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Chapter 4 Response to antiretroviral therapy

e Trends in 1st-line ART

« ART modifications

 ART interruptions

 Viral suppression

* Loss of viral suppression

« Recent papers on new ART options using SHM dataset
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Changes in anchor-drugs in 1st-line ART
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Changes in NRTI-backbone of 1st-line ART
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Regimen modifications in total population
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Main reasons for regimen modifications in 2014-2023:
+4 * Treatment failure: 1.7% e Adherence issues: 7.9% e Pregnancy-related: 1.2%
** * Toxicity: 21.7% e Preventive / interaction: 7.2% e Other reasons: 7.3%

HIV * Simplification: 18.6%
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Regimen modification in total population
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- Main “toxicities”:
- 200 * 31.6% neuropsychiatric (mainly insomnia, mood changes, dizziness, and depression)
ﬁ 150 e 14.7% gastrointestinal (mainly diarrhea and nausea) \
E  12.3% renal (renal insufficiency and increased serum creatinine)
ZE 100 * 10.6% systemic (tiredness, apathy, and loss of appetite)
E  5.3% liver (increased transaminases)
E_” 50 * 4.3% dermatological (rash due to medication, itching)
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Treatment interruptions
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Viral suppression
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Loss of viral suppression (2014-2023)

« Loss of viral suppression: Any viral load of 200+ ¢/ml in
individuals on ART for more than six months.

« Total population of 25,911 persons, 191,116 personyears, with
4,787 episodes of loss of viral suppression in 3,220 persons.

« Duration of loss of viral suppression:
e« 71.7% : single viral load >200 ¢/ml
« 17.5% : =2 viral loads, duration <0.5 years
e 5.2%: =2 viral loads, duration 0.5 to 1.0 years
 5.7%: =2 viral loads, duration =1 years

« Outcome of loss of viral suppression:

¢ 92.9% resolved
« 71.6% without a modification of ART
+4 « 21.3% resolved after a regimen modification

+4 » 5.7% still ongoing at the end of the follow-up period

HIV

Monloring « 1.2% resulted in death (40% because of advanced HIV / AIDS).




Recent papers on new ART options

« Vasylyev M, Wit F, Jordans CCE, et al. Dolutegravir/ Lamivudine Is
Noninferior to Continuing Dolutegravir- and Non-Dolutegravir-
Based Triple-Drug Antiretroviral Therapy in Virologically
Suppressed People With Human Immunodeficiency Virus: DUALING
Prospective Nationwide Matched Cohort Study. Open Forum Infect

Dis 2024: 11(4).

« Oomen PGA, Wit F, Brinkman K, et al. Real-world effectiveness and
tolerability of switching to doravirine-based antiretroviral therapy
in people with HIV: a nationwide, matched, prospective cohort
study. Lancet HIV 2024; 11(9): e576-e85.

- Jongen V, Wit F, Boyd A, et al. Effectiveness of bi-monthly long-acting
injectable cabotegravir and rilpivirine as maintenance treatment of
HIV-1: results from the Dutch ATHENA national observational

11 cohort. Lancet HIV, 2024 in press.
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Summary

« 1st-line regimen continue to change as new treatment options
become available and guidelines change.

« The proportion of people with suppressed viremia continues to
Improve.

« Treatment interruptions and loss of viral control are still quite common,
but rates continue to decrease over time

« Loss of viral control is often short and resolves ‘spontaneously’

* Prolonged loss of viral control often occurs in the setting of
temporary disengagement from care

+4 « Associated with significant drops in CD4 and increased risk for mortality
++
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Chapter 5 Morbidity and mortality

Clinical outcomes in people with HIV compared to the general
population

« Mortality compared to general population
 Various sub-groups

« Co-morbidity compared to general population
e Type 2 diabetes mellitus
« Cardiovascular disease
« Obesity
« Cancers
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Mortality

« All-cause mortality rate has

stabilized and starts to increase. 307
« Mainly because of increase in >

average age of the total 2 5

population of people with HIV. =

% Observed mortality

- Mortality remained above age- £ '*

and sex-matched mortality in = 1 -

general population, which was [ ccemmmmmmmeemm— Eroected mortality

5.7 per 1,000 PYFU in 2023. 0
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« In 2023 the ratio of observed

mortality over expected Calendar year

++4 mortality was 2.01.
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Mortality In sub-groups
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Type 2 diabetes mellitus / \

Calendar year : Male 5 Female :
IncidenceoooPY EStandardized Inc. IncidenceoooPY Eitandardizedlnc.
(95%(l) Ratio (95%(l) (95%(l) Ratio (95%Cl)
2000-2009 5.2 (4.7-5.7) 1.28 (1.15-1.40) 5.7 (4.7-6.9) 0.75 (0.61-0.89)
2010-2019 5.0 (4.7-5.4) 1.03 (0.96-1.1) 6.6 (5.7-7.5) 0.86 (0.75-0.98)
2020-2023 5.5 (4.9-6.1) 1 (reference) 7.8 (6.5-9.4) 1 (reference)
Males Females
1.4- T
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Type 2 diabetes mellitus

Calendar year

Male

Female

IncidenceoooPY

Standardized Inc.

