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Interventions to prevent
pathogen spilloverand -
curb early disease spread
among domestic animals
and humans:

A summary of analysis prepared by the
Coalition to Prevent Pandemics at the Source

BACKGROUND

Global failure to address the deeper causes

of infectious disease emergence

Most emerging infectious diseases in humans are zoonotic,
meaning that they originate in animals, particularly wildlife,
and then spill over into humans. Examples of infectious
diseases with zoonotic origins include HIV and SARS.(], 2)
While the origins of the COVID-19 pandemic are still being
investigated, most scientists accept that SARS-CoV-2, the
causative virus of COVID-19, emerged in humans through
spillover from an infected animal.(3, 4) Spillover will be the
most likely cause of the next pandemic.

The increasing frequency of spillover events is due to three
underlying drivers: land use changes, poor biosecurity in
animal husbandry, and wildlife markets and trade.(5, 6)
The ecological disruption that occurs when humans convert
land areas with functioning and biodiverse ecosystems

for activities such as agriculture or to create urbanized
centers often results in increased contact between
people, domestic animals, and wildlife, thereby providing
opportunities for pathogen spillover.(7) Of all ecosystem
types, the clearing and degradation of tropical forests
generally carries the highest risk of spillover.(8)

Spillover events resulting in outbreaks, epidemics, and
pandemics will continue to occur at an accelerating
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pace in the future if these drivers are left unaddressed.

(9) unfortunately, spillover prevention has been largely
sidelined as the world attempts to “build back better”

from COVID-19.(10) Instead, most of the discourse, often
couched as prevention, has focused on post-spillover
interventions such as health system strengthening and
vaccine development.(11, 12) Such interventions are essential
but insufficient to safeguard the world against pandemics
because emerging pathogens often have characteristics
that defy public health and clinical wisdom thus rendering
conventional interventions ineffective, even when outbreaks
are identified early. Furthermore, we cannot assume that

we will have a timely and effective vaccine for every

future Disease X given the challenges of pharmaceutical
development and the possibility for viral mutations that
could dampen vaccine efficacy. Finally, as we have seen
with COVID-19, the population-level effectiveness of vaccines
even when available is hampered by the rampant spread of
misinformation and inequitable access.

All of this underscores the need to combine pre-spillover

and post-spillover interventions to minimize the risk of future
outbreaks, epidemics, and pandemics. Incorporating pre-spillover
interventions will have massive return on investment.(13, 14)

<, PREVENTING
# PANDEMICS

Nl# AT THE SOURCE

Contact in Blue Zone, COP 26, Glasgow — Dr Nigel Sizer, Tel: +1-240-507-3452



INTERVENTIONS THAT CAN REDUCE
THE RISK OF FUTURE PANDEMICS

We must urgently scale up interventions to
prevent pathogen spillover and curb early
disease spread among domestic animals and
humans. The following interventions, under five
categories, have been deemed most important
based on expert opinion of leading scientists
and practitioners of public health, medicine,
and wildlife and tropical ecology:

1 Stopping deforestation

Stopping deforestation addresses a root cause of spillover and should be applied in areas with relatively intact tropical
forests. Unfortunately, tropical forest conservation is severely underfunded. For example, nature-based solutions such

as tropical forests represent 30% of global action needed to stabilize climate, yet only receive 3% of global climate
funding.(15) Climate benefit aside, the importance of this intervention to reduce the risk of future pandemics cannot be
overstated. Three major approaches can be used to reduce deforestation: a) integrated policy approaches, b) payment
for ecosystem services (PES), and ¢) community-based project approaches. Integrated policy approaches aim to
remove incentives for deforestation alongside improved enforcement of existing environmental laws, including respect
for Indigenous Peoples and their lands. The tremendous success of this approach was shown in Brazil from 2004-2012.
(18) PES involves providing land stewards with cash incentives for maintaining or increasing forest cover on their lands.
Community-based projects such as Health In Harmony's efforts in Indonesian Borneo have also effectively and affordably
addressed forest degradation through use of on-the-ground service delivery to forest communities.(17)

2 Reducing human-wildlife contact in spillover hotspots

Reducing human-wildlife contact should be applied where land conversion is already in process and widespread, leaving
in its wake a spillover hotspot. Many communities in spillover hotspots lack access to high-quality healthcare, sustainable
livelihoods, food security, and education. Reducing human-wildlife contact in these areas will be best achieved through
supporting communities in securing essential services so that they do not rely on activities that put them in contact with
wildlife (e.g, logging, commercial wildlife trade). This requires engaging communities and listening to and investing in their
intersectional solutions. This approach has been successfully implemented in Indonesia, Madagascar, and Brazil.(17)

3 Improving biosecurity in animal husbandry

Interventions to improve biosecurity (the set of measures designed to reduce the risk of introduction, establishment, and
spread of infectious disease) in animal husbandry include structural measures (e.g., physical enclosures to separate
domestic animals from each other and from wildlife) and operational measures (e.g, quarantining new animals, providing
safe food and water).(18) Significant improvement in animal husbandry biosecurity deficiencies could be achieved through
investment in public and private animal health services along with better engagement of animal caretakers and owners

in identifying and addressing animal illnesses of public health concern.(19) Controlling vaccine-preventable diseases in
domestic animals must also be prioritized. This provides a direct benefit to the animals through reduced morbidity and
mortality from the disease targeted by the vaccine, and an additional benefit of reducing spread of emerging infectious
diseases for which there are no vaccines. All too often in settings where vaccine-preventable diseases of domestic animals
are prevalent, there are delays in the diagnosis of emerging infectious diseases with similar clinical presentations.
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4 Shutting down or regulating wildlife markets
and trade that pose public health risks

Wildlife markets and trade, both legal and illegal, involve conditions that present a high risk for
the emergence, amplification, and transmission of zoonotic pathogens.(6) Wildlife consumption
is driven by demand for animals as food, pets, skins, traditional medicines, and display, and
each poses a degree of risk, with the highest from commercial use of live and freshly butchered
animals. Addressing aspects of wildlife markets and trade that lead to pathogen spillover will
require investments in four areas:

Implementing policy restrictions Offering alternative livelihoods for
on legal commercial wildlife ® those who currently depend on
markets and trade that lead to = wildlife markets and trade for their
spillover income

Implementing campaigns to reduce
Enhancing legislation and Q the consumption of wild birds and
law enforcement to address |j:|:|j mammals, applying best practices
wildlife markets and trade in behavioral science, psychology,

economics, and social marketing

5 Enhancing surveillance at interfaces between
humans, domestic animals, and wildlife

Surveillance refers to the range of active and passive ongoing data collection systems that
monitor temporal changes in microbial abundance in a population; the presence, frequency

and severity of disease in those infected by these microbes; and evolution of these microbes

as they circulate in their natural reservoir and in new hosts, whether animal or human.(20)

Such surveillance systems are key to program implementation, evaluation, and research for
prevention of outbreaks, epidemics, and pandemics. Integrated surveillance of humans, domestic
animals, and wildlife is part of a One Health framework.(21) Most surveillance systems today do
not integrate all three. While such integration requires additional resources, it offers the most
informative and comprehensive view of potential outbreaks, epidemics, and pandemics.

