperson and telehealth), HIV screening tests, and new HIV diagnoses in th&MACS

VAcohort (all Veterans in VA care). To identify those screened for HIV, we extracted HIV antibody,

antigen, ELISA, and PCR laboratesy tesults. To identify new diagnoses of HIV infection, we required

one inpatient or two outpatient HIV ICID code diagnoses (B20, Z21) which we have previously

validated as highly specific and reasonably sensitive in chart review. We used CDC defihtterHIV

care continuum to calculate proportion among all PWH weétbeipt of cared »x m / 5 fl RI9ANdral L +

load [VL])viral suppression + [ XXnn O2LIASAK Y[ |G rét&edivardixk NMBOSyWvd =+
or VL tests at least 3 months appper calendar year. We compared VA with US general population

estimates from CDC Surveillance Reports in 2019 and 2020 (2021 estimates were not available).

Results There were 6,994,527 veterans with outpatient visits from 22091 (median baseline age4

years, IQR: 48, 72). Veterans were predominantly-Hmpanic white (65.3%), male (90.8%), and

married (55.2%). 6,220,607 veterans had a visit in 2019. The number of veterans with a visit decreased
by approximately 5% in 2020. In 2019, 7.1% of vetevatisvisits were screened for HIV. During the
pandemic, 5.1% were screened in 2020 and 6.0% in 2021. There were 3,154 new HIV diagnoses in VA
during the entire study period. As testing decreased during the pandemic, the proportion of patients
tested with rewly diagnosed HIV first increased from 0.3% to 0.4% between204® and then

decreased to 0.2% in 2021 (p<0.001). Among all PWH, receipt of care and proportion virally suppressed
declined from 2019 to 2020 and were similar or higher in the VA thareitu® general population

(Figure). Proportion retained in care decreased more in VA than US general population from 2019 to
2020 but improved in VA in 2021 (CDC data not available for 2021).

Conclusion Disruptions due to the pandemic impacted the HIV canetinuum in both VA and general
populations in the US. Fewer visits present fewer opportunities for HIV screening and diayioies.

the VA pivoted to telehealth visits during the pandemic and was able to maintain viral suppression, it
was not able taetain as many individuals with HIV in care.
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Figure. HIV Care Continuum in the US General Population ((2029) and VA (2012021)
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Effects of the Covid9 pandemic on ART initiations and access to HIV viral load
monitoring in adults living with HIV: a Regression Discontinuity Analysis (IeDEA
West Africa Collaboration])

Jihane Ben Farhat® Thierry TiendrebreogpKaren Malatestt Mathilde Mousset, Armel Pod3
Albert Ming&, Eugene MessduHenri Chend] Oliver Ezechilgho Ofotokutf, Didier K. EkoueM;
Fabrice Bonnét, Diana Bargér Antoine Jaquét
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Bordeaux, Service de Médecine Interne et Maladies Infectieuses, INSERM, U1219, Bordeaux, France.

3Univ. Bordeaux, INSERM, BPH, U1219, Team PHARes, Bordeaux!Fmamesity of Bordeausx,

National Institutefor Health and Medical Research (INSERM) UMR 1219, Research Institute for

Sustainable Development (IRD) EMR 271, Bordeaux, FPaegartment of Infectious Diseases,

Université Nazi Boni, BoHdioulasso, Burkina Fas@entre médical de Suivi des Donnede Sang

(CMSDS), Centre National de Transfusion Sanguine (CNTS), Abidjan, Cote’@dvieede Prise en

OKIFNBS RS wSOKSNDKS S RS C2NXNIGA2Y 6/ StwSCOZ ! 0A
wSaSIFNOK / SYyidSNE ! 0ARZ2IldgDermataldgis et RifécidBdieNdite e 5 S LI NI S
Formation et de Recherche des Sciences Médicales, Université Félix Houphouét Boigny, Abidjan, Cote
d'lvoire.8Virology Laboratory, Integrated Centre for Bioclinical Research in Abidjan (CIRBA), Abidjan,

Cote divoire.®0Office of the Central Secretariat, Nigeria Institute for Medical Research, Yaba, Lagos,
Nigeria.1®Division of Infectious Diseases, Department of Medicine, Emory University School of Medicine,
Atlanta, USAUniversité de Loméépartement de Santé Publique, Lomé, Togo

Introduction: Unprecedented measures taken to control the Cel@dpandemic have potentially

compromised universal HIV test and treat programs globally. Documentation of how the pandemic

affected HIV services in WeAfrica, a region with a substantial HIV burden and suboptimal access to

care has been limited. We aimed to assess the effect of the pandemic period on ART initiations and HIV
+ANIE [2FR 6+£[0 Y2YAG2NAY3a Ay . dz2NJAYyl Claz2sxs /4GS

MethodsY 2 S |yl f&l SR LINRPAINFYYFGAO REGE FNRBY FAGS | Lz
(n=3) and Nigeria (n=1) within the leDEA West Africa Collaboration. We included®&Radults living

with HIV (ALHIV) enrolled in care as of 01/01/2018p¥aglg them until date of database closure
ONCKMNKHAHM AY . d2NJAYl ClFa2X npkMHKHAHM AY [/ 854GS R
0SIAAYYAYI 2F ALl YRSYAO LISNA2RE & OKHTKHAHAN AY . 0z
03/30/2020 in Nigeriareflecting when physical/social distancing measures were enforced nationally.
F[1L+xQa OKINIOGSNRaiGAOa G 'we AYyAGAIFIGAZ2Y 6SNB 02
the Chisquare or Wilcoxon Rank Sum test. We described the number oihARTions and VL measures

LISN) 6SS]7 o0& O2dzyiNE 0SF2NB |yR RdzZNAYy3 (GKS aLI yRSY
series analysis using a regression discontinuity design to estimate changes in the number (expressed in
points) of ART initiations dnvL tests from 11618 weeks before and 4806 weeks during the

GLI YRSYAO LISNRA2RE®
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ResultY’ ! G241t 2F oXton !'[Il L+t AYAGAFGSR !'w¢Z yoH OH
and 1,340 (35.9%) In Nigeria. ALHIV initiating ART were dimi¢émms of age before and during the

LI YRSYAO LISNA2R Ay .dzZNJ Ayl ChFa2 FyR /%G4S RQL@2ANB
compared to during pandemic period (median age 39 years [|@PReersus 51 years [IQR-88]

respectively, p<@01). No differences in terms of sex at ART initiation was found in Burkina Faso,
K26SOSNIAY DbAISNALIZI FSHESNI 6SNBE YSYy onuHom: @SNEdz
fewer were women (66.4% versus 57.4%, p=0.002) during pandemic compdrefbte. In Burkina

Craz2 IyR /808 RQL@G2ANBI !'we¢ AYyAOGAlIGA2Yya LISN 5SS
0.24 points (p) of ART initiations/week 95%8%,5.9,-0.9p 95%CH8B.5,8.6, respectively), whereas in

Nigeria, they decreased signéialy (6.3p 95%Ci10.8;1.7) but appeared to gradually increase over the

course of the pandemic. The volume of VL testing decreased in all courtidedp(95%CR5.3;8.6 in

Burkina Faso118.4p 95%GIL71.1;c p ®y A Y [ & d169.1RWBULEB2A6MK6 i NigRria).

