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Global HIV, Hepatitis and STI

Different but intersecting epidemiologies that affect the most vulnerable

GLOBAL REGION OF THE AMERICAS EUROPEAN REGION WESTERN PACIFIC REGION
New HIV infections: Number of people Number of people Number of people
1500 000 acquiring HIV: acquiring HIV: acquiring HIV:
[1 000 000-2 000 000] 150 000 170 000 120 000
HIV deaths: [110 000-210 000] [140 000-200 000] [78 000-150 000]
680 000 Number of people dying Number of people dying Number of people dying
[480 000-1 000 000] from HiV-related causes: from HiV-related causes: from HiV-related causes:
45 000 0000 41000
[30 000-63 000] [31 000-51 000] [24 000-63 000]

HIV->39m

1.3m new
infections/yr
630 ’OOO d eat h S AFRICAN REGION RMeEtggERMNEAN ﬁg:;?c’::m‘r s

Number of people Number of people Number of people
of the Americas acquiring HIV: acquiring HIV: acquiring HIV:
29 m on ‘s RT 880 000 41000 100 000
[590 000—1 300 000] [35 000-60 000] [71 000-130 000]
Number of people dying Number of people dying  Number of people dying
0, 0 Mediterranean Region from HiV-related causes: from HiV-related causes: from HIV-related causes:
O 0 Pacific Region 460 000 17 000 82 000
plicable (320 000-680 000] [14 000-24 000] [55 000-130 000]
REGIONOF THE AMERICAS EUROPEAN REGION WESTERN PACIFICREGION

5,000,000 10,600,000 96,800,000
(2,230,804 - 11,663,311) (6,159,859 - 19,600,070) (79,886,545 - 117,653,273)

HBV-> 254 m

1.2 m new/yr

1.1 m deaths PRS- MR o124
13% tested BoABZ0L 51004410 T:if.’:m (G:i;‘gz% 77,984,301)

(9,127,828 - 24,568,703)
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Incident cases of four curable STIs among adults (15-49 years old), by WHO region, 2020
Syphilis (Treponema pallidum), gonorrhoea (Neisseria gonorrhoeae), chlamydia (Chlamydia trachomatis)
and trichomoniasis (Trichomonas vaginalis)

GLOBAL

374 million
[286 million—-481 million]

REGION OF THE AMERICAS
74 million
[53 million—104 million]

EUROPEAN REGION
23 million
[16 million-31 million]

WESTERN PACIFIC REGION
86 million
[61 million—117 million]

STI->374 m

1.0 m new
infections/Day i
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pion MEDITERRANEAN SOUTH-EAST ASIA

coverage un k nown erranean Region AFRICAN REGION REGION REGION
g fic Region 96 million 36 million 60 million
e [66 million—134 million] | [22 million—56 million] | [32 million-107 million]
Source: WHO, 2021.
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7,100,000
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WHO Consolidated HIV Guidelines

DELIVERY AND MONITORING:
A

Chapter 4 —

Chapter 2 — HIV Chapter 5 — Chapter 6 — Chapter 7 —
Testing & treatment Co- Service Toxicity,
diagnosis and morbidities Delivery HIVDR, M&E

monitoring
Point-of-care tests for A framework for Update of Guidelines for Maintaining and Consolidated guidelines
diagnosing HIV voluntary medical recommendations on diagnosing and improving quality of on person-centred HIV
infection among male circumcision first- and second-line managing care within HIV patient monitoring and
children younger than 15 July 2016 antiretroviral regimens disseminated clinical services case surveillance
18 months 22 July 2019 histoplasmosis among 22 July 2019 20 June 2017
April 2020 New: Dapivirine people living with HIV
m— vaginal ring Transitioning to an 1 April 2020 f New: Service Tackling HIV drug
Consolidated optimal paediatric delivery resistance: trends,
guidelines on HIV ARV formulary: Guidelines for the recommendations guidelines and global
testing services for a implementation diagnosis, prevention action
changing epidemic considerations and management of 20 July 2017
27 November 2019 19 July 2018 cryptococcal disease
T : : in HIV-infected adults, Consolidated HIV strategic
New:. POC |r1fant New: POC viral load adolescents and information guidelines:
L diagnosis and UAEN Tl children Driving impact through
algorithm 1 March 2018 programme monitoring
. . . . and management
Updated Recommendations on First-line and second-line antiretroviral | .
) . . . ) New: TB HIV April 2020
regimens and post-exposure prophylaxis and on early infant diagnosis of HIV .
Consolidated guidelines on HIV prevention, diagnosis, treatment and care for Guidelines for managing advanced HIV disease and
key populations rapid initiation of antiretroviral therapy y’@
¢ Y World Health
1 July 2016 — update End of 2021 Y/ v . .
y P 20 July 2017 W9 Organization