COST-EFFECTIVENESS OF IMPLEMENTING
THESE INTERVENTIONS

The estimated cost of implementing these solutions is US$10
billion per year globally, which carries massive return on
investment compared to the millions of lives and trillions

of dollars lost from pandemics such as COVID-19.(13, 14)
Despite their cost-effectiveness, the interventions described
here continue to be excluded from plans to reform pandemic
prevention, preparedness, and response.(10)
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U.S. WILDLIFE AND HEALTH

ALLIANCE

COVID-19, the disease caused by a novel coronavirus of zoonotic origin, has
wreaked havoc on the global community. The social and economic impacts of the
current pandemic crisis will be felt far into the future, and life for many will not be
the same. In the United States, we have seen this illness strike unrelentingly the
most vulnerable members of our society. This includes those with underlying
chronic health conditions such as Type 2 Diabetes, cardiovascular disease, and
autoimmune disorders in communities that have less access to healthcare services.
Even as policy makers respond to the daily needs of people affected by the virus,
and facilitate efforts to find a cure, we must also look ahead, to reduce the chances

of another pandemic caused by a zoonotic spillover event.

The undersigned organizations and individuals urge leaders around the world to
move swiftly to protect us all against future pandemics and diseases of wild animal
origin. We suggest that the following principles guide what must be a sustained and

coordinated effort:



e While the novel coronavirus that causes COVID-19 originated in wildlifel"}, the
proximate cause of the current pandemic was human behavior: our exploitation
of wildlife, among other things, may have created the opportunity for a novel
virus to jump from wildlife to human beings. That virus has spread from person to

person, and around the world.

The risk for zoonotic illness to spill over into the human population can be created

by human interactions with wildlife, including:

o Operating live wildlife markets!?;

» Consuming wildlife, wildlife parts, or wildlife products, and preparing wildlife for
consumption;

o Keeping wild animals as pets;

» Handling wild animals in commercial trade; and

 Destroying wildlife habitat.

e These activities not only lead to direct interactions between humans and wild
animals, they also create conditions that make disease transmission more likely
because:

o Animals that are stressedl®! from the process of capture, transport, habitat
destruction, or food insecurity are more likely to shed viruses in a way that
can lead to spillovert];

» Bringing different species into closer contact with one another at live wildlife
markets, or through other means, including habitat encroachment, can allow
viruses to jump from one species to another, including humans!®}; and

» Reducing biodiversity and the destruction of or encroachment into wildlife

habitats, particularly in tropical forests, can increase the likelihood of diseases



spilling over into human populations!¢l.

 To prevent wildlife-borne zoonotic disease spread to humans and reduce the risk

of future zoonotic pandemics, initiatives should focus on:

Reducing consumer demand for wildlife for consumption and as pets;
Reducing commercial trade in wildlife;

Eliminating wildlife trafficking;

Increasing funding for implementation and enforcement of wildlife
protection laws in the United States and for international collaborations to
protect wildlife;

Closing live wildlife markets;

Protecting wildlife in wild habitats;

Protecting and connecting wild habitats so biodiversity can thrive;
Significantly increasing support for conservation programs, both domestically
and internationally;

Incorporating a One Health!”! approach into conservation and public health
policies;

Establishing and supporting longitudinal interdisciplinary global research
programs to understand and track wildlife biomes and related human health
factors; and

Addressing poverty and associated problems, including food and resource
insecurity, that contribute to habitat destruction, wildlife exploitation, and

biodiversity loss.

[1] In this document, the term “wildlife” refers to wild animals, regardless of whether

they are captured from the wild or bred in captivity.



[2] Live wildlife markets often involve the commingling of wildlife acquired from
wild habitats with other live animals, including those species traditionally labeled as
livestock, which are also vulnerable to zoonotic infections. This coalition is focused
on wildlife, which includes exotic species that might be farmed, sold, and consumed

in these markets.

[3] Wildlife that is sold in live animal markets is acquired through the destruction of
wild habitats or through the captive breeding of exotic species. The process of
chase, capture, and transport from the wild to markets where wildlife are often held
in cramped cages and slaughtered amidst conspecifics and consumers causes stress
to animals, is arguably inhumane, and can increase susceptibility to pathogens. See
for example: Hing et al. (2016)
https://researchrepository.murdoch.edu.au/id/eprint/30933/1/relationship-
between-physiological-stress-and-wildlife-disease.pdf and Plowright et al. (2008)
https://royalsocietypublishing.org/doi/full/10.1098/rspb.2007.1260

[4,5,6] National Research Council (US) Committee on Achieving Sustainable Global
Capacity for Surveillance and Response to Emerging Diseases of Zoonotic Origin;
Keusch GT, Pappaioanou M, Gonzalez MC, et al., editors. Sustaining Global
Surveillance and Response to Emerging Zoonotic Diseases. Washington (DC):
National Academies Press (US); 2009. 3, Drivers of Zoonotic Diseases. Available
from: https://www.ncbi.nlm.nih.gov/books/NBK215318/.

[7] One Health is a collaborative, multi-sectoral, and transdisciplinary approach—
working at the local, regional, national, and global levels—with the goal of achieving

optimal health outcomes by recognizing the interconnection between people,



animals, plants, and their shared environment. More information is available at

https://www.cdc.gov/onehealth/index.html.
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SUBJECT: A United States-Led Plan to Prevent Future Pandemics at the Source

DATE: April 2021

TO: Biden-Harris Administration Officials

FROM: Coalition to Prevent Pandemics at the Source (in alphabetical order: Conservation International; Dalberg
Catalyst; EcoHealth Alliance; Health In Harmony; Rainforest Alliance; Right to Health (R2H) Action; The Nature
Conservancy; Wildlife Conservation Society; World Resources Institute; World Wildlife Fund)

With the rate of zoonotic disease outbreaks rapidly increasing, it is clear that the next million-death pandemic is
more likely to happen in the next decade than in the next century. Investing in early detection and containment
is critical, but it is not enough. Our organizations are deeply concerned that there is far too little action and
investment to prevent the spillover of pathogens from animals to humans - leaving us vulnerable to further
devastating pandemics.

The Biden Administration is already taking important steps to ramp up pre-spillover surveillance and pathogen
monitoring pursuant to National Security Directive 1 (NSD-1) on strengthening international COVID-19 response,
global health security and biological preparedness. We welcome in particular the support in NSD-1 for new
multilateral and bilateral efforts on pandemic preparedness and response, including prevention, as well as the
strengthening of existing programs such as USAID’s pathogen-tracking PREDICT and STOP Spillover programs, in
addition to the planned DEEP VZN program focused on discovering and stopping emerging pathogens. We also
applaud the Administration’s commitment to provide assistance in implementing the Priority Action
recommendations of WHO-led Joint External Evaluations, which helps countries identify the most critical gaps
within their human and animal health systems in order to prioritize opportunities for enhanced preparedness
and response; this will be hugely helpful to containment efforts.

