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The international Unity study for antivirals
against mpoxis ablueprint for future epidemics

M Check for updates

n2022,theworldexperienced anunprece-

dented outbreak of mpox (formerly called

monkeypox). Most cases were reported

among gay, bisexual and other men who

have sexwithmenin Europe, the USA and
Latin America'”. At the time of writing, the
epidemic is under control in most countries
where mpox was not previously endemic.
Nevertheless, the disease remains endemicin
Africa, and the potential for its re-emergence
outside endemic Africa exists.

Current treatments for mpox were
approvedin Europe and USA based on animal
efficacy and safety studies along with human
pharmacokinetics and safety studies. How-
ever, these treatments have yet to be tested for
efficacy in randomized clinical trials (RCTs).
The 2022 global spread of this disease, which
was previously neglected and restricted to few
countries in Africa, is a wake-up call for inter-
national collaboration to confirm the efficacy
of therapeutics for mpox through RCTs.

The need forinternational collaboration to
provideinformationon the efficacy and safety
of drug treatments for mpox was affirmed fol-
lowing a World Health Organization (WHO)
meeting last year of mpox experts, who
emphasized the potential of well-coordinated
international collaborations to enable timely
and robust evidence generation with a wide
applicability®.

WHO-supported international consulta-
tions among mpox experts organized in July
2022ledto the development ofaglobal, inclu-
sive core protocol for mpox-focused RCTs’.
This protocol was derived from the PALMOO7
(NCT05559099) RCT protocol for the evalu-
ation of treatments for human mpox in the
Democratic Republic of Congo. The core pro-
tocolwasdeveloped toimproverobustnessin
clinical efficacy assessment through the use of
comparable endpoints.

The Unity study was based on the WHO
core protocol (NCT05597735). Unity is a
phase 3, multi-country, randomized, placebo-
controlled, double-blinded clinical trial to
assess the efficacy and safety of the antivi-
ral tecovirimat (TPOXX, SIGA Technologies)
in adults and adolescents with mpox. The
primary objective is to assess clinical

efficacy, defined as the time to resolution of
allvisible lesions. Unity is conceived as a plat-
formtrial, enabling the evaluation of new ther-
apeutic candidates as they become available.
In March 2023, Unity initiated recruitmentin
the first two co-sponsor countries: Switzer-
land and Brazil.

Theinnovative feature of Unityisits govern-
ance model, which promotes inclusiveness
andinternational collaboration. Each partici-
pating country or region sponsors and seeks
funding for the study implemented in its ter-
ritories, but all work together under global
governance. A Trial Steering Committee and
a Trial Coordination Team jointly oversee
scientific and operational implementation.
Importantly, a shared Data and Safety Moni-
toring Board analyzes data from all partici-
pating countries, which are integrated in a
common database hosted at the Oslo Univer-
sity Hospital. Working groups are set up to
collaboratively address matters such as data
management and statistics, data sharing,
pharmacovigilance and community engage-
ment. All committees have an international
component, and all co-sponsors are repre-
sented in the Trial Steering Committee. This
study model supports the participation of
countries that might lack resources or suf-
ficient disease cases to individually produce
conclusive evidence, while guaranteeing
in-country data ownership and encourag-
ing international collaboration to promptly
obtainrobustresults.

Tofurtherreinforce international coopera-
tion, Unity shares the Data and Safety Moni-
toring Board with two other clinical trials
of tecovirimat against mpox, the European
study EPOXI (European monkeyPOX rand-
omlzed clinical trial), led by the European
Clinical Research Alliance for Infectious Dis-
eases (ECRAID), and the African study MOSA
(MpOx Study Africa), led by the Pandemic pre-
paredness platform for health and emerging
infections response (PANTHER). EPOXI and
MOSA arerepresented in the Unity Trial Steer-
ing Committee and Trial Coordination Team.
Like Unity, these studies were designed based
on the WHO core protocol, sharing the same
intervention and primary endpoint’. This sets

theground for datasharing between the trials,
strengthening the value of data produced by
each study. Furthermore, the collaborative
nature of the study paves the way for potential
data-based meta-analyses with other tecoviri-
mattrials launched in 2022.

Unity has recently been accepted for fund-
ingby the European Commissionto supportits
global coordination, as part of the framework
of the MPX-RESPONSE project (101115188),
led by ANRS|Emerging Infectious Diseases
atInsermin France. However, two important
barriers in setting up such studies should be
urgently addressed by the international com-
munity. First, European Commission fund-
ingmostly targets European countries, which
hinders global collaboration. Funding for
low- and middle-income countries should be
promoted by international funding organiza-
tions and should be made available soon after
anepidemicstarts. Second, the time taken for
regulatory procedures and authorizations are
not well adapted to an emergency context,
which hampers the prompt launch of clinical
studies. Because of these delays, opportuni-
ties to rapidly gather data during the peak of
a health crisis are missed, delaying potential
benefits for patients. Upfront discussion with
ethics committees and regulatory authori-
ties should be planned as part of pandemic
preparedness roadmaps to allow rapid clinical
trial initiation.

In conclusion, Unity has the ambition to
establishaninnovative inclusive international
framework and a model for platform trials
that allow prompt and efficient evaluation
of therapeutic candidates against mpox and
other future infectious threats.
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