———


https://www.who.int/hiv/pub/malecircumcision/vmmc-policy-2016/en/
https://www.who.int/hiv/pub/guidelines/keypopulations-2016/en/
https://www.who.int/hiv/pub/guidelines/person-centred-hiv-monitoring-guidelines/en/
https://www.who.int/hiv/pub/guidelines/advanced-HIV-disease/en/
https://www.who.int/hiv/pub/drugresistance/tackling-hiv-drug-resistance/en/
https://www.who.int/hiv/pub/guidelines/cryptococcal-disease/en/
https://www.who.int/hiv/pub/guidelines/ARV2018update/en/
https://www.who.int/hiv/pub/arv/quality-care-hiv-services/en/
https://www.who.int/hiv/pub/arv/arv-update-2019-policy/en/
https://www.who.int/publications/i/item/guidelines-for-diagnosing-and-managing-disseminated-histoplasmosis-among-people-living-with-hiv
https://www.who.int/publications-detail/consolidated-hiv-strategic-information-guidelines
https://www.who.int/publications-detail/point-of-care-tests-for-diagnosing-hiv-infection-among-children-younger-than-18-months
https://www.who.int/hiv/pub/paediatric/transition-paediatric-arv-formulary/en/
https://www.who.int/hiv/pub/paediatric/transition-paediatric-arv-formulary/en/
https://www.who.int/publications/i/item/WHO-CDS-HIV-19.31

Adult ARV treatment: Questions that still need to be answered

Priority topic Opportunities and Challenges

Consolidation of TLD transitionin ¢ Address gender inequity to DTG observed in some countries
LMICs * Long term safety (body weight gain, metabolic syndrome)
* |INSTI Resistance (strengthen HIVDR monitoring)

DRV/r in 2"d and 3™ line regimens * Would be better promote DRV/r in 2" line or maintain it as a
preferred option for 3™ line?

Role of TAF (expanded use in * Long term safety need more studies (body weight gain, dyslipidaemia
some subpopulations) and other emerging AEs)
 TB/HIV - do we need TAF dose adjustment if using rifampin?
 TDF-TAF transition in stable patients (all patients or only specific
groups?)

Role of dual therapy (including Limited data on long term safety and resistance risk (WHO monitoring
injectable long acting drugs and tools developed)
emerging classes) in LMIC Limited data on use in LMIC context
context  How to implement (operational research)
e Should LAls be promoted as a complementary option to oral regimens
in some situations or should replace current oral ARV framework?
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Acquired HIV drug resistance surveillanc B o

e DTG resistance has been described in a few ART-naive

people failing first-line DTG-based ART. WHO recommends that

* DTG resistance can emerge among people with previous surveillance of HIV drug
& & PEOp P resistance should accompany the

exposure to first-generation INSTI (with comparatively lower scale-up of DTG-containing ART
genetic barriers to the selection of drug resistance) or when and CAB-LA PrEP in HIV
used as DTG monotherapy. programmes.

* Recent evidence from ART programmes from sub-Saharan
Africa suggests that DTG resistance can emerge in people
taking DTG-containing regimens in the medium to long

SENTINEL SURVEYS OF CLINIC-BASED SURVEY LABORATORY-BASED

e OF ACQUIRED HIV SURVEY OF ACQUIRED

PROPLE RECEIVING DRUG RESISTANCE HIV DRUG RESISTANCE
e r m . DOLUTEGRAVIR-CONTAINING p— USING REMNANT VIRAL

ANTIRETROVIRAL THERAPY LOAD SPECIMENS

* Nearly one in four persons diagnosed with HIV after

receiving CAB-LA PrEP may have cross-resistance to S m““ﬂ:g“:-;ﬁtijgij:g:fhi'V‘foL'h_‘rvéi‘iit:ntictj‘;gi;jsj