Despite these measures, we must do much more to forestall the next COVID-19 at the source. Taking a One
Health approach — which works to achieve optimal health outcomes by recognizing the interconnection between
people, animals, plants, and their shared environment — greatly reduces spillover risk. This approach, already
recognized by the Biden Administration, is the basis for all of the recommendations highlighted below. Our
coalition recommends that the United States act in four key areas where we believe needed solutions are clear,
proven, and cost-effective:

1. Incorporate prevention at the source as a major component of the U.S. government’s COVID-19 ‘build
back better’ efforts. Right now, efforts to prevent pandemics at the source are largely missing from our plan
of action.! Instead, we are focusing nearly all of our efforts on health systems preparedness and
containment - both of which come into play only after an outbreak has occurred. This is an imprudent
approach. We must supplement these efforts with significantly increased investments in preventing spillover
in the first place to lessen the chance of another global pandemic. Particularly as we witness how quickly
viruses like COVID-19 can mutate, potentially making vaccines less effective, stopping spillover should
become a top priority. The United States should:

a) Make prevention at the source a key part of the Global Health Security agenda. We can show
leadership by ensuring the global response to COVID-19 goes far beyond efforts to improve
containment.

b) Support high-risk partner countries to develop One Health systems with financial and technical
assistance. As we make prevention at the source an integral part of our own agenda, we should work

L Carlin, Ellen et al. Building Resilience to Biothreats. EcoHealth Alliance & World Bank, 2019. Link: https://www.ecohealthalliance.org/wp-
content/uploads/2019/04/Building-Resilience-to-Biothreats.pdf

1
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with other countries, particularly those where spillover is most likely to occur, to enhance existing One
Health programs in wildlife, deforestation, and agricultural practices. This will help to elevate the
importance of prevention at the source worldwide.

2. Shut down commercial wildlife trade that risks contributing to zoonotic spillover events, depending on the
local context, geography, and nature of wildlife markets. This will require taking action at every stage, from
production to consumption. The United States should:

a) Work to end or stringently regulate commercial wildlife farming, particularly mammals and birds, to
reduce the risk of spillover.

b) Promote measures to prevent commercial trade in live wildlife and raw or unprocessed wildlife parts
and derivatives that risk contributing to zoonotic spillover events. Introduce effective monitoring
mechanisms for supply chains, markets, and restaurants to ensure wildlife that risks contributing to
zoonotic spillover events are not transported and sold.

c) Assist and incentivize countries in adopting, implementing, and enforcing legislation and/or regulations
to close commercial markets for live and freshly butchered wild birds or mammals for human
consumption, that risk contributing to zoonotic spillover.

d) Expand efforts to change consumer behavior to reduce demand for wildlife and wildlife products that
risk contributing to zoonotic spillover events, including in the United States.

3. Engage with key tropical forest nations to reduce the drivers of deforestation, forest degradation, and
forest fragmentation through diplomacy, aid, and trade as a crucial public health priority. The fate of
tropical forests is linked to human health for many reasons, not least of which is that many of their diverse
wildlife species act as reservoirs for hundreds of thousands of zoonotic viruses. Deforestation and other
degradation of remaining tropical forests increases human-wildlife contact, creating significant spillover risk.
Efforts to end deforestation also serve Administration priorities for combating climate change and
conserving nature, as articulated in the President’s January 27" Executive Order on Tackling the Climate
Crisis at Home and Abroad. To serve the linked goals of reducing pandemic risk and tackling the climate
crisis, the United States should:

a) Fund improved community health, forest management and safety of livestock production, in tropical
landscapes at high risk of zoonotic disease spillover (emerging infectious disease [EID] hotspots). This
means implementing integrated health, forest, and farm landscape management efforts in the 10% of
tropical areas that houses 60% of the spillover risk and lies within about 30 tropical countries. It involves
establishing community health clinics and alternative livelihood training programs for rainforest
communities, improving forest management, and sharing best practices on biosecurity for improved
veterinary and sanitary practices in livestock production.?

b) Develop and enforce demand-side policies and regulations to prevent import of commodities that
drive deforestation and forest degradation. The U.S. can send a powerful signal to its trading partners
by taking action to restrict the import of agricultural commodities produced on deforested land, often in
violation of the law, that are key drivers of tropical deforestation and degradation. The U.S. has already
done this with respect to illegally harvested timber through the Lacey Act amendments of 2008 (and

2 Our Coalition would be glad to provide examples of NGOs that have used an integrated One Health model to improve health through forest conservation
in specific geographies, which could be used as examples for further education and capacity-building. One such model, guided by community-led design,
invested $5.2 million over 10 years in a medical center and job training program; the results were numerous health benefits to the community (67%
reduction in infant mortality and significant declines over time in diagnosed cases of malaria, TB, neglected tropical diseases, and diabetes), a 90.6%
reduction in the number of logging families and an effective halt to logging in primary forest, and the averted loss of $65.3 million in above-ground carbon.
There are many other examples of One Health models with proven results that can be scaled and replicated.
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should build on this effort by prioritizing full implementation and increased enforcement) and a variety
of bilateral and multilateral diplomatic, aid and trade initiatives. The European Union and the United
Kingdom are already putting demand-side “imported deforestation” measures in place for “forest risk”
commodities like palm oil, soy, beef, rubber, and cocoa. If the U.S. were to follow suit, it would be a
major step in creating a “new normal” for international trade in which the production of commodities in
ways that both contribute to climate change and increase pandemic risk would no longer be acceptable.

c) Support key tropical forest countries to establish and effectively manage protected and conserved
areas in tropical forest hotspots for emerging diseases, including indigenous and community-conserved
areas, and ensure that U.S. investments that support infrastructure development and economic
recovery in these countries do not contribute to the destruction, fragmentation or degradation of
forests or loss of biodiversity.

4. Support Indigenous Peoples and local communities (IPLCs) as front-line tropical forest defenders. IPLCs
play a critical role in protecting and sustainably managing the lands they hold and use. They are, in many
cases, our first line of defense against spillover. At the same time, these groups often rely on wildlife for
essential nutrients, and pastoral communities in particular rely on livestock production. To continue
supporting the vital role that IPLCs play in preserving the environment, while also supporting their
livelihoods and nutritional needs, the United States should:

a) Secure legal recognition and effective protection of the land tenure, access and use rights of IPLCs,
including by expanding USAID-led land titling programs and supporting local advocacy efforts for policy
change to ensure women’s inheritance and property rights.

b) Fund alternative livelihoods and healthcare programs that are complementary to forest conservation
and wildlife conservation, as well as safe agricultural and livestock practices.

c) Provide IPLCs with culturally-sensitive education on animal handling, sanitation, and disease
transmission (particularly important for pastoral communities and livestock enterprises near natural
ecosystem frontiers).

d) Regulate legal hunting and marketing of wildlife for household use in a way that meets basic nutritional
requirements sustainably.

e) Support the development of village-level high nutritional value food alternatives to wild meat, when
appropriate.

‘Building back better’ also means enhancing global health security, which must include U.S. leadership and
investments to prevent pandemics at the source. With new pandemics looming, trillions in economic damage
accruing, and economic, social, and security environments continuing to deteriorate, one thing is certain: the
cost of even the boldest initiative to stop future pandemics is miniscule in comparison to the cost of insufficient
action. It is for this reason that we are pushing for $2.5 billion to be included in the President’s budget in support
of prevention. Such funds would provide the Administration with the leverage and seed funding needed to
recruit other major donors to this effort, which could be announced as part of the action agenda at the G7
hosted this year by the UK government.

