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ART has saved millions of lives
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Causes of death among people living with HIV
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2006 2016

When to start ART inadults (D4 count <200 cells per pl; WHO dlinical stage 3 or 4 As soon as possible after diagnosis

Prevention of Antepartum: zidovudine starting at 28 weeks; intrapartum:  Immediate, lifelong ART for all pregnant women
mother-to-child transmission  single dose nevirapine + zidovudine + lamivudine;

for pregnant women post partum: zidovudine + lamirudine for 7 days

When to start ART in children Age-based (D4 cell count or percentage thresholds; As soon as possible after diagnosis

and adolescents WHO dinical stage 3or 4

Starting regimen for adults Six possible preferred regimens based on two NRTIs Single preferred regimen tenofovir + lamivedine (or

(zidovudine or tenofovir + lamivedine or emtricitabine)  emtricitabine) + efavirenz
and one NMNRTI (nevirapine or efavirenz)

Starting regimen for children  Six possible regimens based on two NRTIs (zidovudine or  Regimens based on age bands; <3 years: zidovudine or
and adolescents stavudine or abacavir + lamiudine) and one NNRTI abacavir + lamivudine + lopinavir/ ritonavir; 3-10 years:
(nevirapine or efavirenz) abacavir + lamivudine + efavirenz; =10 years: tenofovir

+ lamivudine or emtricitabine + efavirenz

Monitoring Clinical or CD4 count monitoring (every & months) Viral load (annual)
Treatment facilities Health district All health facilities
Treatment providers Clinical team including doctors, dinical officers, and nurses  Doctors, nurses, or midwives

ART=antiretroviral therapy. NRTl=nucleoside reverse transcriptase inhibitor. NNRTI=non-nucleoside reverse transcriptase inhibitor.

Table 1: Public health approach policies 2006 versus 2016 Ford et al, Lancet Inf Dis 2018



Individual vs public health approach
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UK

Rapid ART
Same Day start

Genotyping
CD4

What to start
Switch (if suppressed)
Nurse initiation (ART)

Nurse initiation (P[r]EP)

2-4 weeks
Offer

Yes

Baseline
3-6 month if <200
12 months if 200-350
Drop if suppressed

>9 (TDF and TAF)
Yes

No

Yes




Towards smarter and better HIV

treatment options

+30 medicines from 10 drug classes approved for clinical use

Pre-HAART Era (Mono/Dual Therapy) HAART Era (Triple Therapy) Long Acting ARVs
0 Potency :: AZT (1987) o Potency J4 Azr/atc + LPvir (2001) o Potency B orFreEry 2006 o Adherence ?AB./RE.’V (2021)
. . . . . . injection every
o Toxicity " 2 tablets 3 x day 0 Toxicity “' 3 tablets 2 x day o Toxicity 1 tablet once day o Costs 2 months
Tenofovir alfenamide Fostemselir
Ralteggt:ﬁ'viﬁne Dolutegravir M Islastravir*
Maraviroc Bictegravir
Darunavir Elvitegarvir o Lencaprevir
Tiprapavir Doravirine

Fosamprenavir

Emtricitabi B

ATé;;n:uir"e Rilpivirine LA

TenofﬂvirE e Cabotegravir
Lopinavirfritonavir
Am avir |
A_bacav'?;*‘ bNAbs*
De |¥E§’i:'£mz
Nelfygavir
MNevirapine
Indiggavir
Fjtonawir
Saquipavir |
Larmivudine
Zalcypbine Staggine
Zidowudine R
|
1985 1987 1989 1991 1993 1995 1997 1999 2001 2003 2005 2007 2009 2011 2013 2015 2018 2020 2021 2022 +2025

* expected



Evolution of HIV and treatment needs

PAST PRESENT ( AND FUTURE)
* AIDS defining illnesses (Ols) * Chronic comorbidities (NCDs)
* Improve survival * Improve Qol

. . * Aging
* Reduce morbimortality

* Polypharmacy

* Late diagnosis/ presentation * Pill fatigue/LFU/reengagement
* HIV services (hospital/clinics) * Integrated care/ Telemedicine

* PHC and Community services

e Stay on treatment (progressively
longer)

e Start ART (progressively earlier)



Differentiated service delivery

€ CcLENT PERSPECTIVE

Why is this line so long?
How will | keep my job if
| have to spend a day
each month at this
clinic?

Why must | queue to see
a nurse and then queue
at the pharmacy when all
| need is my ART refill?
This place is full of sick
people, but | feel
healthy. Why should |
keep coming?

9 HEALTH CARE WORKER PERSPECTIVE

How am | going to
provide quality care to
more than 100 people
each day?

How can we support
clients who are ill when
we are overwhelmed
with the healthy
adherent clients?
Hasn’t anyone come up
with a better way to
deliver ART that does not
compromise clinical
outcomes?
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Long-term retention

(>6 months)

ART Experience @Started ART @Restarted ART

o

Increasingly, ART initiators are not treatment-naive
2/3 of initiators previously on ART

Marist Banade,"* Mhairi Maskew,? Allison Juntunen,! David B Flynn,® OK
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STAGE 4 ©.
Disengagement .\
Early retention after 6 months ¥, 20K
(<6 months) of ART

STAGE 3

Initiated on Disengagemem"‘
ARE Reinitiated Within 6 months %/
on ART of ART

STAGE 2 0
623
Linked to Disengagement ¢,
HIV care Relinked after linkage “‘
to HIV care .
)
.