H M B H resistance-surveillance/surveillance-of-acquired-hiv-drug-
dolutegravir before treatment initiation. fesistancessuruel ance/suruel ance-oracautecHiv-drug:

e Libke N, Jensen B, Hiittig F, Feldt T, Walker A, Thielen A et al. Failure of dolutegravir first-line ART with selection of virus carrying R263K and G118R. N Engl J Med. 2019;381:887-9.

v ’|‘ \, * Rhee SY, Grant PM, Tzou PL, Barrow G, Harrigan PR, loannidis JPA et al. A systematic review of the genetic mechanisms of dolutegravir resistance. J Antimicrob Chemother. 2019;74:3135-49.
\li// |9 \\:} World Health * van Oosterhout JJ, Chipungu C, Nkhoma L, Kanise H, Hosseinipour MC, Sagno JB et al. Dolutegravir resistance in Malawi's national HIV treatment program. Open Forum Infect Dis.
N T‘ Vi - - 2022;9:0fac148.
w Organlzatlon * Ahluwalia AK, Inzaule S, Baggaley RC, Vitoria M, Schaefer R, Schmidt HA, et al. Characterization of dolutegravir drug resistance in persons diagnosed with HIV after exposure to long-acting

injectable cabotegravir for preexposure prophylaxis. AIDS (London, England). 2022;36(13):1897-8.


https://www.who.int/teams/global-hiv-hepatitis-and-stis-programmes/hiv/treatment/hiv-drug-resistance/hiv-drug-resistance-surveillance/surveillance-of-acquired-hiv-drug-resistance-in-populations-receiving-art

WHO priority lists of new ARVs (CADO & PADO lists)

FIGURE 1. CADO-4 LIST

Priority list

LEN

(treatment and
prevention)

Long-acting
CAB

(PrEF)

Six-monthly
subcutaneous injectable
two-drug regimen

Comprising two of the following:

CAB, LEN, ISL*,
broadly neutralizing antibodies

One- to two-year
acting implantable
two-drug regimen

Comprising a combination of long-acting ARV
drugs andlor broadly neutralizing antibodies

*The role of ISL is uncertain because of a significant decrease in total lymphocyte and CD4+ T-cell counts abserved across several trials that are investigating the efficacy
and safety of this drug for HIV treatment and prevention. In December 2021, the studies were put on hold until more information on causality becomes available. (10).

/<N

FIGURE 2. PADO-5 LIST

ALD in advanced stage of development
(FDA submission last week). Retained
for the regimen recommended for most
children (first line)

DRV/r programme starting soon with
a generic manufacturer. Retained

for children with DTG resistance or
intolerance (second line),

TAF-containing formulations: both
formulations were retained for first-line
andfor second-line use.

Long-acting CAB: of interest for postnatal
prophylaxis only.

Priority list Watch list

ALD 60/30/5 mg

DRV/r 120/20 mg

Broadly
neutralizing
antibodies

ISL: Of particular interest for postnatal
prophylaxis or in combination with other
new or legacy ARV drugs for treatment.
Significant uncertainty remaining (clinical
development currently on hold).

R =

LEN: Of particular interest for use for

P 1 p or for sal
therapy in combination with other

ARV drugs. Consider development of a
multimonth subcutaneous Injection (three-
\mmlhly or more).

Broadly neutralizing antibodies:
especially for postnatal prophylaxis.
Consider developing a multimonth
combination of two or more broadly
tio ibodies for sub
\lmullon (three-monthly or more),

MAP: Of interest for young children
1o avold oral administration and can be
administered by caregivers. Consider
development of MAP with ARV drugs

Expected Changes with Long-Acting ART

f New modalities for treatment, including injectables and

New Modalities

E
Service Delivery
Changes

Changes in how HIV
treatment is delivered,
with potential changes
needed to DSD models

o

Sequencing
Complexity

Dissolution of rigid
therapy lines; HCWs to
use clinical history to
determine future
options

other long-acting products like pills and implants

Client Choice

Increased focus on

client choice across

treatment regimens
and formulations

CHAI, 2023

Interchangeability and transition between oral and injecting regimens
Implementation science on delivery of LA formulationsin LMICs