Conclusion Access to ART was maintained for newly diagnosed ALHIV despite strict physical/social
distancing measuresdowever, VL monitoring was severely disrupted and had only partly returned to
pre-pandemic levels one year aftthe beginning of the pandemic. While HIV services in West Africa
appear rather resilient, the impact of disruptions in VL monitoring on virological and clinical outcomes
should be investigated.

Figure: Regression Discontinuity Plots for Art initiations and VL monitoring
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Temporalchanges in risk and associated factors of-sionths postcovid
symptoms: a national populatiorbased cohort study

Anne Pastorellt?, Josiane Warszawski, Alexandra Rouquetté Laurence Meyéf6, Joél Coste
CamilleDavissePaturet-?, Xavier De LamballefigMaria Melchio?, Sophie Noveli?, Delphine Rahih
Nathalie Bajo¥, Cécile VuillermdzCarmelite Manté

!Paris Saclay University, Paris, FrahC&SP, INSERM, Paris, FinBRESP, INSERM, Kreriioétre,
Finland APHP, Department of Epidemiology and Public Health, Kr&idétre, FranceParis Saclay
University, Paris, FinlanBAPHP,Department of Epidemiology and Public Health, Krdiditre,
France/Santé Publique France, SaMaurice, FranceUnité des Virus Emergents, Aix Marseille
Université, INSERM, Marseille, Fraff@arbonne University, Inserm, Pierre Louis institute of
Epidemiology and Public Health, Paris, Fratftestitut de Recherche Interdisciplinaire sur les enjeux
Sociaux, CNRS/EB®EINSERM, Aubervilliers, France

Backgroundin general population, estimations of pesbvid symptoms risk after an acute infection
range from 4 to 81% or more according to the studies. How this risk evolved throughout the pandemic
remains unclear. Thigwgly aimed to compare risk and risk factors of pogvid symptoms present at six
months or more after a SARV?2 infection occurred for the first time during (Februlltgry 2020) or

after (JuneDecember 2020) the first epidemic wave in France in 2020.

Methods: This study included subjects aged 15 or more, who participated in the first three rounds (May
June 2020; Octobddecember 2020; Jur&ugust 2021) of the EpiCoV French national populdtased
cohort, and who reported SARDV?2 symptoms before Decernt2020. SARS0V?2 infection was

defined, according to the European Center for Disease and Control, as eithespgeted anosmia or
ageusia, fever, cough, dyspnea or thoracic pain.-Pogid symptoms consisted in either setported

fever, headache,tedness, muscle pain, cough, dyspnea, smell or taste loss or thoracic pain, appeared
less than three months, and present at six months or more, after £AR3 infection. Covariables

included sex, age, income level, education level, migratory statusgsioinal status, presence or

absence of chronic mental or physical disease at baseline, Body Mass Index, number of acute symptoms,
and covidrelated hospitalisation. Crude and adjusted risks of astid symptoms were compared
according to the infectiongriod (between February and May versus between June and December).
Association between covariables and postid symptoms were then investigated through logistic
regressions stratified on infection period. When suspected in stratified analysis, inteiabiédween
covariables and infection period were tested. Analyses were conducted using calibrated weights to take
into account EpiCoV sampling design, and to correct forreeponse.

Results:16 960 participants had a first SAR&V?2 infection between Falmry and May, and 9947

between June and December. Data on postid symptoms was complete for respectively 15 032 and
9265 of them. The risk of sironths postcovid symptoms was 4.2% (3.6% to 4.7%, 375/ 9265) when

the infection occurred between June abeécember, versus 11.8% (95% confidence interval 11.0% to
12.6%, 1541/ 15 032) when it occurred between February and May, with an adjusted odds ratio of 0.43
(95% confidence interval 0.36 to 0.52). The risk was associated with female gender, lower educatio
level, physical chronic disease, and hospitalisation during the acute phase, only for participants infected
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between February and May. For both infection periods, the risk was associated with mental chronic
disease, and increased with age and with the bemof acute symptoms.

Conclusionin this study, the risk of reporting pesbvid symptoms present at six months or more after
SARE0V2 infection in 2020 in France was higher during the first epidemic wave than afterwards, with
changes in risk factors tveeen the two periods. This study, conducted before the spread of new
variants or the availability of an8ARSCoV2 vaccines in France, suggests that the context of first SARS
CoV2 infection may play a role on the risk of postid symptoms.

INSERM/DREES EpiCoV study rounds within the chronology of the pandemic

France, 2020-2021
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Figure :EpiCoV study rounds within the chronology of the pandemic
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A strong decrease in recent HIV infections among MSM in the Netherlands: first
evidence for an effect of prexposureprophylaxis?

Ard van Sighem Eline Op de CdiliCasper RoR%, Birgit van Benthefy Marc van der Vatk

Istichting hiv monitoring (SHM), Amsterdam, Netherlarftigtional Institute for Public Health and the
Environment, Bilthoven, Neérlands 2Department of Internal Medicine, Section Infectious Diseases,
Erasmus University Medical Centre, Rotterdam, Netherlgidpartment of Medical Microbiology and
Infectious Diseases, Erasmus University Medical Centre, Rotterdam, Nethetindson of Infectious
Diseases, Department of Internal Medicine, Amsterdam Institute for Infection and Immunity,
Amsterdam University kical Center, University of Amsterdam, Amsterdam, Netherlands

Background In the Netherlands, the retlut of the national preexposure prophylaxis (PrEP) pilot
programme started in August 2019. People at high risk of HIV acquisition are eligible joogh@mme,
but the number of participants is limited to 8,500. Here, we aimed to investigate whether the PrEP
programme had an effect on new HIV diagnoses among men who have sex with men (MSM).