Our Coalition stands ready to assist agencies across the Biden Administration in taking all of the actions
described above, and advise on the integration of pandemic prevention investments and policies into COVID-19
recovery efforts. We are convening a high-profile Taskforce, hosted by Harvard, to define specific policies within
each of these topic areas and working to design a Global Fund for Pandemic Prevention that would finance
related investments. We would be delighted to help drive these efforts in partnership with the Administration.
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Executive summary and key findings

No one wants to endure another pandemic the likes of COVID-19. Yet, the likelihood of
another such pandemic occurring may be greater than ever. How to prevent the next
pandemic was the core question addressed in the following report. The Scientific Task
Force on Preventing Pandemics convened by the Harvard Global Health Institute and
the Center for Climate, Health, and the Global Environment at Harvard T.H. Chan
School of Public Health evaluated the latest research on what forces contribute to
pathogen spillover, what actions are warranted to curtail this risk, and what more we
must learn to make wiser investments directed at forestalling another pandemic.

The report contains key findings and recommendations for research and action to
inform pandemic prevention. The task force found that evidence strongly establishes
spillover of viruses from wildlife into people, sometimes via livestock, as the root cause
of pandemic risk. Spillover of the viruses currently understood to have pandemic
potential occurs from land use change, and in particular the destruction of tropical
forests, expansion of agricultural lands, especially near human settlements, livestock
and farmed wildlife intensification, and wild animal hunting and trade.

While vaccines, drugs, tests, and healthcare system strengthening are critical to contain
disease outbreaks once they occur, they do not address spillover or fully address
pandemic risk. At the same time, spillover prevention activities such as tropical forest
conservation afford many benefits, including carbon sequestration which is more
important than ever given the findings of the Intergovernmental Panel on Climate
Change’s Sixth Assessment Report.

Key findings of the report include:

¢ Infectious pandemic risk originates predominantly from spillover of viruses from
wildlife into people, sometimes via farmed animals.

¢ Viral discovery in wild animals has uncovered thousands of viruses from viral
families that contain zoonoses, yet millions of unknown viral species remain.

e Land use change, wild animal hunting, wildlife trade, and animal farming are
primary drivers of viral zoonotic spillover.

e Forest conservation activities can reduce risk of zoonotic disease spread.

e Current investments in addressing drivers of spillover are small in comparison to
the direct economic losses from COVID-19, even when these are annualized
over a century.



No more than $4 billion are spent each year worldwide on spillover prevention activities,
whereas COVID-19 alone has resulted in an estimated global GDP loss of US$4 trillion
dollars, or roughly $40 billion per year for a century.

The task force recommends actions directed at spillover prevention that include greater
investments in forest conservation, especially in the tropics; better biosecurity around
livestock and wild animal farms; and establishment of One Health Platforms that work to
reduce spillover risk. The report also recommends that current investments in
strengthening healthcare systems and One Health platforms in low- and middle-income
countries be leveraged to jointly advance conservation, animal and human health, and
spillover prevention.

The report makes clear that more must be learned to optimize where and when
investments in spillover prevention interventions are made. The effectiveness of
interventions has been assessed in small studies, but it must be evaluated at scale, and
with full consideration of their economic, ecological, and social welfare impacts. More
research can help pinpoint where viral zoonoses with high pandemic risk may be most
likely to emerge and how to better curtail risk of spillover within wildlife trade. Viral
discovery in wildlife can help inform where spillover prevention activities should be
focused while also benefiting wildlife conservation.

The report will be distributed widely to high-level decision makers and leaders of private,
non-profit and philanthropic organizations as well as government and UN agencies. The
task force report is intended to serve as scientifically sound reference for the many
important discussions taking place globally about the steps needed to greatly reduce
the chances of a future pandemic.



Introduction and scope

Preventing another pandemic with the magnitude of COVID-19 is of paramount
importance to every human concern. To date, most attention and financing to address
future pandemics has been directed towards pandemic preparedness. These include
vaccine and drug development, better human health surveillance, and healthcare
system strengthening. As critical as these actions are, they do not fully address a root
cause of pandemic risk: the spillover of pathogens between animals and people.

The need to consider actions that prevent spillover as a key objective in pandemic
prevention has been underscored by the difficulties in containing COVID-19. Even with
the unprecedented short interval between disease emergence and vaccine availability
and availability of testing, the disease continues to spread, aided by the evolution of
variants that are more contagious, political divisions, and the spread of misinformation.

Furthermore, reliance on post-spillover interventions must be considered in light of rapid
global loss of biological diversity and an unstable climate. Vaccines, drugs, and tests
neither buffer against these drivers of infectious disease emergence, nor do they
address their potential to damage human health and welfare more broadly. However,
actions directed at spillover prevention, such forest conservation, offer the potential to
reduce pandemic risk, avoid more expenditures on post-spillover containment, and
reduce damages from climate change.

The Harvard Global Health Institute (HGHI) and the Center for Climate, Health, and the
Global Environment at Harvard T.H. Chan School of Public Health (Harvard Chan C-
CHANGE) have convened a Scientific Task Force with the objective of creating a report
that summarizes scientific findings pertinent to pathogen spillover as a root cause of
pandemic risk, identifying research needed to better characterize spillover risk and
generating solution-oriented recommendations to prevent pathogen spillover.

The Task Force’s scope of work is limited to considering science that bears upon
emerging pathogens most likely to cause rapid and global societal disruption. This puts
out of scope antimicrobial resistance, for example, even though antimicrobial resistant
organisms pose a major threat to human health around the world. The report also does
not evaluate evidence pertaining to bioterrorism.

This project was conducted between May 10, 2021 and August 6, 2021. Task force
members contributed to the creation of a report outline based upon the objectives
above. When the outline was finalized, semi-systematic literature reviews were
conducted to identify peer-reviewed research studies that provide the substance of the



report’s sections. Based on these studies and the expertise of the task force members,
key messages and unknowns were identified. Each key message was given an
evidence grade to provide a qualitative assessment of confidence (see below).

Evidence Grading

This report uses an evidence grading framework adopted from the Intergovernmental
Science-Policy Platform on Biodiversity and Ecosystem Services (IPBES).
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Specific findings in this report are given with the following labels indicating a qualitative
assessment of confidence:

Well established (WE) — comprehensive meta-analysis or other
syntheses/multiple independent studies that agree.

Established but incomplete (El) — general agreement although only a limited
number of studies exist but with no comprehensive synthesis, or the studies that
do exist imprecisely address the question.

Unresolved (UR) — multiple independent studies exist but conclusions do not
agree.

Inconclusive (IC) — existing as or based on a suggestion or speculation; no or
limited evidence.



Chapter 1: Recent pandemic infections
1.1 Overview of Recent Pandemic Infections

The World Health Organization defines a pandemic as, “an epidemic occurring
worldwide, or over a very wide area, crossing international boundaries and usually
affecting a large number of people.” '@

1.2 Trends in Emergence

1.2.A Infectious pandemic risk originates predominantly from spillover of viruses
from wildlife into people, sometimes via farmed animals. (WE)

1.2.B Emerging infectious disease events are increasing in frequency over time.
(EI)

Emerging infectious diseases (EIDs) have been increasing in frequency over the past
five decades.?? EIDs are predominantly zoonoses that spread from animals to
humans.*® 50% of EIDs originate in wildlife, with that proportion increasing in recent
decades.® Among all pathogen types, viruses are the most likely to cause disease
emergence and have greatest pandemic risk.”~'" 1.67 million unknown viral species
from key zoonotic viral families are projected to exist in animal reservoirs. Of these
unknown viruses, between 631,000 and 827,000 may have zoonotic potential.'?

