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PZQ and beyond




How we tackle Schistosomiasis

Our goal: Elimination of schistosomiasis as a public health
problem through an integrated approach

Begin of the donation program in Committed annual donation

partnership with WHO

PZQ tablets provided since the
beginning of the program

African countries supplied

Treatments of school-aged children
enabled

R&D projects for innovative R&D partnerships
products and technologies




Stakeholder Landscape for PZQ Supply Chain

Monitoring & Evaluation Framework

Implementers

Last mile distribution

Coordination of
demand and supply -

Overall responsibility

Production and . Funders for implementation
supply/logistics into cfrrélzcrzsffonni ggzmw:s . and all aspects of
countries via WHO ~ Provide supply chain

implementation management

funding to countries
and implementers.
Support supply chain
management

First mile Last mile

MERRUK
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Supplied PZQ to 47 African countries



Reduction of PZQ at risk of expiry during 2022

PZQ PROGRESS REPORT -93% DISTRIBUTED PZQ

232,687,000

250,000,000
m Stock status June 2023

Stock status Jan. 2023

200,000,000 Total PZQ with 2022 expiry date

150,000,000

34,674,113

100,000,000

50,000,000 15,608,710
]

0




Elimination of Schistosomiasis - our integrated approach

Health Education S I T PZQ Program

» Health education and WASH to enact behavior change » Provision of 250 million tablets per year in partnership with

World Health Organization (WHO)
» Optimized formulation with extended shelf-life and improved taste

Water, Sanitation & o' %28 ;, Donation

Hygiene Tailored Programs o~ WASH &
e Health
» Development of water technologies to strengthen — Education

health systems and decrease exposure of

populations to parasites Advocacy 4 Global Schistosomiasis Alliance
Our & Capacity j

Approach to Building » Advocate and accelerate progress in elimination

Schistosomiasis

Diagnostics Elimination
& Co-
Infections

Diagnostic Tools

» Development of schistosomiasis circulating anodic

antigens (CAA) Rapid Diagnostic Test ; Women'’s -
» Development of a soil transmitted helminth & Health g Ly § Female Genital Schistosomiasis (FGS)
schistosomiasis Artificial Intelligence-based /
Kato Katz diagnostics New i » Creating awareness and improving local skills

Treatments » Identifying optimal treatment approaches

Drug Discovery \ Pediatric Praziquantel Formulation

» Bringing a new drug candidate to support » Development and launch of a new Oral Dispersible Tablet for children below 6 years

breaking transmission goals i » Enhancing local skills and infrastructure for clinical development & manufacturing

» Uniting efforts for Innovation, Access & Delivery

MERRCK



PZQ across
all age groups




Merck PZQ Portfolio

Target
population

Population at
risk of SCH

Treatment
mechanism

Access model

Quantities
available/annum

Packaging

Cesol 600

School aged children
(SACs >5 years) and
Adults

Around 220 million

Mass Drug Administration
(MDA)

Donation + New Access
Models

Up to 250 million (2023)

1000 tablets per bottle

Cesol 600
Improved
formulation

School aged children(SAC)
and Adults

Around 220 million

Mass Drug Administration
(MDA)

Donation + sustainable
access where feasible

Up to 250 million
(as of 2025 onwards)

500 tablets per bottle

Arpraziquantel

Pre-school aged children
(Pre-SAC: 0-5 years old)

50 million (0-5 years old),
including 26 million (2-5
years old) as first
targeted pop.

Mass Drug Administration
(MDA) for 2-5 years old

Sustainable procurement
based model

10 million at launch
Scaling up to potentially
60 million

150 tablets per bottle

RTK



Merck aims to address needs of all targeted populations plus
upcoming challenges

Preschool-Aged School-Aged

Children
(PSAC)

Children (SAC)

Adult worms Pediatric Praziquantel Praziquantel (New formulation) Praziquantel (New formulation)
arPZQ-150 mg Cesol 600mg Cesol 600mg

Addressing transmission blocking & Resistance

Adult & juvenile M4339 - new anti-schistosomiasis preclinical drug candidate
worms

MERRUK



PZQ - how much is
enough




Impact of new WHO Guideline

@ Impact on PZQ demand: "Some 236.6 million people
required PC in 2019” - translates into a total of around
650 MT of PZQ - reality checks pending.