Methods: From the ATHENA cohort, we retrieved information tmewly diagnosed HIV infections

among MSM in 2002021. MSM born outside the Netherlands with a documentedrprgration HIV

diagnosis were excluded. Annual numbers of diagnoses in-202¥ were adjusted for delay in

reporting to ATHENA using the ECDZ Patform Tool. Recent HIV infection was defined as a last
YySALGAGS (Sad Xmu Y2y (iK& LINA2N) G2 RAlFI3Iy2arad 2S5 |
YySALGAGS (Sad Xun Y2Yy(IKAX XXoc Y2Yy(OKAaAXZ Xdoye Y2Yy (I KaX
the last negative test were not available. For MSM diagnosed in-2026, we used multivariate logistic

regression to investigate the probability of having a last negative test in each of the five periods prior to
diagnosis, adjusting for age, origlocation of HIV diagnosis, and calendar year of diagnosis.

Results In 20022021, there were 11,593 new HIV diagnoses, with annual numbers decreasing from 772

in 2010 to 250 in 2021. In 2020, 272 people were diagnosed, which was 10% below the deteedsing

in 20102021, most likely as a result of partial lockdowns and reduced testing for HIV during the- COVID

19 pandemic. The proportion of MSM with evidence of a recent infection gradually increased from 14%

in 2002 to 34% in 2018020. In 2021, this prawtion sharply decreased to 22% (Figure A), and this

decrease of approximately 10 percembints persisted when extending the period with a last negative

G6Sad G2 XHnX XXocX 2N Xny Y2yiKasz 2NY@e&N 0 ST2NE R
started. Nonrwestern origin, older age at diagnosis, and diagnosis at locations other than sexual health

centres were associated with lower odds of having a negative test (Figure B). Being diagnosed in 2021

was independently associated with lower probabilifyo K+ gAy 3 + yS3AF GABS GSad Xwm
diagnosis compared to 2038019 (adjusted odds ratio 0.53, 95% confidence interval-0.33),

Ff 0K2dAK GKA& 2a20AlGA2Yy FGdSydd 6SR 6KSy O2yarR$
diagnosis.

Conclusins The observed decrease in MSM diagnosed with a recent HIV infection is unlikely to be only
a consequence of reduced testing for HIV during the CQYIEandemic, because the decrease remains
when considering negative tests further into the past. Thiggests that in 2021 the risk of acquiring an
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HIV infection was lower for MSM who regularly test for HIV (and therefore would have a previously
negative test if they would be diagnosed with HIV). This most likely indicates, albeit indirectly, that a
proportion of men who regularly test for HIV are now protected by PrEP.
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Figure: (A) Proportion of MSM with a last negative HIV test within 12, 24, 36, 48 months, or ever before diagnosis, (8) factors associated with having a negative HIV test within
12 or 48 months or ever before diagnosis, adjusted odds ratios with 95% confidence intervals (95% CI)
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Sexual behaviour and STIs among Hifécted MSM at the PrEP era
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BackgroundWe hypothesized that the diffusion of PrEP in MSM in France would lead to a change in the
profile of newly HIvinfected MSM. Here we described trends since 2014 in sexual behaviour and STI
incidence in HI\fected MSM, before and after they got infected. We also studied whether PrEP use by
a sexual partner was related to a higher frequency of condasrdex and bacterial STI in Hitected

MSM during followup.

Methods: We focused on 609 MSM enrolled between 2014 and 2021 in the ANRS PRIMO Cohort at the
time of acute HIV infection diagnosis. We studied changes over calendar time in sexual behaviour
(number of partners, norcondom use and reasons for noise), separately before (in the previous 6
months) and after HIV diagnosis during follaw visits. We described the evolution of bacterial STIs
incidence by Poisson regression. Factors associated wvitthoenless sex, PrEP use by the partner(s), and
acquisition of a bacterial STI were studied in 3 different ran@di®cts models.

ResultsBetween 2014 and 2021, the number of sexual partners within the 6 months preceding acute

HIV infection decreased frommmedian of 10 (IQR:=¥9) to 6 (311). After HIV diagnosis, condomless sex
increased from 57.1% of visits in 2014 up to 84.2% in-202@ince 2018, 25% of Hihfected MSM

reported use of PrEP by the partner(s) as the reason for condomless sex; tleelesgefrequently in a

stable relationship, had a higher number of sexual partners and a higher level of education than the
remainders. STI incidence after HIV diagnosis increased between 2014 and 2016 and remained high
afterwards; the independent risk étors included condomless sex, age below 35 years, not being in a
couple and a higher number of sexual partners. The crude association between STI and partner PrEP use
was no longer found after adjustment for number of partners and period of consultation.

ConclusionThe spread of both TasP and PrEP have led to major changes in sexual behavicur in HIV
infected MSM. Condomless sex has become overwhelmingly prevalent, TasP and PrEP use by the
partner being increasing reasons for condomless sex. We foundgelathe profile of MSM at the

time of diagnosis of HIV infection, with a lesgiak profile nowadays than in 2014, which should lead to
broaden the indications for the prescription of PrEP. The incidence of STIs was higiniie¢iéd

MSM, and thisould be due to more systematic screening from 2015 along with the increase over time
in condomless sex.

Cohort ANRS CO 06 PRIMO Cohort
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Prior use of PrEP in people with HIV entering care in the Dutch national HIV
cohort

Ferdinand Wit2 Marc van der Valk

IStichting hiv monitoring, Amsterdam, Netherlanéd&msterdam University Medical Centers, University
of Amsterdam, Amsterdam, Netherlands

Background In the Netherlands, people at high risk of HIV acquisition arilgifpr PrEP in a pilot
programme, whiclwas launchedn September 2019 at the public Sexual Health Centres. Prior to this,
t NPt ¢l & LINSAONAROSR o0& 20GKSNJ KSFHf GKOIFNB LINE JARSNA

Methods. PrERelated data wagollected from the electronic medical records of individuals newly
diagnosed with HIV and first entering care, retrospectively between January 2018 and June 2019, and
prospectively since July 2019.