@ What defines a pandemic differs among authoritative agencies, such as the World Health Organization, the U.S.
Centers for Disease Control, and reference texts, such as the International Epidemiology Association's Dictionary of
Epidemiology. For the purposes of this report, we generally refer to pathogens with pandemic potential, which we
mean as the potential to infect large numbers of people across many nations and continents.



Chapter 2: What are the sources of viral spillover?

2.1 Animals of Interest for Pathogen Spillover

2.1.A Wildlife with close association to people are most likely to be the source of
spillover. (WE)

2.1.B Bats are more permissive hosts to viruses and may be able to tolerate
highly pathogenic viruses. (El)

Certain animal taxa, as well as domesticated animals, have been identified as harboring
more zoonotic viruses. Bats, rodents, and primates have been found to harbor a higher
proportion of zoonotic viruses than other groups of species.’3-"8

Bats are reservoirs for a diversity of viral groups associated with human disease,
including coronaviruses (SARS), paramyxoviruses (Nipah), filoviruses (Ebola) and
rhabdoviruses (rabies).’® Bats may have an exceptional ability to host viruses without
presenting clinical disease, which makes them an ideal reservoir host for viruses. This
may result from their unigue immune response to infection which mitigates clinical
disease while clearing the virus.'®

Wild rodents have been found to be a major source of spillover for arenaviruses (Lassa)
and bunyaviruses (Hanta),'® while primates have been the primary reservoir for zoonotic
retroviruses (e.g., HIV) spillover.820

Mollentze and Streicker (2020) found that the proportion of viruses that infect humans
varies minimally across reservoir taxonomic orders. Their results suggest that the
number of human-infecting viruses increases proportionately to the total number of
viruses maintained by each reservoir group. This is in turn explained by the number of
animal species within each group.'2' Rodents and bats, for example, collectively
comprise 60% of all mammalian diversity.

Animals associated with zoonotic viruses have been less likely to be threatened with
extinction and more resilient to human impacts, such as land use change, pollution, and
invasive species.'®?2 More abundant and generalist species that adapt to humanized
environments generally have more opportunity for contact with livestock and people.
Among threatened wildlife species, those with population reductions owing to
exploitation and loss of habitat may be more likely to share viruses with humans.'3



Similar to findings of spillover in wild animals, the number of viruses shared between
domesticated animals and humans scales with livestock abundance. Domesticated
animals also share more zoonotic viruses with humans than those known at present in
wild animals. 321

Wild aquatic birds maintain a large, genetically diverse pool of influenza A viruses,
which can supply novel genetic material for genetic shift in influenza viruses in
mammals and, ultimately, humans.?® Low pathogenic avian influenza (LPAI) viruses
have been isolated from at least 105 wild bird species of 26 different families. Birds of
wetlands and aquatic environments constitute the major natural LPAI virus reservoir.?*
LPAI can convert to highly pathogenic avian influenza (HPAI) through relatively minor
genetic changes. HPAI outbreaks have occurred across the globe in the past few
decades, including the highly pathogenic Asian avian influenza A(H5N1) virus. H5N1
was first detected in 1996 among geese in China and in humans the following year
during a poultry outbreak in Hong Kong. It has since been detected in poultry and wild
birds in more than 50 countries in Africa, Asia, Europe, and the Middle East.?®



Chapter 3: Which viruses are most likely to cause
pandemics?

3.1 Mode of Transmission

3.1.A. Zoonotic viruses of pandemic potential are more likely to be transmitted by
respiratory aerosols than arthropods at a global scale. (El)

Non-segmented, non-vector-borne viruses with relatively low host mortality have been
found to have the highest likelihood of transmissibility among humans.?%-?” Conversely,
Johnson et al. found that approximately 40% of zoonotic viruses required arthropod
vectors for transmission to humans, with vectors providing an effective transmission
bridge of diseases from animals that do not normally contact humans.'®

While respiratory transmission may be the mode of transmission most likely to result in
a pandemic, the rapid spread of Zika virus, which moved from the eastern to the
western hemisphere from 2013-2015, indicates the potential of widespread transmission
of vector borne viral zoonoses.

HIV also underscores that sexual transmission can result in a pandemic, especially from
a retrovirus with a long latency period between infection and onset of disease
symptoms.

3.2 Host Plasticity

3.2.A Viruses with high host plasticity are more likely to spill over and have
broader geographic spread. (El)

Viruses capable of infecting a greater diversity of hosts may have higher likelihood of
emergence'! and greater pandemic potential.'®

Among coronaviruses, risk of emergence associates with the ability of a virus to infect
different species of mammals. Among bats, a natural reservoir for alpha and beta
coronaviruses (SARS, MERS and COVID-19 are caused by beta-coronaviruses), host
switching by coronaviruses may be common, with Asian and African coronaviruses
showing greater host plasticity than those found in Latin America. Given that host
plasticity may predict pandemic risk, coronavirus spillover in Asia and Africa may be
more probable than spillover in South America, though the mechanisms underlying
differences in viral host plasticity and its consequences are not well understood.?®



3.3 Viral Transmissibility in Humans

Zoonotic viruses that are genetically adapted to spread among humans are more likely
to cause outbreaks following spillover. COVID-19 mutations during its global spread led
to variants that were significantly more transmissible than the original viral strained
recognized in China. Zoonotic viruses that do not efficiently spread among people are
less likely to cause pandemics.

3.4 Key Unknowns

1. Can specific viral attributes, such as their genomes, be used to predict spillover
risk, host plasticity and pandemic potential?

2. Can viral genomes inform approaches to viral discovery, that may, for instance,
identify viruses previously thought to be of low human disease risk?

3. Does viral discovery research in wild animals increase spillover risk?



Chapter 4: Where will the next pandemic most likely begin?

4.1 Hotspot Analysis

Predicting where the next pandemic may emerge can be done through determining
emergence hotspots based on historical emergence data. Jones et al. analyzed a
database of all known emerging infectious diseases to quantify the likelihood of a region
to source an emerging infectious disease that originates in wildlife. This analysis
identified hotspots globally but especially in parts of East Africa, South Asia and South
East Asia.?®

Other approaches to hotspot analysis have yielded different results. Keesing et al. used
historical emergence data classified by drivers and location of emergence events and
found that the most emergence events for zoonotic infectious diseases in humans from
1940-2005 occurred in the United States.?? A review of all outbreaks reported to the
World Health Organization between 1996 and 2009 found that 53% of all emerging
infectious disease outbreaks occurred in Africa.3®

One limitation of hotspot analysis based on historical emergence is that reporting bias
can play a major role in shaping understanding of past events. Adjusting for reporting
bias, as Allen et al. and others have done, is important for reliable outputs.®

Analysis on historical emergence may also neglect areas where disease ecosystems
are primed for emergence but one or a few factors necessary for zoonotic disease
transmission have not yet been set in motion. Several studies have begun to apply
observed traits of disease ecosystems prone to emergence in identifying future
hotspots.