.
Disengagement *+
. after positive test %,

15K

STAGE 1

HIV + 1 2
re-diagnosis e, v y

Ehrenkranz, Plos Med 2021 10K

Open access Original research

BM) Open Prior exposure to antiretroviral therapy
among adult patients presenting for 5
HIV treatment initiation or reinitiation
in sub-Saharan Africa: a
systematic review

-~

Benade, BMJ Open 2023 Western Cape



Retention & linkage to care

More people with HIV in England have dropped out of care
than remain undiagnosed

Gus Caims | 11 May 2023

As many as 20,000 of the approximately 96,000 people In
England who are living with HIV may not be virally suppressed, so

ould potentially be able to transmit the infection to others, the
British HIV Association Conference heard in Gateshead last
month.
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Advanced HIV Disease

Llinical Infactions Diseases

MAJOR ARTICLE

Global Trends in CD4 Cell Count at the Start of
Antiretroviral Therapy: Collaborative Study of Treatment

Programs

The ROEA s COHERE Cabert Collaborations™
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How evidence informs policy

Guideline development at WHO




Trials can rapidly change policy and practice
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Policy can change before trials

Nurse Doctor
(N=404) (M=l

Hazand atio 95% Cl

Comuigtivefailure 102 (48%) 179 (44%)
Mlvimlogical falore. 44 .(11%) 39 {10%)
Eartyvirological failure® 7 (2%) B (1%)
latevimlogical failuret 37 (9%) 33 (3%)
Tooicity Failure bl (I7%) 66 [16%)
Al s J007%  BI(1K)
Withdrew consent 18 [5%)  21(5%)
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Prevention of mother-to-child transmission of HIV and the
health-related Millennium Development Goals: ime fora
public health approach

Eik Schouten, e Jahn, Dalitso Midani Simon D Makombe, Austin Mnthamblg, Zengani Chirva, Anthany D Harrs
Joep van Costerhout,Tarek Meguid, Anne Ben-Smith, Rony Zacharia, Lutgarde Lynen, Maria Zofo, Wim Van Damme, CharesF Giks,
Riat Atun, Mary Shawa Frank Chimfwandra

Sanne, Lancet 2010

Schouten, Lancet 2011




Guideline development at WHO
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Evidence to decisions

Safety and efficacy
Feasibility

Acceptability

Cost

Values and preferences:

provider & recipient

Ethics, equity and
Human rights

RCTs, observational
studies

Qualitative research;
surveys

Qualitative research;
surveys

Economic data;
analyses

Qualitative research;
surveys

Qualitative research;
Key considerations



Future directions

5. Kaniers etal f B liniclMedicine 28 (2030 100573 5 Eligibility

Who is selected to
participate in the trial?
Primary analysis Recruitment
To what extent How are participants
are all data recruited into the
included? trial?

Primary outcome Setting
BIC How relevant Where is the . >
DR @ isitto trial being Visual summary of recommendation
participants? done?
8, .
11t Population
Follow-up Organisation This recommendation applies only Disease severity

to people with these characteristics:

What expertise and
resources are needed

to deliver the
intervention? GEUEHIENIS  Absence of signs 5p0,=90% Requires life

How closely are
participants
followed-up?

e L ennfied mo;;yeﬁl;e e:'se o FOOMm air sustaining treatment
. Flexibility: adherence Flexibility: delivery covid-19 Respiatoryrate  Acute respiratory
Kanters, EClinMed 2020 What measures are in place How should the =30in adults distress syndrame
to make sure participants intervention i i (i} ;
adhere to the intervention? be delivered? mr;:dlnmgm Sepsis
shock
Publish Review Signs of severe o
o _ respiratory distress
i — Loudon The PRECIS-2 tool: designing trials that are 810 Interventions
fit for purpose. BMJ 2015
X

Remdesivir
Nonew studies, data Recommendation against weak)
or information found

| Date of last search
| No additionat evidance found
L

| Date of isst saarcn

Integrats later | Datails of now svidanca

T s i o o o T "
or information found [ : .
fro— Corticosteroids
| Dolais of new evidence Recommendation
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quality and synthesise

Publish Updat

Rochwerg BMJ 2020

Elliott J Clin Epi 2017




How global is global health?

= fia)

Nurse versus doctor management of HIV-infected patient
receiving antiretroviral therapy (CIPRA-SA): a randomised
non-inferiority trial

faun Snne, Cintferine Died, Mt thew P Fax, Francescn Coomeie Pridence ive fennifer Zenedter, Marna Cornl, Chvistie Feibery,
‘horfattzingrom Ravindre Fonchic, Mohammend Razmoc] Rend Gonin Wendy Siren Hand @ Trote, M jonie Defviingey, Charies wn o
James dntyre, Robin'W oog fiorthe (FPRA -54 SudyTeom™

Summary

Background Expanded access io combination antiretroviral therapy (ART) in resource-poor seftings is depend)
task shifting from doctors bo other health-care providers. We compared outmmes of nurse H“Eﬁnm
of ART care fior HIV-infected patients.