Results In 735 (29.4%) of 2,500 EMRs, information waslavle on prior use of PrEP. The proportion of

all individuals (and MSM only) for whom this information was available increased from 10.6% (10.9% in
MSM) in 2018, to 29.1% (32.9%) in 2019, 35.4% (39.9%) in 2020, 44.9% (52.9%) in 2021, and 56.6%
(72.1%) irR022. 75 subjects (74 cisgender and 1 transgender men) reported prior PrEP use, with 95%
reporting sexual contact with other men as most likely mode of HIV acquisition. The percentage of
subjects reporting prior PrEP use has remained stable since 2@L8e(-37 (49.3%) obtained PrEP

from a Dutch healthcare provider (see Figure). Thirteen men (17.3%) did not have any medicalpsheck
while using PrEP. 18 (24%) men were migrants who had used PrEP in their home country and were
known or presumed to havel#seroconverted before migrating to the Netherlands. 28 (37.8%) were
diagnosed while still using PrEP.

Genotypic resistance test results were available for 46 (61.3%) men, of whom 9 had the M184V
mutation (1/9 also had the K65R mutation). Data on thetfine ART responswas available for 74/75,
including the 9 with PrERssociated resistance mutations. No one used DTG/3TC, six used a regimen
consisting of an integrase + protease inhibitor, and 3 used an integrase inhibitor + 2 NRTI. 8 subjects
showedan adequate initial treatment response (viral load decrease to <200 copies/ml), with no
subsequent viral breakthrough. In 1 individual with an M184V (but without K65R) resistance mutation,
first-line ART with TAF/FTC/Bt€sulted in an adequate initiateatment response, but his ART was
switched because of persistent leavel viremia, after switching the viral load eventually became
undetectable.

All 65 subjects without evidence of baseline resistance initiated guideticenmended ART (one used
DTG/3T, the rest used triple combinations). All showed an adequate initial virological treatment
response, with no recorded subsequent viral breakthroughs. The median duration of-tgilafter the
start of ART was 76.6 (IQR 3326.3) weeks.

ConclusionInrecent years, prior PrEP use was recorded in ~4% of subjects newly entering HIV care in
the Netherlands, a quarter of which took place abroad. Although in some subjectags@dtated RT
resistance mutations were detected, the response to iirst ART \&s not impaired.
25" International Workshop on HIV and Hepatitis Observational Databases. Athens, Grétt®238 March 2023
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Figure: Time trends in the number and proportion of individuals with HIV first entering into care
reporting prior use of PrEP, stratified by PrEP provider.
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Legend: The numbers above the bars represent the size of the total cohodtafdlendar year, and
number (%) of subjects reporting prior PrEP use.
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Calendar trends of HIV continuum of care combining crgsstional and
longitudinal elements
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University of Athens, Athens, Greeéd!V Unit, 2nd Department of Internal Medicine, National and
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Background The crossectional fourstage continuunmmf-care (CoC) analysis lacks information on
timing of diagnosis (late presentation), antiretroviral therapy (ART) initiation,@awdtd followup

(LTFU) rates. We apply a unified CoC analysis in 2020 combingextisaal and longitudinal elements
(measures of time spent between stages) and further evaluate LTFU and CD4 at diagnosis calendar
trends overall and by risk group.

Methods: The percentage of undiagnosed people with HIV (PWH) was provided by the Greek National
Public Health Organization; all remaining results were based on Athens Multicenter AIDS Cohort Study
(AMACS) data. Inclusion criteria were to have not migratedest by the end of 2020. In the cress
sectional CoC, we additionally stratified diagnosed PWH by CD4 category. Those who ever initiated ART
or achieved viral suppression (VS) were stratified by corresponding current status (end of 2020). The
cumulative inciegnce function (CIF) of ART initiation and VS, treating LTFU as a competing event, was
also added. LTFU was defined as no clinic visit during last 1.5 years ofuplle\8 durability was

assessed by the CIF of viral load (VL) rebound. Our CoC approambplies overall and to each risk

group. To investigate whether the quality of HIV care improves over time, we applied repeated CoCs to
those diagnosed in 2062011, 2012014, 20152017, and 201&020. As accompanied analyses, LTFU
and CD4 at diagnosisleadar trends were estimated based on diagnosis date using flexible splines of
time through Cox and median regression models, respectively.

Results 6,947 PWH were included. 84.6% of PWH were diagnosed by the end of 2020, among diagnosed
92.4% were everrgated, of whom 84.8% remained on ART. Among treated, 93.1% achieved VS, of
GK2Y ypodtm: gSNBE GANI ffe& &AdzZIINBEZASR 6SYR 2F HAHNOO®
Repeated ovetime CoCs (Figure) showed shorter time to ART initiation and Ipredabilities of VL
rebound. The drop in the % of VS reflects the lower VL testing rate caused by logistic issues rather than a
GNHzS GNBYR® ¢KS LISNOSyGlr3IsS 2F t21 RAFIy2aSR 6AGK
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for those diagnosed in 2008011 and 2018020, respectively. Further analyses estimated that the

YSRALFY [ 5n
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seems to be an increase in the probability of LTFU, especially between those diagrn2deeli2011

and 20122014. Analyses through Cox models suggested that the probability of LTFU two years after
diagnosis on 1/1/2009 and 1/1/2013 increased from 8.8% to 11.9%, respectively, and remained stable

thereafter. Substantial differences in all astgeof the unified CoC were found by risk group.

ConclusionWe have applied an alternative CoC analysis combining-seatisnal and longitudinal
elements through the CIF between successive stages, accounting also for LTFU and late presentation.

Repeatel CoC for PWH diagnosed in different periods revealed that, despite the improvements in ART

initiation and VS, significant LTFU and late presentation remain and may have increased over time.
Identifying overall/by risigroup secular trends helps prioritizecused interventions.
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Figure 1. HIV continuum of care at the end of 2011 in Greece among those diagnosed in 2009-2011 (A), at the end of 2014 in Greece among those
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diagnosed in 2012-2014 (B), at the end of 2017 in Greece among those diagnosed in 2015-2017 (C), and at the end of 2020 in Greece among

those diagnosed in 2018-2020 (D).
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Change in HIVelated characteristics of children with infectious disease
hospitalisations in Western Cape, South Africa, 2@08021: A time trend
analysis
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BackgroundWith upscaling of HIV vertical transmission prevention programmes, South Africa has seen
a shift in the HIMelated population profile of children, with 22% of children under age 15 years being
HIV exposed uninfected in 2018. HIV prevalenceragrtmspitalised children has previously been used

as an indicator of HIV effects on child health services. We described temporal changesciatdtl/
characteristics of children, aged <3 years, with infectious disease hospitalisations across the Western
Cape province, from 20Q2021.