Safety data of LA drugs in pregnancy
Toxicity monitoring and DR surveillance of LA drugs
Use of LAs as PEP and in salvage regimens

identified after AP matching
'S J

WHO, 2022




New Long-acting formulations

C. Flexner, A. Owen, M. Siccardi et al.

Clinically-used long-acting technologies

Several implant
technologies but up to
five years exposure
demonstrated in humans

Injectables include many
technologies and have
demonstrated up to twice-
yearly delivery in humans

World Health
Organization

Intemational Journal of Antimicrobial Agents 57 (2021) 106220

<

Experimental technologies in development

Gastric-residence devices
demonstrate up to once-
weekly oral administration
in preclinical species

Microarray patches have
demonstrated up to once-
weekly dermal delivery in
preclinical species

Fig. 1. Examples of long-acting and extended-release drug delivery technologies in preclinical and clinical development for the treatment and prevention of human deficiency
virus (HIV) infection.

Articles & Issues % For Authors % Journal info w

BASIC SCIENCE: CONCISE COMMUNICATION

A novel formulation enabled transformation of 3-HIV drugs tenofovir-
lamivudine-dolutegravir from short-acting to long-acting all-in-one
injectable

perazzolo, simone®, staphen, Zachary /.2, Eguchi, Masa® xu, Xizolin®, Della Fratte, Rachale®; collier, ann C % melvin, ann |5 Ho, Rodney jv "
Author Information &

AID5 37014 kp 21312136, November 15, 2023. | DOI: 10,1087/ QAD.0000000000003706

BUY

Abstract

Objective:
To develop an injectable dosage form of the daily oral HIV drugs, tenofovir (T), lamivudine (L), and dolutegravir (D), creating
a single, complete, all-in-one TLD 2-drug-combination that demenstrates long-acting pharmacokinetics.

Design:

Using drug-combination-nanoparticle (DcNP) technology to stabilize multiple HIV drugs, the 3-HIV drugs TLD, with disparate
physical-chemical properties, are stabilized and assembled with lipid-excipients to form TLD-in-DeNP. TLD-in-DeNP is
verified to be stable and suitable for subcutaneous administration. To characterize the plasma time-courses and PEMC
concentrations for all 2 drugs, single subcutaneous injections of TLO-in-OcNP were given to nonhuman primates (NHEF, M.
nemestring).

Results:

Following single-dose TLD-in-DcNP, all drugs exhibited long-acting profiles in NHP plasma with levels that persisted for &
weeks above predicted viral-effective concentrations for TLD in combination. Times-to-peak were within 2& hr in all NHP for
all drugs. Compared to a free-soluble TLD, TLD-in-DeNP provided expasure enhancement and extended duration 7.0-, 21+,
and 20-fold as AUC boost and 10-, 8.3-, and 5.9-fold as half-life extension. Additionally, DcNP may provide more drug
exposure in cells than plasma with PBMC-to-plasma drug ratios exceeding one, suggesting cell-targeted drug-combination
delivery.

Conclusions:

This study confirms that TLD with disparate properties can be made stable by DcNP to enable TLD concentrations of & weeks
in NHP. 5tudy results highlighted the potential of TLD-in-DeNP as a convenient all-in-one, complete HIV long-acting product
for clinical development.
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clinical use

Frequency LA regimen Modality Study phase

Daily LEN + BIC oral Phase IlI/III

Daily ISL + DOR oral Phase Il

Weekly ISL + LEN oral Phase Il

Monthly TLD (in DcNP) injectable Pre-clinical

Every 2 months CAB + RPV injectable Approved (implementation studies)
Every 4-6 months CAB400 + RPV injectable Phase |

Every 4-6 months CAB400 + N6-LS injectable Phase |

Every 6 months LEN + Teropavimab/Zimlirvimab  injectable Phase Il

What about LEN + CAB for treatment

\gdﬁx\% World Health - Not studied because orginators do not work together
WY Organization - Need to overcome these barriers

i



Diverse pipeline of

Conndental

HIV long-acting treatment options

LA injectables

Modality ~ Frequency Backbone Partnar
Once-daily Lenacapavir + I?hicte;_:;/;avirb
ase combo
Lenacapavir F INSTI oral
Oral Phase 1
1 week
Lenacapavir + Fl:JhNR'1I'I
ase
Lenacapavir \+ & menc :)Shgaszl’;Vir
\ o
Lenacapavir ‘ + ‘ L’:ST: inj.
ase
3 months
& Lenacapavir ‘ + ‘ F':EL'D
Injectable
J Lenacapavir ‘ + ‘ :>Ns|:l|31
e
6 months
Lenacapavir ‘ i ‘ LNS|:é2
re-
Lenacapavir ‘ + ‘ Eth;\bs
ase