Methods This randomised trial was undertak

individuals with a CD4 cell comnt of less than 350 cells per pl or WHO stage 3 or 4 di

nhnmﬂkﬂnmcﬁlﬂ.}]mp

Clinical infections Disesses

VIEWPDINTS

How Applicable Is the Single-Dose AMBITION R
for Human Immunodeficiency Virus-Associated
Cryptococcal Meningitis to High-Income Settings

Thomzs . Hamise - Dav & _—“-!2—.“'“-: Eoehwar *™ Mia C. Hesemipenn. ™ Divia
Lraems Moimes ™™ Mosopels Wesapala ' and

ERIDSA
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hmmﬂwﬂw‘mmﬂMuPﬂummmbwm
randomisation, and neither the patients nor those analysing the data were masked o assignment. The: pi
objective was a composite endpoint of ireatment limiting events, incorporating , wiral faibure, treal
limiting towic effects, and adherence to visit schedule. Analysis was by mbention io treat. Nm-mﬂulumjrliﬂz
versus docor group for cumulative treatment filure was prespecified as an opper 95% C1 for the hazard ray
was less than 1.40. This study is registered with ClinicalTriaks gov, umber NCTIZSS840.

Findings 408 patients were assigned 0 dociormonitored ART cre and 404 1o nurse-monitored ART o3
participantswere analysed. 371 (46%) patients reached an endpoint of treatment Eaihure: 192 (48%) in the nurse
and 179 [44%) in the doctor group. The hazard ratio for composite filure was 1.09 (35% CI 0. 89-1.33), whil
mﬂln&eilnuhnmnkrnifm:mﬁmﬂhlptflﬂ]wﬂsﬂlqﬁﬂlmﬂﬂﬂutﬂnﬂlﬂ
Eaihures (44 vs 3%), boxicity faibares (68 v 65} and programme losses (70 v 63) were similar in nurse and
groups, respectively.

Interpretation Nurse monitored ART is non-inferior to dodormonitored therapy. Findings from this stud|
smpport io lask shifting to appropriately trained nurses for monitoring of A BT,

Funding National Institutes of Health; United States Agency For Inbemational Development; National Insii
Allergy and Infectious Diseses.
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treatment * Globally, there is a shortage of 4.3 million impmeved blood pressure contral ang
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Revisiting the Evidence Base for Modern-Day Practice
of the Treatment of Toxoplasmic Encephalitis:
A Systematic Review and Meta-Analysis

Connor Prossy," Ryem Hanul,” Vessef Levin, Isaac |. Bogech,” Emily & MoDesald > sad Todd C. Lee™2"
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Doperimaat of Madicina, Mot Uniweaily Haakh Cantra, Oudhar, Moatsial Casada

Background. Tozoplasmic encephalitls (TE) 1s an opportunistic infection of people with buman Immunodeficlancy vins
(HIV) or other causes of Immunosuppression. Gubdelinerecommended treatments for TE are pyrimethaming and sulfadiarine
{P-5) or pyrimethamine and clindamycin (P-Cl; however, 2 substantlal price increase has Hmited socess (o pyrimethamine
Consequently, some centers have transitioned to irimethoprim-sulfamethoxazole (TMP-SMX), &n Inexpensive alternative
treatment. We aimed to review the evidence on the efficacy and safety of pyrimethamine-containing therapies vs TMP-SMX

Methods.  'We searched for and Included randomized controlled trials (RCTS) and obesrvational studles of TE treatments,
regardless of HIV status. Data for each therapy were pooled by meta-analysks to assess the proportions of patients who
experienced clinical and radiologic responses to treatment, 2ll-cause mortality, and discontinuation due to toxiclty. Semsitivity
analyses limited to RCTs directly compared therapies.

Resulfs. 'We ldentified & RCTs/dose-escalation studies and 26 single-armyobservational studles. 1dentifiad shedies Included only
persans with HIV, and most predated modem antiretrovirel treatment. Pooled proportions of cinical and radsologlc response and
mortallty were not significantly different between TMP-SMX and pyrimethamine-containing regimens (P 05). Treaiment
discontnuation dis to toxiclty was significanily Jower In TMP-SMX, (7.3%; 05% confidence Intarval [C1], 47-11.4 1= 0.0%) vs
P-5 (30.5%; 95% T, 17.1-34.% Iz=ﬂ.D"£g P<.01) or P-C {13.7%; 95% CI, 9.8-18.5 f:H.D’ﬁg F=031). Thesa results were
conslstent In analyses restricted to RCT data.

Conclusions. TMP-SMX appears to be 25 effactive and safer than pyrimethamine-containing regimens for TE These findings
support modern RCTs comparing TMP-3MX to pyrimethamine-based theraples and a revisiting of the puldelines.
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