Methods: We used routinelcollected electronic data from the Western Cape Provincial Health Data
Centre to identify children, born in the Western Cape, who had infectious disease hospitalisation records
for lowerrespiratory tract infections, diarrhoea, meningitis and tuberculous meningitis, from-200&.
Linked maternal and child unique identifiers were used to extract pregnancyekditéd (e.g. HIV

testing), pharmacy (including antiretroviral therapy (ARMY) hospitalisation data. We described

temporal changes in child HIV exposure and infection status, timing of maternal HIV diagnosis and ART
start, infant exposure to maternal ART and timing thereof, and maternal CD4 and HIV viral load at
delivery. We usednadjusted logistic and multinomial regression to assess changes in characteristics in
the PreOption B+ (2002013), Option B+ (2013016) and Universal ART (264821) periods,

respectively. NofHI\frelated characteristics including sex, birthweightaimfdeaths, and maternal

deaths were described within each policy period.

Results’Among 57,513 children aged <3 years with infectious disease hospitalisations, 56% were male,

in all policy periods. The proportion of children that died <3 years of ag&Wwés and 2.5% among

those hospitalised during the Rf@ption B+ and Universal ART periods, respectively. The proportion of
maternal deaths before child age 3 was 0.9% and 0.4% among children hospitalised during the Pre
Option B+ and universal ART periagspectively. The proportion of hospitalised children HIV exposed
uninfected increased from 12% (2008) to 18% (2@D47), while those with HIV decreased from a peak

of 5% (2009) to ~1% (20:2921). Between 2008 and 2021, among mothers with HIV (n=10283)

proportion diagnosed with HIV (18% vs 71%) and starting ART (11% vs 66%) before pregnancy increased
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substantially. Children hospitalised during the Universal ART period had nine times higher odds of
exposure to maternal ART versus children admitted®p&on B+ (Odds Ratio: 8.68; 95% CI: &GaAr).

Among children exposed to ART (n=8,575), the proportion exposed from conception increased from 30%
(2008) to 42% (2021). Among mothers of children HIV exposed uninfected with CD4 records at delivery
(n=8252, the proportion with CD4 <350 cells/pl decreased from 86% (2008) to 34% (2019).

Conclusionin recent years, among children with infectious disease hospitalisations, there were fewer
with HIV and more with maternal HIV and ART exposure but without Fdstion. These trends

highlight the positive impact of the HIV vertical transmission prevention programme and increased
access to ART in South Africa. We need to look beyond child HIV prevalence and consider child HIV and
ART exposure, amongst childrenhaitit HIV, when assessing how HIV impacts child health services.

Cohort Western Cape Provincial Health Data Centre
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Disrupting the path between depression and loneliness: Multilevel Resilience
among older sexual minority mn living with and without HIV

Deanna Wart M. Reuel Friedm&nSteven Meanley Mark Brennarng, Chukwuemeka OkafyrSteve
Shoptavi, Sabina HaberlénValentina Stosér Maria DeJesdsMichael Plankey

1Georgetown University Medical 8ter, Washington, USARutgers School of Public Health, Piscataway,
USA3University of Pennsylvania School of Nursing, Philadelphia,’B&#&kdale Center for Healthy
Aging at Hunter College, New York City, US#g School of Medicine, San Antonio, UBAiversity of
California Los Angeles, Los Angeles, UBAns Hopkins University Bloomberg School of Public Health,
Baltimore, USANorthwestern University Feinberg School of Medicine, Chicago, ¥8®rican
University, Washington, USA

Background Middle-aged and older sexual minority men (SMM) are at elevated risk of loneliness and
depression compared to their heterosexual counterpaRssiliencies are the processes that strengthen
AYRAGARIZ f aQ asSyasS 27 -égsiemSmatdsingagdysetidmpssdion hddmaye = a2 O
buffer against on loneliness and depression. Prior studies on resilience with SMM are limited because

they only examine one level of resilience. Multilevel resilience is operationalized at the individual

interpersonal, and communitylevels. We hypothesize that multilevel resilience will mediate the

bidirectional relationship between depression and lonets among older SMM living with (MLWH) and

without HIV (MLWOH).

Methods: The sample included 1,264 SMM (632 MLWH/632 MLWOH) 40 and older contributing 3,235
participant visits across three semiannual time pointsT8) between 2012019. We measured

depNBaaAiA@S aevyLiizvya o0/9{5 x mcuL FyR t2yStAaySaa o /]
March 2017) and T3 (October 204 81arch 2019). Resiliency measures were measured at T2 (October

2017¢ March 2018) and included the Global Resiliencyl(#®Relationship Structures (ERS), and

the adapted Psychological Sense of Community scales. Covariates included HIV status, age (years),
race/ethnicity (White norHispanic/Black noilispanic/Hispanic/Other), education (< HS, HS, college,

graduate school).

Confirmatory factor analysis (CFA) was performed on the individual items of each scale to identify

Ydzft GAf S@SE NBAAfASYOS FTIOG2NB® 2SS dzaSR (g2 t2y3Ai
¢mM h RSLINB&aaAzy ¢o0 (e niullavél resiligre factorRRdt T2batied STFF SO
bidirectional relationship between loneliness and depression, while adjusting for covariates. Total,

direct, and indirect effects of the mediation models and their respective 95% confidence intervals (ClI)

were reported.

Resulty { I YLX SQa YSRALIl Y 3A.Sixtynihepercent ofpaiticiphhits welemenY p p
Hispanic white, 85.3% had at least some college education and overall, 22.9% and 34.0% reported
depressive symptoms and loneliness, respectively

25" International Workshop on HIV and Hepatitis Observational Databases. Athens, Grétt®238 March 2023
STRICTLY CONFIDENTIAL



A confirmatory factor analysis for the multilevel resilience yielded six factors: indifidSa@ S
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ConclusionsMultilevel resilience fully mediated the bidirectional relationship between loneliness and
depression. Globaksilience was found to be the most robust mediator in both models. The findings

support the development of multilevel resilience, particularly at the individual and interpersonal level,
interventions to mitigate loneliness and depression both in theedirand public health domains.

Table 1. Mediation Model Results — Total Effect, Direct Effects, Indirect Effects.