Note: The combinations and dosing regimens shown are investigational and are not approved by any regulatory authority for any use; their safety and efficacy are not established. Merck's

Daily orals

Long-acting
orals &
injectables

Daily orals

2021

lustrative

islatravir is an investigational agent and is not approved by any regulatory authority for any use; its safety and efficacy are not established. 1. Lenacapavir + Islatravir oral combo is expected to

commence in 1H 2023 bNab: broadly neutralising antibody; IND: investigational new drug; INSTI: Integrase strand transfer Inhibitor; LA: long-acting; MTR: multi-tablet regimen; NNRTI: non-nucleoside reverse transcriptase
inhibitor; NRTI: nucleoside reverse transcriptase inhibitor; POC: proof of concept. Gilead. Data on file.

10

100%
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Approaches to integrate long acting ARVs into clinic and programmatic

framework — Areas for research

Major areas Key challenges in Major concerns Potential approaches with future LAls
transitioning to current
LAls
Clinical/ e “pKtail” * Subtherapeutic levels * Use of prodrugs
Pharmacological * Drug interactions (reduced efficacy, * Multiple implants with different dosages
(regimens) * Polypharmacy resistance risk), (“tunneled” /reservoir in style implants,
* Pharmacogenetics * Need of lead in / dose * Biodegradable implants
e Changes in physiologic escalation/adjustments * LA oral formulations (particularly for elderly
status * management of toxicities patients)
* TDM
Acceptability * Injection site pain * Adherence * SC injections, microneedles (microarray patches),
(formulations) * Size/ visibility of implants e« Stigma * Implants (synergies with contraceptives/other
* Management of adverse ¢ Values and preferences of disease treatments - neuropsychiatric disorders),
events HCWs /patients * Nano formulations (low volumes)
* Implementation studies in more diverse settings
Operational  Service/programme SOPs ¢ Inejction supply costs * Use of non-traditional health care models
(logistics for stock, changes fromanoralto < stock/ refrigeration needs,  (pharmacies, minute clinics, community-based
drug application and injectable treatment * HCW training needs, organizations, mobile vans, home visits),
. platform * service visit schedules, * Extension of dose intervals
patient follow up) : ) .
» Cost-effectiveness/ cost waste disposal * Heat stable formulations all components of the
savings (high cost) regimen,

Biosafety measures with needles and syringes



BNAbs and HIV Vaccines

Broadly neutralizing antibodies continue to be a major
focus of vaccine design strategies

Passive
immunization ‘ ‘ ' !
bNADb donors

Active
immunization

Efficacy Trials of VRCO1 Antibody to Prevent HIV acquisition:
The AMP Studies

No overall prevention efficacy in
either trial, but....

Two Randomized Trials of Neutralizing
Antibodies to Prevent HIV-1 Acquisition

P ysw e S—T e
"

Vel end Trmstmant o ey o of P [Py — ot Uy A €

Many passive bNAb immunization prevention
trials in progress, and at CROI

* Novel combinations / cocktails

+ Routes of administration (IV vs subQ, hyaluronidase )

* Adults and infants

* Probing the vaccinal effect (CD8 immunity after bNAb
administration)

+ Exploring Fc effector function in passive immunization

New technologies enabling bNAb development

* While promising initial results have been obtained for initiation of bnAb induction, an efficacious
regimen will require sequential immunizations to drive bnAb potency and breadth.

+ An efficacious HIV vaccine will likely require induction of bnAbs targeting multiple (perhaps 3)
Env epitopes, and this will likely require simultaneous administration of immunogens
targeting the induction of multiple bnAb specificities.



H |V Cu re Newer concepts in HIV persistence and latency

Productive Cell Proliferation Defective vs.
Survival intact virus

Why Do We Need a Cure?