Allen et al., for example, found that tropical regions in North America, Asia, Central
Africa, and regions in South America have extensive areas of predicted emerging
infectious disease occurrence, while areas of high population outside the tropics, such
as cities in Europe, the United States, Asia, and Latin America also may be high risk
(see Figure 1).3



Figure 1. Heat maps of predicted relative risk distribution of zoonotic EID events. (CC
License from Allen et al. Nature Communications. Volume 8, Article number: 1124
(2017)). (Note: Allen et al. hotspot predictions are affected by limited data in several
regions, including, e.g., the Amazon.)

Olivial et al. estimated the largest number of ‘missing zoonoses’ (i.e., where zoonoses
might appear based upon modeled expectation) among carnivores and even-toed
ungulates in eastern and southern Africa; bats in South America, Central America and
parts of Asia; primates in specific tropical regions in Central America, Africa, and
southeast Asia; and rodents in pockets of North and South America and Central
Africa.' “Missing viruses” for all mammals were modeled to occur in northeast Asia,
Greenland, peninsular Malaysia, and parts of western Asia and Patagonia. Their
analysis of viruses was limited by large parts of the tropics with limited data on mammal
viral reservoirs.

4.2 Key Unknowns

1. How much will past emergence predict future emergence given changes in
biodiversity, human population and demographics, and cultural change (e.g., wild
meat consumption and hunting practices)?

2. How valid are modelling approaches to predict emergence that rely on
adjustments for reporting bias and limited data on viral reservoirs?



Chapter 5: What are the drivers of viral spillover?

Human activities and their resultant changes to ecosystems that affect how species
interact, including interactions among wildlife, livestock, and microbes, as well as
greater contact among wildlife, livestock, people, and their pathogens drive viral
spillover and disease emergence.>"

5.1 Land Use Change
5.1.A. Land use change has been a primary driver of viral zoonotic spillover. (WE)

Land use-change is a primary driver of zoonoses.3? Between 1960 and 2019, land use
change has affected almost one third of the global land area.3?

Roughly half of global zoonotic infectious disease in humans have resulted from
changes in land use, changes in agricultural and food production practices, or through
wildlife hunting.?? While spillover risk may be greatest in places where land conversion
is well underway, the largest epidemics appear to occur at the extremes of land
conversion.® In tropical regions, disease emergence may especially relate to land
clearing for agricultural purposes.®

Land use change alters the abundance and diversity of animals in a disease ecosystem
as well as their interactions with each other and people. This, in turn, can influence the
prevalence of pathogens within a disease ecosystem and the interfaces for contact
between species (Figure 2).3* These consequences of land use change do not uniformly
promote disease emergence.®®

Pathogen spillover has been found to occur more often from species that have
increased in abundance due to human actions, such as forest clearing.'? This effect
may in part result from some zoonotic reservoir species having faster life history
characteristics (i.e., short gestation length, large litters, low neonate body mass, and a
young age at sexual maturity) than mammals overall, and investing more in greater
reproductive output than long-term survival.3® A notable exception to this is bats, which
have longer life spans, especially for their size.



Land use-induced spillover
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Figure 2. Land use-induced spillover. Used with permission from Plowright et al.
(2021).34

5.1.2 Deforestation

One of the most common types of land use change contributing to zoonotic spillover is
deforestation. Deforestation has been linked to increases in zoonotic disease outbreaks
in tropical countries, along with reforestation in temperate countries.3” During
deforestation, species that survive (or thrive) tend to be less sensitive to human
disturbances and are thus the ones most able to infect humans or livestock.38

As examples, following deforestation in the Americas and at regional and land levels in
Central America, rodent reservoirs for Hantavirus Pulmonary Syndrome increased.?'



Olivero et al. found that increased probability of Ebola outbreaks in humans occurred in
sites linked to recent deforestation.3°

Reforestation and afforestation may contribute to disease emergence risk.3” An
example of this may be the emergence of Lyme disease in North America in new growth
forests, though in this instance, forest fragmentation and human driven changes in
reservoir species populations have been major contributors to disease incidence.*°

5.1.3 Agricultural Development

5.1.3.A Expansion of agricultural lands, especially near human settlements, has
been linked to disease emergence and amplification. (El)

Since 1940, agricultural drivers have been found to be associated with greater than
50% of zoonotic infectious diseases that emerged in humans.*!

Agricultural expansion can promote human and farmed animal encroachment into
wildlife habitats and bring humans and livestock into closer proximity to wildlife and
vectors. These actions can disturb wildlife habitats and lead to reduced biodiversity,
which may create spillover pathways.*'4? About 22% of the land area within biodiversity
hotspots, which often overlap with emerging disease hotspots, is threatened by
agricultural expansion.38

Agricultural development often accompanies the redistribution of fresh water. Dams,
reservoirs, and irrigation networks often increase with agriculture while wetlands often
decrease. This redistribution of fresh water is associated with the spread of vectors and
hosts of human pathogens.*® For example, Aswan High Dam in Egypt and its irrigation
network was associated with a rise in mosquito vectors and mosquito-borne disease
lymphatic filariasis.*4 Similarly, dam and irrigation construction in Sri Lanka and India led
to increases in malaria.*34%

With a growing human population and persistent food insecurity in many countries, the
need to grow more food is evident. To address these needs while preventing further
destruction of nature and disease emergence, greater investments in sustainable
intensification of agriculture and in the prevention of crop and food waste are needed to
reduce biodiversity losses, conserve water resources, and prevent further land use
change while promoting food security and economic welfare.46:47

5.2 Livestock Intensification
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5.2.A Livestock and farmed wildlife intensification creates environments
favorable for increased zoonotic spillover. (El)

Domesticated animal husbandry or farmed wildlife can serve as reservoirs for potential
zoonotic pathogens. In intensified systems, farm animals are often reared in dense
populations with low genetic diversity and in close contact with humans, favoring
increased viral transmission. These animals can act as intermediate or amplifier hosts in
which pathogens can evolve and spillover to humans.*?

An example of the links between agricultural intensification and spillover can be found in
the first-known outbreak of Nipah virus 1998. Disease spread was driven by
intensification of the pig industry in an area already populated by Nipah virus-infected
fruit bats.*? Fruit grown close to pig enclosures allowed Nipah virus spillover from bats
to pigs. The density and continuous introduction of new susceptible pigs that were born
on the farm fueled the outbreak. The virus spilled from pigs into people and infected
pigs that were moved off the farm spread the disease to other pigs and people in the
country.

Large, high-density poultry and pig farms contribute to pandemic influenza risk. These
animals each carry influenza virus strains that can swap genomic segments and create
novel influenza strains with pandemic potential in people.*® Poultry and pork production
has grown rapidly, especially in low and middle income countries where production may
double or more in the next decade.*®

Models of livestock production have shown a trend towards intensification, particularly in
regions where coronavirus host diversity (e.g., horseshoe bats) is greatest, including in
China and South Asia.>® Among other livestock and farmed wild animal operations,
coronaviruses have been detected in rodents on the majority of wildlife farms in Viet
Nam and were found in Malayan porcupines and bamboo rats raised on wildlife farms
for human consumption.'”