Qutcome: Loneliness T3 Qutcome: Depression T3
Standardized P-value Standardized P-value
Estimate (95% CI) Estimate (95% CI)
Total Effect
Loneliness T1 - - 0.21(0.13 - 0.30)* 0.000
Depression T1 0.20(0.12 - 0.28)* 0.000 - -
Direct Effects
Loneliness T1 - - 0.07 (-0.04 - 0.18) 0.228
Depression T1 0.03 (-0.06 - 0.12) 0.522 - -
Indirect Effects
Individual-level “Global Resilience’ Factor! 0.07 (0.01 - 0.13)* 0.033 0.09 (0.05 - 0.14)* 0.000
Interpersonal-level “Unliked” Factor? 0.06 (0.02 - 0.10)* 0.005 0.04 (-0.03 - 0.11) 0.245
Interpersonal-level “Trusts and Depends™ Factor® 0.03 (-0.01 - 0.06) 0.157 0.01 (-0.04 - 0.06) 0.649
Interpersonal-level “Solitary™ Factor* 0.01 (-0.01-0.09) 0218 0.00 (-0.03 - 0.03) 0.803
Community-level “Belonging’ Factor® 0.01 (-0.01 - 0.02) 0.317 0.03 (-0.01 - 0.08) 0.179
Community-level “Helping” Factor® -0.01 (-0.04 - 0.03) 0.317 -0.03 (-0.09 - 0.03) 0.295
Total Indirect Effects 0.17(0.10 - 0.24)* 0.000 0.15(0.07 - 0.22)* 0.000

Factors Descriptions: Individual purpose, perseverance, self-reliance, equanimity, and authenticity;

Feelings of not being liked by others; *

The abulity to trust and depend on others; 4 Desire to keep to

oneself;  Belongingness to the gay community; ¢ Giving and receiving help in the gay community.

Cohort MACS WIHS Combined Cohort Study
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Trajectory Analysis of Patieateported Outcomes in the BICSTaR Study

Tali CassidyBerend J. van Welz&mRichard HaubriéhAndrea Marongit

!Gilead Sciences, London, United Kingdtidepartment of Internal Medicine and Infectious Diseases,
University Medical Center Utrecht (UMCU), Utrecht, Netherlat@iead Sciences, Foster City, USA

Background Patientreported outcomesprovide valuableia A IKGa Ay d2 GKS LI GASYy il Q:
clinical trials andrealworld settings. Growased trajectory modelling (GBTM) is a useful tool to

identify groups with distinct trajectories of an outcome over time. We applied this method to patient

reported adlerence(treatment management) among participants enrolled in the BICSTaR study to

identify and characterize groups of participants with different treatment management trajectories.

Methods: BICSTaR is an ongoing, medtiintry observational cohort study ¢etting PROs,

effectiveness and safety data from antiretroviral therapy (ARilye and AR€Experienced people living

with HIV initiating bictegravir/emtricitabine/tenofovir alafenamide in routine clinical practice. We
explored treatment management usingd visual analogue scale (VAS) adherence score (% ART doses
taken in last month, €100 scale). GBTM was used to identify trajectories among treateegmtrienced
BICSTaR participants with data available at baseline and month 24 (M24y(ttat2 Aug2022)A

model was selected using the Bayesian information criteria, minimum group size >5% of

sample. Univariate logistic regression was used to explore associations between baseline demographic
and clinical characteristics and probability of being in difi¢@dherence trajectory groups.

Results Out of 1589 treatmenexperienced participants enrolled in BICSTaR, 29% (465) had VAS data at
baseline and 24 months. Overall, 86% were male (88% in VAS analysis), with a median age of 47, IQR 38

47 (VAS 50 [467). Overall, VAS adherence score was high, with a median of 1A@(9&t both

baseline and M24 (Figure 1).

tKS &St SOGSR Y2RSf ARSYUGAFASR (g2 (NI 2SO0G2NE 3INER 2
group (94%, 436/465 participants) had a medsaore of 100% (9800%) at baseline and M24. Group 2,

0KS GY2RSNIGS AYyONBlFaAy3a I RKSNByY OS¢ -8avda bakeling NB dzLJ 0
and 82% (7®5%) at 24M. (Figure 1)

Participants were more likely to have moderate increasing adrerégroup 2) if they were black

(compared to other reported race, odds ratio [OR]:3.9, p=0.007). Participants were less likely to be in

0KS aY2RSNIGS AYyONBFaAy3dI I RKSNByOSé 3IANRdzLI AF (GKS@
p<0.001),younger (OR:@4 [age in years], p=0.001), and had mdxaseline comorbidities (OR:0.72,

p=0.008) and concomitant medications (OR:0.49, p=0.005).
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Figure 1. VAS adherence scores over time, by trajectory group

VAS adherence score trajectories
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- 1 Moderate increasing adherence
- 2 Consistent high adherence
Median (IQR) VAS adherence scores
Group Baseline Month & Month 12 Month 24
Moderate increasing adherence (1) 63 (5-86) 90(825-95) 90 (80-96.5) 82 (72-95)
Consistent high adherence (2) 100 (98-100) 100 (98-100) 100 (99-100) 100 (98-100)
Total 100 (98-100) 100 (98-100) 100 (98-100) 100 (98-100)

Conclusionln a cohort with high reported adherence, GBTM allowed us to identify small subgroups
with distinct adherene trajectories and overcome the ceiling effect. Our findings suggest that younger,
healthier (fewer baseline comorbidities and concomitant medications), and black participants may need
more support with treatment management at baseline. However, the imgnoent seen in this group
suggests that switching to B/F/TAF was beneficial to treatment management.