Q Impact on rPZQ demand: potentially considerable -
reality checks pending.

c Impact on diagnostics development: guideline clearly
requires new diagnostic tools (low transmission areas,
evaluation of interruption of transmission).

@ Impact on countries: some countries will stick to it,
others will (have already) develop(ed) their own
approach.

Q Impact on implementers: health facilities are expected
to take up treatment role - funding?



Criteria for adult treatment

1. Epidemiological/Elimination Pathways

— In accordance with the new treatment guidelines

2. Settings in which elimination is a feasible target
— Prevalence in school aged children is <10% but prevalence in adults remains high (>10%) or,
— Prevalence in children has stagnated over the last 3 years — requiring adult treatments to interrupt the cycle of transmission and,
— On an elimination pathway where adults remain reservoirs — requires quantification of the prevalence of SCH in adults and,

— Precision mapping conducted to identify treatment foci needed — with a focus on prevalence in adult populations.
3. Policy
4. Prevention Strategy as part of the elimination strategy

5. Financial and Resource availability

— Integration adult treatment platformsCountry has financial commitment (either locally or via funder) to fund the implementation of treatments for
the year drugs are requested for.

— Country has defined effective adult treatment plans within their implementation strategies.

— Monitoring and evaluation resources allocated

6. Monitoring and Evaluation

MERRUK



Criteria for adult treatment

Additional Information on use of PZQ in adults

Total quantity per annum limited to 50 million tablets maximum

Tablets allocated for SACs treatments are to be used for SACs treatments only. Any remaining tablets should be counted towards

the number of tablets available to SAC or Adults for the following treatment round.

Staggering treatment rounds between SACs and adults may allow for additional tablets to be used for adults or SACs (leftovers

from previous round)

Countries to optimise use of tablets to prevent expiry of tablets.

MERRUK



PZQ - the new frontier:
Sustainable access to
NTD medicines



Moving from donation to sustainable investment

Social e treat up to 100M school children p/a. We are moving to an integrated investment strategy and actively mobilize local ecosystems t
impact eliminate schistosomiasis in endemic African countries by 2030

Innovative solutions Cross-sector engagement /“Sustainable\
« Evolving from donation of 250M PZQ tablets p.a. to * Partnering with all relevant international Acces_s Fo NID
sustainable investment into a systems-level solution stakeholders on schisto to accelerate elimination. Medicines
package - Achieving higher and measurable efficiency and ¢ Introduction
* Treating the full age-range of schisto patients in impacting effectiveness with partners. °_f .
Role & order to move to elimination: ‘ - differentiated
activities _ : * Moving to local systems engagement with co- pricing, from
- Extension to adult treatment owned elimination partnership plans, working cost-free to
- Op;!m'z_e?: formlula)tlon (in %g%g) with African countries on elimination that are cost-price, to
- [PefiErs ormulEien ([ ) conducive to collective action. low profit
* Introducing a comprehensive PZQ M&E Framework and re-
for countries investment in
- Developing digital tools to improve the first and last NTDs
mile of our PZQ supply chain \
Increasing the program’s effectiveness for elimination, and its sustainability SN—"" >
Tangible business value/sustainable investment
* Aiming at higher leverage of co-funders, cost-coverage
Value to _ o o : contribution from, e.g. sale of NTD meds to selected
pharma | ° Main area of visibility & recognition, hence a commitmen stakeholders and differentiated adult tablet pricing model

P to upkeep program and show progress given Merck's giving history .

ership for new co-funded partnership models
» Improve effectiveness and impact.

(In)tangible value from social investment

MERRCK






Conclusions

« Merck continues to be
committed to provide PZQ
across all age-groups

 Real total need of PZQ not
clear. 250 Mt p/a could be
enough if we can move to
“precision treatment”

Maximising the impact _
of available PZQ « Sustainable access to PZQ

will include a variety of
access models - one size
will not fit all

- Availability of PZQ is only
one side of the equation -
implementation funding
the other

« Countries need to adapt to
the realities of current PZQ
supplies - JAP, JRSM needs
to be based on real data not
guesstimates

 We need to manage
unrealistic expectations that
PZQ requirements as
defined by the treatment
guidelines can be met

(
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