Domesticated species are more likely to share zoonotic viruses with humans, with eight
times more zoonotic viruses in a given domesticated mammal species compared to wild
mammalian species. As a group, domesticated mammals host 50% of the zoonotic virus
richness but represent only 12 species.'® The top 10 mammalian species with the
highest number of viruses shared with humans included eight domesticated species,
including pigs, cattle, horses, sheep and goats.'342
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As industrial food-animal production becomes more common in low- and middle-income
countries, agricultural intensification may increase the risk of zoonotic disease
emergence and spread.®®

5.3 Urbanization
5.3.A Urbanization has been associated with zoonotic disease emergence. (El)

Rapid, unplanned urbanization contributes to land use change and may create
conditions that promote disease emergence, including high population density and poor
living conditions.®'%2 Urbanization can provide favorable conditions for disease
reservoirs to thrive and diseases to spread, such as rodent-borne leptospirosis.3®
Leptospirosis has emerged with urbanization and burgeoning rat populations around the
world and become a leading cause of zoonotic morbidity.%3

Urban locations may also provide high-risk interfaces where humans and urban-
acclimated wildlife hosts are in close contact. For example, northern latitude vertebrate
reservoirs in city parks and gardens (such as hedgehogs, rats, and squirrels) present
known zoonotic risks and usually live in high densities in close proximity to people.3' In
South America, the presence of sand fly vectors and large feral dog populations in cities
increase risk for outbreaks of canine and human visceral leishmaniasis.3'-%*

In 2020, 56.2% of the global human population lived in urban settings.®® By 2030, 60%
of people may be urban dwellers, and cities are expected to increase in size and
number as the human population grows.%¢ Despite the growing relevance of
urbanization to land use change, the demographic, environmental, and local factors
underpinning transmission risk for zoonotic pathogens in urban areas is limited,
particularly in the urban global South.%2

5.4 Wild Animal Hunting and Consumption

5.4.A Wild animal hunting and consumption are drivers of zoonotic viral spillover.
(EI)

Wild animal hunting and consumption has been associated with many viral disease
outbreaks. HIV, for example, is believed to have emerged from hunting of nonhuman
primates for food in central African forests.%” Other retroviruses have spilled into people
through hunting and consumption of wild primates.®>° Close to 8% of nonhuman
primate wild animal meat from the Democratic Republic of Congo has been found to be
infected with Simian-T-lymphotropic virus,®® and an increased risk of simian foamy virus
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was found in people preparing nonhuman primates for consumption.®' A substantial
proportion of wild monkeys in Cameroon are infected with simian immunodeficiency
viruses, and humans who hunt and handle bushmeat are exposed to genetically
divergent viruses.®? Wild animal consumption has also contributed to outbreaks of Ebola
in Gabon and the Republic of Congo.#263

In coastal populations, terrestrial wild animal hunting and consumption may depend on
coastal seafood abundance. Brashares et al. found there to be a direct link between fish
supply and subsequent bushmeat demand in villages which illustrates bushmeat's role
as a dietary staple in the region.®*

5.5 Wildlife Trade

5.5.A Wildlife trade creates interfaces for spillover and zoonotic disease
transmission. (El)

Wildlife trade can facilitate close contact between wildlife and humans, '3 and wildlife
trade and risks of zoonotic disease emergence seem to be strongly associated.®
Wildlife trade has led to several emerging disease outbreaks, including monkeypox
virus, SARS coronavirus and heartwater disease of cattle.3-66:67 |n Laos, wildlife traded
in local markets is believed to have facilitated transmission of 36 zoonotic agents.5®
Retroviruses, such as simian foamy virus, and herpesviruses have also been found in
illegally imported wildlife products in the United States.®9

Some mammals in trade may be more likely to carry zoonotic diseases. For example,
26.5% of the mammals in the wildlife trade harbor 75% of known zoonotic viruses.
Primates, ungulates, carnivores, and bats host 132 (58%) of 226 known zoonotic
viruses in present wildlife trade and, thus, pose significant zoonotic disease risks.®®

Risk for zoonotic spillover has been found to grow across the chain of wildlife trade. In a
study that examined field rats, the odds of coronavirus RNA detection significantly
increased along the supply chain from rats sold by traders to rats sold in large markets
to rats sold and served in restaurants.'”

Wildlife trade has grown in the last few decades. International legal wildlife trade has
increased in value 200% since the 1980s and 500% since 2004, although a portion of
this increase may be due to enhanced captive breeding and ranching. The United
States is a leading consumer of legally traded wildlife globally, importing 10-20 million
individual wild animals each year.?'
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The global illegal trade in wildlife is estimated to be worth US$7-23 billion per year, or
nearly 25% of the value of the legal market.”®

5.6 Cultural Practices

5.6.A Cultural practices and preferences strongly influence the likelihood of wild
animal hunting, consumption, and trade. (El)

Culturally informed preferences strongly influence wildlife hunting, consumption and
trade among people around the world.”'-"3 Cultural influences shape demand for wildlife
used for food, as pets, medicines, and for decorative purposes.’* For example, in parts
of China, eating wild animals can be a symbol of wealth, and wildlife meat is often
thought to be more natural and nutritious than meat from farmed animals.” In Iquitos,
Peru, wild animals are most often captured for eating, which can offer an important
source of nutrients and fats, particularly for those inhabiting rural rainforest areas.”®

5.7 Affluence and Wildlife Consumption

5.7.A Economic status influences spillover risk and its effect depends on local
cultural norms. (WE)

Affluence may promote wild animal consumption in more urbanized areas but has the
opposite effect in more rural ones.”” In China, higher income, better educated males
were found to be most likely to consume wild animals.”® In contrast, in Madagascar,
wildlife consumption and anemia risk were associated with household income, with
households at the highest income levels being least dependent on wildlife consumption
compared to low-income households.”® A wildlife use survey conducted in Ghana,
Cameroon, Tanzania, and Madagascar found that wealthier households consume more
bushmeat when situated nearer urban areas, but the opposite pattern was observed in
more isolated areas.”” Wildlife hunting and consumption was also found to increase
when alternative livelihoods collapse, but only for those living near harvestable wildlife.””

At the global trade level, national economic inequality has been found to influence
wildlife trade. The wild animal trade network was more highly connected when wealth
inequality between participating nations/territories was greater, and there were also
found to be fewer links in the global trade network when average national and per capita
wealth were higher.8°

5.8 Climate Change
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5.8.A Climate change creates conditions that can increase or decrease disease
emergence risk depending on the disease ecosystem. (UR)

As the world continues to warm, disease reservoirs and their habitats are shifting their
ranges. Climate change produces alterations to ecosystems that will affect where and
how reservoirs live because of new temperature and precipitation regimes, food
supplies, and the presence or absence of predators, as examples.

In a review of 40,000 species across the world, roughly half were found to already be on
the move as a result of changing climate conditions.?® Modeling by Carlson et al.
predicts that by 2070, range-shifting mammal species will aggregate at high elevations,
in biodiversity hotspots, and in areas of high human population density in Asia and
Africa. These aggregations were estimated to result in the sharing novel viruses
between 3,000 and 13,000 times.?