Cohort The Bictegravir Single Tablet Regimen study
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Notification rates of cancers in the ANRS CO4 FHDH cohort
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Katlama*, Alain Makinsoh Olivier Lambott& Armelle Lavof Romain PalicH, Sylvie Rondt Jean
Philippe Span@®, Dominique CostagliolaSophie Grabaf
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2ARHP, Hopital Tenon Service de Pneumologie et Oncologie Thoracique, PARIS Glemoent

Ferrand University Hospital, CLERMONT FERRAND, FA&HdE, Hopital Pitié Salpétriere, Service de

Maladies infectieuses et tropicales, PARIS, Fraat¢U Montpellier, Service de Médecine Interne et

tropicale, MONTPELLIER, Frafideiversité Paris Saclay, AP, service de médecine interne

immunologie climjue, Hopital de Bicétranserm, CEA, UMR1184, PARIS, FrdAceMarseille

Université, APHM, Hopital Sairkéarguerite, Marseille, FrancBARHP, Hopital Pitié Salpétriére,

Service de cancérologie, PARIS, FralddeHP, Hopital St Antoine, PARIS, Feanc

Background/objective In France, there is ho caneegistries covering the whole country. A previous
study showed underreporting of neAlDSdefining cancers, and to a lesser extent of Atlefining
cancers in ANRSO4FHDH in 2006 (1). The objectivetus study was to evaluate the cancer
notification rates in people with Hiwifection (PWH), above 18 years of age, in the ANRE-HDH
cohort over the period 2002018, using a representative sample (1/97th) of French health insurance
beneficiaries (EQBas reference.

Method: PWH were identified in the EGB using an algorithm based on having an HIV ICD10 code in the
100% healthcare coverage program or during hospitalisation, a delivery of antiretroviral drugs except
emtricitabine/tenofovir disoproxil, ralisation of an HIV resistance test or an ARV concentration level (2).
The incidence rates (IR) of 10 common cancers (see Table) were estimated using cancer ICD10 codes in
the 100% healthcare coverage program or during hospitalisation. For a given dadieduals with a

history of that cancer were excluded from analyses both in EGB and FRHDHS of the IR of each

cancer in ANRSO4FHDH to those in the EGB were calculated to estimate the notification rates.

Results A cohort of 1566 individuals aéivfrom 01/01/2008, and identified as PWH before 01/01/2019
was selected in the EGB. The proportion of men was 69%, with a median age of 44.5 yedi$.536.5

for men and 39.8 years [3:4B.5] for women. In ANRSO4FHDH, 154,383 PWH, followed between

2008 and 2018, were selected. The proportion of men was 66%, with a median age of 43.2 years [36.0
49.9] for men and 39.2 years [3248.3] for women. Cancer incidences and notification rates are shown
in the Table. Except Hodgkin's lymphoma, cancers weresregorted in particular colorectal, anal

canal, liver, breast and prostate cancers. EGB was too small to allow analyses per sex, age, or period.

ConclusionIn cohorts of PWH that cannot be linked to cancer registries, there can be a huge
underreporting ér cancer, in particular those that are not treated in the wards caring for PWH, mainly
non-AIDS defining cancers. For future studies, we plan to matched FHDH with the French health
insurance data, to overcome under notification of comorbidities.
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Table:Incidences and notification rates of cancers over 22088 in ANRS CO4 FHDH

ANRS CO4 FHDH EGB MNotification rate
n PY Repon” n PY Reee® ratio=
IRIHIJI'L“REEB

AlDS-defining
cancers
Kaposi

840 982,285 | 85.6[79.8-91.4] | 12 12,575 95.4[54.2-168.0] | 0.90[0.51-1.58]
Sarcoma
LMH 900 | 1,002,947 | 89.7[83.9-95.6] 13 12,477 | 104.2[60.5-179.4] 0.86[0.50-1.49]
Cervix 135 345,031 | 39.1[32.5-45.7] 2 3,962 | 50.5[12.6-201.8] 0.78[0.19-3.13)
Non-AIDS
defining
cancers
HoSEKIn 3 432 | 1,010,931 | 42.7[38.7-46.8] | 5 12,688 | 39.4[16.4-94.7] 1.08[0.45-2.62]
Lymphoma
Lung 773 | 1,014,794 | 76.2[70.8-81.5] 12 12,714 | 94.4[53.6-166.2] 0.81[0.46-1.43]
Prostate 529 666,878 | 79.3[72.6-86.1] 12 8,650 | 138.7(78.8-244 3] 0.57[0.32-1.01]
Breast 326 343,612 | 94.9[29.9-37.0] 7 3,913 | 178.9[85.3-375.2] 0.53[0.25-1.12]
Liver 496 | 1,015,351 | 48.8[44.5-53.1] 12 12,674 | 94.7[53.8-166.7] 0.52[0.29-0.91]
Anal canal 343 | 1,013,725 | 33.8[30.2-37.4] 13 12,632 | 102.9[59.8-177.2] 0.33[0.19-0.57]
Colorectal 333 | 1,014,756 | 32.9[29.4-36.4] 18 12,651 | 142.3[89.6-225.8] 0.23[0.14-0.37]

*per 100,000 PY
References
1) Lanoy E, et dint J Cancer 2011;129:4G5.

2) Rachas A, et &lled Care 2022;60:65664.

Cohort French Hospital Database on HIV
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Incident hypertension among young adults with perinatalacquired HIV in the
NA-ACCORID

Nel Jason HatvAllison Agwgj Catherine LeskpDerek N§ Michael Silverberfg Sonia NapravmkAmy
Justicé, Marina Kleif, Michael Horberyy Katheen McGinni% Heidi Crang Brenna Hogahn Jennifer
Leéd, Keri Althoft, On behalf of NAACCORD

1Johns Hopkins Bloomberg School of Public Health, Baltimore21#BAs Hopkins School of Medicine,
Baltimore, USAKaiser Permanente North California, Gaid, USA*University of North Carolina at
Chapel Hill, Chapel Hill, US¥ale University, New Haven, UScGill University, Montreal, Canada.
'Kaiser Permanente Midtlantic States, Rockville, US¥A Connecticut Healthcare System, West
Haven, USAUniversity of Washington, Seattle, USNIH, Bethesda, USA

BackgroundAntiretroviral therapy (ART) has improved survival of persons with perinatedjyired HIV

(PHIV) through adulthood. With the rising prevalence of-AdDS definingomorbidities (NADC), there

is concern for accelerated NADC development among PHIV, caused by chronic HIV and/or ART exposure.
More data are needed about NADC incidence among PHIV and risk factors for development. We
examined the incidence of hypertensiancomorbidity with cardiovascular sequelae implications,

among a United States (US) PHIV population.

Methods: This was a retrospective study of 348 PHIV age85l$ears from 200Q019, across 15
cohorts within the North American AIDS Cohort CollaboratioiResearch and Design AA&CORD).
Incident hypertension was defined by a first hypertension diagnosis after linking into adult HIV care.