IncidenceNoooPY

Standardized Inc.

(95%(l) Ratio (95%(l) (95%(l) Ratio (95%Cl)
2000-2009 5.2 (4.7-5.7) 1.28 (1.15-1.40) 5.7 (4.7-6.9) 0.75 (0.61-0.89)
2010-2019 5.0 (4.7-5.4) 1.03 (0.96-1.1) 6.6 (5.7-7.5) 0.86 (0.75-0.98)
2020-2023 5.5 (4.9-6.1) 1 (reference) 7.8 (6.5-9.4) 1 (reference)

Prevalence of diabetes
mellitus in people with HIV
stratified by age and sex in
2023, compared to the
general Dutch population in

2023

https://www.vzinfo.nl/diabetes-mellitus/leeftijd-en-

geslacht
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Cardiovascular disease

Primary CVD Male Female
Calendar year Incidence/1000PY Standardized Inc. IncidencenoooPY Estandardized Inc.

(95%Cl) Ratio (95%(l) (95%(l) Ratio (95%/(l)
2000-2009 6.4 (5.8-7.0) 1.75 (1.59-1.91) 2.7(2.0-3.5) 1.45 (1.06-1.84)
2010-2019 6.3 (5.9-6.7) 1.23 (1.15-1.31) 3.5 (2.9-4.2) 1.17 (0.96-1.39)
2020-2023 6.4 (5.8-7.0) 1 (reference) 3.9 (3.0-5.0) 1 (reference)

*Standardised according to the observed age distribution in 2020-2023.

Males Females

CVD SIR
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Cardiovascular disease

Primary CVD Male Female
Calendar year Incidence/1000PY Standardized Inc. Incidencef1000PY Standardized Inc.
(95%(l) Ratio (95%C(l) (95%Cl) Ratio (95%Cl)
2000-2000 6.4 (5.8-7.0) 1.75 (1.59-1.91) 2.7 (2.0-3.5) 1.45 (1.06-1.84)
2010-2019 6.3 (5.9-6.7) 1.23 (1.15-1.31) 3.5 (2.9-4.2) 1.17 (0.96-1.39)
2020-2023 6.4 (5.8-7.0) 1 (reference) 3.9 (3.0-5.0) 1 (reference)
*Standardised according to the observed age distribution in 2020-2023.
Males Females
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Cardiovascular dlsease

Secondary CVD Male :

Calendar year Incidence/1000PY Standarduzed Inc. q Incidence/1000PY EStandardized Inc.
(95%C1) i Ratio (95%CI) (95%Cl) Ratio (95%¢(l)

2000-2009 31.2 (24.2-39.5) 1.54 (1.18 1.91) : 15.2 (4.1-39.0) 0.46 (0.01-0.92)

2010-2019 26.4 (22.2-31.0) 1.22 (1.02-1.41) 21.0 (12.3-33.7) 0.67 (0.35-0.98) :

2020-2023 22.2 (17.3-28.0) 1 (reference) : 28.7 (15.3-49.1) 1 (reference)

*Standardised according to the observed age distribution in 2020-2023.
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Obesity
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Cancers

Calendar year Male : Female :
Incidence/1000PY ; Standardized Inc. Incidence/1000PY Standardized Inc.
{ga%{ljg Ratio (95%(l) (95%(Cl) Ratio (95%/Cl)
2000-2009 6.4 (5.9-7.0) 1.6 (1.49-1.78) 3.1 (2.4-1.0) 51.29 (0.97-1.61) '
2010-2019 7.5 (7.1-8.0) 51.29 (1.22-1.37) q5 (3.8-5.2) 51.1[1 (0.93-1.27)
2020-2023 7.7 (7.0-8.4) 1 (reference) 5.5 (4.4-6.8) 1 (reference)

*Standardised according to the observed age distribution in 2020-2023.
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Cancers

Calendar year Male Female
Incidence/1o00PY Standardized Inc. Incidence/1000PY Standardized Inc.
(95%Cl) Ratio (95%(l) (95%Cl) Ratio (95%Cl)
2000-2009 6.4 (5.9-7.0) 1.64 (1.49-1.78) 3.1 (2.4-4.0) 1.29 (0.97-1.61)
2010-2019 7.5 (7.1-8.0) 1.29 (1.22-1.37) 4.5 (3.8-5.2) 1.10 (0.93-1.27)
2020-2023 7.7 (7.0-8.4) 1 (reference) 5.5 (4.4-6.8) 1 (reference)

*Standardised according to the observed age distribution in 2020-2023.
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Summary

« Absolute mortality rates have started to slowly increase
« As a result of the ageing population (and COVID?)

« Mortality remains elevated compared to general population

« Also in people born in the Netherlands, in MSM, and in people with
nadir CD4 >500

« Excess mortality in these groups partly because of non-natural deaths

« Age-standardized incidence of several comorbidities (T2DM,
CVD, cancers) continue to improve

 Notable exceptions are T2DM and secondary coronary artery disease in
women

 Compared with general population, higher risk for T2DM in women with
HIV and non-AIDS cancers in men with HIV

« Driven in part by increasing obesity rate in women and high rate of smoking in men

ii » Contribution of socio-economic status?
» More research needed (and currently ongoing)
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