Stigmatization
Criminalization

Persistent

Inflammation @
Economic
Toxi of i . .
burden of o Heterochromatin . Integration sites determine
A the likelihood of a virus being
jourtesy of Nicolas Chomont active or silent'?2

Position Matters: HIV integration sites

o Euchromatin . New techniques determine
If We Cannot Eradicate or Control, O PR integration ste, sequence and
T ’” CS transcription in the same cell
Can We “Block and Lock? O (MIP-seq, PRIP-seq) 34

Inlegl_'ation in gene deserts
O [ ¢ i g e J
a3}, World Health

Jordan et al., EMBO J 2010; 2 Chen et al., Nat Struct Mol Biol 2017; 3 Einkauf et al., J Clin Inv 2019; 4 Yu et al, Nature 2020  Courtesy of Steve Deeks




Advanced HIV Disease (AHD)

Innovations to Keep People Alive
* New single high dose of L-amphotericin induction for Cryptococcal
Meningitis
» Updated guidance for cryptococcal meningitis and leishmaniasis
* WHO expert consultation on severe bacterial infections
 WHO Policy brief on caring for individuals who are seriously unwell

 AHD Research Landscape released on 19 Jan 2024
* Advocating for access to CD4 POC testing due to anticipated global shortfall
* How to better deliver the package
* Use of Azithromycin for severe bacterial infections and AMR
e Other cause of death (fungal infections)

7 ,:'fj‘?@, World Health
RS ‘o2 Organization




WHO guidance on oral PrEP and PEP for HIV

Click to edit Master title style

@ o Pre-exposure prophylaxis (PrEP)

2015. Daily Oral PrEP containing tenofovir as an additional
prevention choice for people at substantial risk of HIV infection

i 2
{22 World Health
L% Organization

I
-
LY

2019. Event-driven PrEP for MSM

CONSOLIDATED GUIDELINES ON

.y 2021. Dapivirine vaginal ring as an additional prevention choice for
TREATMENT, SERVICE

DELIVERY AND MONITORING: women at substantial risk of HIV infection

RECOMMENDATIONS FOR A
PUBLIC HEALTH APPROACH

2022 Event-driven PrEP for ALL men (updated)

2022. Long acting injectable cabotegravir (CAB-LA) as an additional

WHO implementation prevention choice for people at substantial risk of HIV infection
tool for pre-exposure

prophylaxis of
HIV infection

Post-exposure prophylaxis (PEP)

Three ARV drug regimen is preferred (same as 1% line ART)

WHO guidance guidelines in 2024 to look at simplifying delivery
& expanding access to PEP in community settings

7Y, World Health
~ rganization

o



WHO actions for future LA-PrEP Lenacga

#preven tionwi thp!

* Lenacapavir : )
* Results for Purpose 1 (women) Q3 2024; Purpose 2 (men) Q4 2024 el '

e Assuming results are favorable, WHO will consider guidance ,
e WHO preferred
* DPP &\ Characteritic
* Combined TDF/FTC + COC RN  for monoclonal
* No need for guideline since WHO already has guidance on both products HIV prevention
* Generic company currently doing BE study to submit for PQ inclusion
* MK-8527
* Phase 2a
* Oral pill delivered 1x/month
* mAbs
* |n partnership with IVB and IAVI ._ij e
 WHO preferred product characteristics for monoclonal antibodies for HIV prevention ik auwe B

4m In"eCta ble CAB (phase 1) Data introducing our next generation of potential ultra long-acting medicines for HIV: ViiV Healthcare will

° share findings from a phase | study evaluating different formulations of cabotegravir and their potential for dosin
Data to be presented at CROI every four n?onlhs. The ongoing, G}E}en—label, gingle—dos& dose-escalation pha?.se | study in 70 healthy adults ’
" assessed both the 200 mg/mL formulation of cabotegravir in combination with recombinant human hyaluronidase
y’/;;g'le \\} World Health PH20 (rHuPH20), as well as a new formulation of cabotegravir (CAB-ULA) administered by itself." Researchers will
g@lﬁ)@ share safety and pharmacokinetic findings from both ultra long-acting approaches and their potential for future
N 13

) Organization clinical development.