The analysis used age as time scale, beginning at 18. Loss teudplleas defined as the first #onth
period without a CD4 or viral load measurement. Cumulative incidence (Cl) of hypertension by age 35
was estimated using Nelsekalen curves and stratified by sex at birth, race (Black v<Bfack

otherwise, due to fewer outcomes within more detailed racial stragagr protease inhibitor (PI) use,

and ever integrase inhibitor (INSTI) use.-tantk tests were conducted to determine whether the curves
were different. Incidence rates (IR) were estimated using Poisson regression models. The study was
approved by Johnldopkins IRB.

Results Of the 348 PHIV, 196 (56%) were female, 192 (55%) were Black, 159 (46%) had ever PI use, and
127 (36%) had ever INSTI use. Median age of study entry was 21.5 years old (interquartile range (IQR):
19.4, 24.8), and median follewp durdion was 3.0 years (IQR: 1.6, 4.9). There were 21 incident cases.
Overall Cl by age 35 was 25%. Cl by sex were similaalogvalue = 0.80), and by ever Pl use (p

value = 0.28) and ever INSTI us@dhie = 0.43). Cl of Black PHIV was higher, at\35%onBlack PHIV,

at 15% (pvalue = 0.03) (Figure).

Overall IR was 1.6 per 100 persggars (95% CI: 0.9, 2.3). IR by sex, ever Pl use, and ever INSTI use were
similar to the overall IR. IR among Black PHIV was 2.3 per 100 ye=sn(95% CI: 1.4, 3.8jgher
than nonBlack PHIV, at 0.8 per 100 persaars (95% CI: 0.2, 1.4).
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ConclusionAmong PHIV in the NACCORD from 20€D19, the risk of incident hypertension by age 35
was 25%, similar to estimates in the US general population reported incttom&y Artery Risk
Development in Young Adults (CARDIA) Study. There were no differences by sex, which differs from
CARDIA where males had higher incidence. Black PHIV had nearly threefold higher hypertension
incidence than nomBlack PHIV. Given racialfic disparities in HIV and NADC, and recent findings of
sex differences in weight gain, further research is needed to delineate potential intersectional risks for
NADC development among PHIV to inform prevention and treatment approaches.

Cumulative incidence of diagnosed hypertension

(A) By sex assigned at birth (B) By self-identified race
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Figure. Cumulave incidence of hypertension by age 35 among PHIV by (a) sex; (b) race; (c) ever
protease inhibitor use; and (d) ever integrase inhibitor use
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Factors associated with unknown firsourse cancer treatment status among
PWH

Sally Coburh Mari Kitahatd, Michael Horber§ Michael SilverbefgJennifer Thorne M. John Gl
Aruna Chandrah Lesley PafkRaynell LartgMaile Karri§ Sonia NapravnikKeriAlthoff!, On behalf of
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1Johns Hopkins University, Baltimore, MD, USiAiversity of Washington, Seattle, WA, US&iser
Permanente MidAtlantic States, Rockville, MD, U%aiser Permanente Northern California, Oakland,
CA, USAUniversityof Calgary, Alberta, Canad&tanford University, Stanford, CA, UShiversity of
California San Diego, San Diego, CA, fBW\ersity of North Carolina Chapel Hill, Chapel Hill, NC, USA.
°NIH, Bethesda, MD, USA

Background Studies demonstrate higherartality in people with HIV (PWH) following cancer

diagnoses. One proposed explanation is that there are disparities in receipt of cancer treatment. Cancer
treatment data are not readily available in many large HIV cohorts. Whether cancer treatment ieceipt

lower among PWH, or data are missing/unknown is unclear. Understanding factors driving unknown

treatment status may inform practical solutions for remedying missingness, and the assumption of no
treatment information means no receipt of treatment caa betted. Individualevel factors can be
AYF2NXYIFGAGS LINBRAOG2NR 2F YAaaiAydySaa FyR (GKS 02K
electronic health records. We sought to characterize factors associated with unknowrofirse

cancer treatmenstatus.

Methods: Participants in the North American AIDS Cohort Collaboration on Research and Design (NA
ACCORD, a large consortium of cohorts among PWH who have linked into care) with a cancer diagnosis
(any except normelanoma skin cancer) between 2602017 and were in cohorts contributing cancer
treatment data (cancer registiynked) were included. We utilized logistic regression to assess the
association between readily available demographic information (age, race/ethnicity, HIV acquisition
group by s& at birth, on ART at cancer diagnosis, AIDS diagnosis prior to cancer diagnosis, calendar year
of cancer diagnosis, and cohort) and cancer treatment status (any record of receiving treatment
[chemotherapy, radiation, immunotherapy, hormonal therapy, suygé&ansplant] modality using

cancer registry data). Unadjusted/adjusted estimates were assessed with 95% confidence intervals.
Subgroup analyses among lung cancer diagnoses only were completed to determine if treatment status
varied by cancer site.

Results Among 15,941 cancer diagnoses in 37 cohorts/subsites, 2,676 diagnoses among 6 cohorts
contributing cancer treatment data were eligible for inclusion. Fifiee percent of diagnoses had
unknown firstcourse cancer treatment status based on rewyistata. This varied by cancer type, ranging
from 17%100% for types with >10 diagnoses. Cancer diagnoses with a prior AIDS diagnosis were less
likely to have known cancer treatment (aOR: 0.7, 95% CI 0.6, 0.8). Cohort was significantly associated
with caner treatment status. Among lung cancer diagnoses, the association with an AIDS defining
diagnosis and cohort remained (N=1,173), and an association was observed between having treatment
data and diagnoses among PWH on ART by cancer diagnosis (aOR: Ch195%.9).
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Conclusion: Over half of cancer diagnoses had unknowrcfitgtse cancer treatment status, with

variability by cancer type. Mechanisms giving rise to unknown treatment status are unclear: it cannot be
inferred that patients were inadequely treated. It is possible that, a) no treatment was administered
(possibly appropriate treatment course), b) treatment data reaching the registry indicated treatment
was unknown, or c) treatment data did not reach the registry and is documented elsewPréor AIDS
diagnosis was associated with faiurse cancer treatment status, potentially indicating that
duration/severity of HIV infection could inform documentation/receipt of treatment. Associations with
cohort indicate differential ascertainmenytsite. Further research is needed to characterize missing

data mechanisms for cancer treatment in PWH by cancer site and treatment modality, incorporating
structuraHevel factors, with expanded data sources.

Cohort North American AIDS Cohort Collakitva on Research and Design
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