https://www.who.int/publications/i/item/9789240045729

PrEP product pipeline

Prevention Product 2024 2025 2026

n 3 3 |

< |

a3

| a§ | @ Q2 03 | 4 | @1 | Q2 | @3 | 04 | @ Q2
Multiple implementation science projects

Vaginal Dapivirine
Rin monthly
g guidelines Selected Global Fund procurement and programs
Cabotegravir AIOVAlS Multiple implementation science projects b l'gm-cfnm“m i el
olnitalLMiCprice $240ly;,  Opportunitytobuild marketand

n2028-$1708r pltforms ornecties

Ore intramuscular injection o
= (3ml) every 2 months Selected PEPFAR and Global Fund procurement and programs
Long-Actmg guidefines g

Injectables

Possible preduct introduction

—
SIT AF Phase 3: part of PURPOSE 1 reogsusl'at‘gw :
aily . approvals
Oral PrEP _
o et Phase 2a: MK-8527-07 Fo5Sbl GoiNo 6o DeisioforPase 3 n 1 2025
monthiy

Co-formulated T . N P
Dual TDF/FTC and Pilot bioequivalence (BE) study teguatoy . Possible productintroduction
P nti ethinyl estradiol/ B A e N RS TR 2 S PP B O N P S S PNy s s
!'e"e ion levonorgestrel oral
Pill contraceptive pill

daily

Www.avac.org
November 2023




Defining the scope for addressing stigma and discrimination in
health services

Internal WHO External
v HWE v'PLHIV networks
v v KP networks
GER v Implementers
v’ MSD v'"HCW professional
v bodies
MCHA v'"UN partners
v" SRHR including UNAIDS
v Other Partners
v IHS (LSHTM, CDC, BMGF,

* Note: Have expanded this informal working group
to other key stakeholders since March 2023

g’@ World Health
&9/ Organization



Technical Brief

Community and
Expert Feedback

Despite 40 years of
research on S&D, still
have difficulty
changing views and
perceptions

e Research into social

& behavioral change
to address S&D is still
needed

g’@ World Health

W&®YY Organization

Most important ways to address HIV-
related stigma and discrimination

Amplify examples of good practice

Provide training tools and curricula to
enhance medical education

P Support attention to stigma and
discrimination in community led monitoring

ﬂ Provide job aid(s) and practical resources for
a clinical setting

How research / brief should be
used

@ Guide national health policies

Inform clinical policies and standard
operating procedures

Review and update in-service training for
healthcare professionals

|—T—| Review and inform workplace policies
- and practices




Hepatitis B — Research Agenda

Surveillance for HCC

Monitoring Q

Use of non-invasive tests
% Who to treat
Simplified service delivery RESEARCH @ First-line antiviral regimens
AGENDA -

Delta testing: Ve HBV @ Use of antiviral prophylaxis
Who to test and how to test ./ Y% for PMTCT

i

Treatment of adolescents and
children

Reflex HBV DNA testing

/75N World Health Point-of-care HBV DNA
g7, World Healt :
y{g@ Organization testing

==



Global STI strategy challenges and new innovations

* Many challenges in reaching STI Strategy targets -

* While efforts are redoubled to improve scale-up of
existing interventions...

Eliminatin Supporting
Combating g . . Decreasing health of
.. . adverse Reducing HIV  Preventing .
antimicrobial o burden of population
. neonatal transmission cancer . -
resistance infertility esp. young
outcomes
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Global health sector
strategies on, respectively,
HIV, viral hepatitis and
sexually transmitted
infections 2022-2030

* ...the Strategy also calls for new innovations that
might enhance existing efforts or address specific gaps
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WHO global STl research prioritization

Aim: Developing a set of STl research priorities to guide
future funding and focus for the most critical research:

v’ to address gaps in STI prevention, management, control

v’ to inform STI guidelines, programmes, and policies

Proposal of STI Scoring of STI

Consolidation of

research areas research areas Analysis and Incorporation of

STl research areas

SURVEY 1 SURVEY 2

ranking final input

Sept-Oct 2022 Nov 2022-Jan 2023 Apr-May 2023 Jun-Jul 2023 Jul-Oct 2023
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The top global STI research priorities areas by research domain
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* Low-cost, rapid STl point- | | * Multipurpose prevention | | * Therapies for AMR * Prevalence and
of-care tests technologies for STls & Ng infection incidence of infection
- Ng and Ct infection pregnancy +/- HIV - Syphilis
- Active vs past syphilis o . * Alternatives to - Ng and Ct
- AMR for Ng and Mg va'ccmefs benzathine
- Ng infection - s .
_HSV infection penicillin for syphilis | ' * STI healthcare-seeking
* Implementation science . behavior
on STI testing -iyphfllls , * STl partner
- Syphilis screening _Ctintection management * Epidemiology of AMR
- Ng, Ct, Tv screening « Communication strategies & treatment failures
- STl symptqms _ strategies to increase STI
- Self-sampling/testing AWareness * Management * Burden of disease
options: congenital outcomes due to STls

* Multiplex platforms for * STl screening and adverse and other syphilis - Ng/Ct, e.g. infertility
testing STl syndromes pregnancy outcomes complications - Syphilis outcomes



In Summary: Most urgent research priorities for WHO
HIV:

1. Long acting antiretrovirals: assessing the strategic use for prevention and treatment —
whether injectable or oral; assure ART pipeline

2. Advanced HIV disease: assessment of the research and development pipeline

3. Broadly neutralising antibodies (bNAbs): Possible role in treatment and prevention,
and in particular in Post-Natal Prophylaxis

4. HIV Vaccine & Cure research: Horizon scanning & assessment of LMIC readiness

5. Cohort monitoring: HIV observational cohorts (notably https://www.iedea.org/ ) to
assess clinical challenges in the HIV response, toxicity

6. Implementation Science: science of service delivery for HIV & NCD / momorbidity
integration, Sustainability & Stigma & Discrimination; how to scale paediatric case
finding and treatment
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https://www.iedea.org/

In Summary: Most urgent research priorities for WHO
Hepatitis B, C and D:

1. Evidence of HCV treatment in pregnancy and children 3 years and above ; PMTCT

2. HCV Prevention: R&D pipeline for Hepatitis C vaccines (mRNA vaccines, nanoparticle-based delivery of
HCV immunization etc.)

3. Improved technologies for case finding and diagnosis: HCV self-testing and integrated viral hepatitis
diagnostics platforms. R&D of novel HBV biomarkers such as hepatitis B core-related antigen (HBcrAg)
& HCV core antigen as a rapid diagnostics technology.

a. Innovative therapeutics: R&D long-acting therapies for hepatitis B and C and Hepatitis-B cure to
promote elimination of viral hepatitis as a public health threat

5. Hepatitis Delta: Assessment of the research and development pipeline of improved testing and
diagnostics option (including and RDT for HDV serology) and the emerging treatment options

6. Timely birth dose vaccine of HBV: implementation research & optimized formulations (including
without controlled temperature chain)

7. Biomarker surveys for hepatitis B and C as part of Country HIV impact assessment
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In Summary: Most urgent research priorities for WHO

STI:

1. R&D of new gonorrhoea treatment (End to End - development, clinical trials and early
introduction) Developed target product profile (TTP) for new gonorrhoea treatment,
inputs in the Phase 3 clinical trial for Zoliflodacin as well as modeling and prevalence surveys
on positioning zoliflodacin; future work (proposal to EU) on increasing access to zoliflodacin
and antibiotic stewardship and monitoring patterns of AMR resistance to ceftriaxone and
when to use zoliflodacin

2. STl diagnostics and new POCT for STIs — development of target product profile for POCT ;
landscape analysis of STI diagnosis; facilitate development of new POCT for gonorrhoea to
support antibiotic stewardship; inputs in accessing the diagnostic accuracy of new POCT for
gonorrhoea; modeling and surveys to access how to position new POCT in gonorrhoeae and
chlamydial infections

3. STl vaccine — PCC for gonorrhoea and HSV; work with SRH, NIH and IVB to support vaccine
development.

4. Prevalence surveys in STIs and STI estimations
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https://cdn.who.int/media/docs/default-source/hq-hiv-hepatitis-and-stis-library/stis/target-product-profile-for-improved-antimicrobial-stewardship-for-gonorrhoea.pdf?sfvrsn=1b625cc4_7
https://www.who.int/publications/i/item/9789240077102
https://www.who.int/publications/i/item/9789240039827
https://www.who.int/publications/i/item/9789241515580