Along with species migrations, climate change is forecast to shrink suitable habitats.?
Habitats with smaller areas may promote spillovers via more encounters between
wildlife and humans.83 Shrinking habitats and nectar availability for bats, for example,
have pushed bats to seek alternative food sources in urban and peri-urban areas.?

Climate change may also decrease host habitat suitability or, through its effects on
species survival and biodiversity loss, increase risk of disease spread through
contributing to the success of generalist reservoirs able to survive under a wide range of
conditions.

5.9 Key Unknowns

1. What are the mechanisms that underlie the association between urbanization
and spillover?

2. What are the mechanisms that underlie the association between deforestation
and non-vector borne viral emergence?

3. How frequently does viral spillover occur in rural settings? How does the
frequency change with environmental disturbance?

4. Will greater affluence along with unplanned urbanization promote increased
wildlife product demand and associated spillover risk?

5. How does climate change influence the prevalence of known infectious diseases
and the prospects for new pathogen emergence?
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Chapter 6. What are the interfaces of zoonotic viral spillover?

Each of the drivers of spillover identified above increase the likelihood of human-animal
contact. Interfaces between humans and animals can be targeted to reduce the
opportunity for spillover.

6.1 Forest Edge

6.1.A Zoonotic spillover occurs frequently in forested landscape with many
edges. (El)

Forest edges, created when forests are cleared, are key interfaces for human-wildlife
encounters and spillover.® Forest edges create new pathways through forests and
increase contact points between humans and pathogen-carrying species. Length of
edge habitat correlates with interspecies contact rates and increases pathogen sharing
between wildlife and humans.® Bloomfield et al. found that increased edge density
around households significantly increased the likelihood of human to non-human
primate contact.8®

Forest edge may have particular importance to coronavirus spillover. Horseshoe bat
reservoirs of coronavirus are more likely to inhabit areas in China with greater forest
fragmentation and adjacent livestock farms,>° which may at least in part explain why
China is a hotspot for coronavirus emergence.

6.2 Wildlife Markets
6.2.A Wildlife markets facilitate viral spillover from animals to humans. (El)

Wildlife markets are particularly apt for facilitating zoonotic virus spillover, as live
animals may be kept near each other with poor hygiene standards and high human
contact creating opportunities for viral spillover between animals and humans. These
markets are popular in parts of Asia. A majority of urban Chinese consumers may prefer
to purchase food in wildlife markets because they believe these markets offer them
fresher meat.86

Wild animal markets have been sources of several widespread infectious disease
outbreaks. A SARS virus outbreak in 2002 that killed 774 people is believed to have
originated from masked palm civets sold in wildlife markets in China.?’ Live bird markets
have also been associated with emergence of avian influenza.®8 Wild animal meat sold
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in both rural and urban markets in places such as western Africa and South Asia have
also led to infections by Ebola, Hendra virus, and other pathogens.°

Viruses from wildlife that are transmitted at high-risk interfaces, such as wildlife markets,
were also found to have higher host plasticity.'® As incomes increase, and wet markets
persist in many parts of the world, demand for higher-risk animal protein is projected to
increase.®

6.3 Animal Farms
6.3.A Animal farms are a key interface for viral zoonotic spillover. (El)

Among human pathogens, more than one-third also infect domesticated animals and
roughly one-quarter infect domesticated animals and wildlife.®° Livestock operations
have been the sources of viral zoonoses. High density pig farms enabled rapid pig-to-
pig transmission of Nipah virus in Malaysia that eventually spilled into agricultural
workers.?’ SARS-CoV-2 infected mink farms in Denmark and resulted in several human
infections.%2 Coronavirus rapidly spreads through Dutch mink farms, triggering culls to
prevent human infections. Several studies have also reported higher seroprevalence in
farm workers of pandemic H1N1/09 influenza, hepatitis E, and avian influenza H5 and
H7 compared with the general public.%3.%

17



Chapter 7: What can be done to prevent viral zoonotic
spillover?

7.1 Preventing Deforestation

7.1.A Forest conservation activities can reduce risk of zoonotic disease spread.
(UR)

Deforestation is the largest component of land use change and is associated with
spillover. However, deforestation programs have rarely been assessed for effects on
spillover and disease emergence. An intervention aimed at expanding health care
access and use for communities living near a national park in rural Borneo utilized clinic
discounts to offset costs historically met through illegal logging. The study found an
approximately 70% reduction in deforestation was achieved compared to a modeled
control. A dose—response was observed between forest loss and engagement with
health care across communities bordering the park, where the greatest logging
reductions were adjacent to the most highly engaged villages.%

7.2 Wild Animal Consumption
7.2.1. Wild animal consumption restrictions

After infectious disease outbreaks that arise from spillover related to wild animal
consumption, governments often impose restrictions on wild animal consumption. In
response to the COVID-19 pandemic, China’s Standing Committee of the National
People’s Congress adopted an unprecedented decision to ban the consumption of
almost all wild animals.® Despite promising legislative steps, such as enhancing the
regulation of wildlife farms and markets, there remain concerns about the long-term
effectiveness of the ban as similar interventions have been short-lived or had
problematic consequences.®” For example, palm civets were temporarily banned in
China after the 2003 SARS outbreak, but the ban was reversed because of pressure
from wildlife farmers and traders who suffered severe economic impacts.®® Another
example was the West African “bushmeat ban” during the 2013-2016 Ebola epidemic,
which created a host of problems, including entrenching distrust towards outbreak
responders and exacerbating pre-existing tensions within villages.%®

7.2.2. Behavior change

Many initiatives address spillover risk among people at high risk because of occupation
or avocation (e.g., working in wet animal markets, recreational hunters), cultural norms,
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or who are subsistence wild animal consumers. In the Brazilian Amazon, a before-after
control-intervention design assessed social marketing (an information campaign and
community engagement) with and without an economic incentive (discount coupons for
chicken) on wild meat consumption. Coupons increased chicken consumption but did
not reduce wild meat consumption. Social marketing without the price incentive reduced
wild meat consumption by ~62%.%°

In Singapore, 2000 individuals were engaged in a behavior change intervention to
reduce consumption of an endangered antelope (Saiga) used in Traditional Chinese
medicine. Consumption decreased somewhat more in the intervention group, but sellers
identified price and availability as predominant drivers of purchases and reduction of
high-usage consumer frequency was not significant at the population level.'%°

In a cohort of 168 North Tanzanian individuals, a radio show intervention, including a
15-minute narrative drama and 45 minutes call in with experts, was found to not be
effective in reducing bushmeat consumption.’® One group theorized that utilizing
Confucianist, Daoist, and Buddhist belief messaging in targeted campaigns could
effectively change the behavior of end consumers in the East Asia illegal wildlife
trade.’0?

Thomas-Walters et al. caution that sifting from the reductionist approach of limiting
supply to another of limiting demand may not be optimal to prevent wild meat
consumption.’® Conservationists may benefit from public health and international
development experience in applying systems thinking. Strategic approaches to
protecting endangered species should account for interactions between economic,
demographic, and cultural factors in wildlife trade. %3

7.3 Wild Animal Trade

7.3.A Evidence based interventions to prevent viral spillover in wild animal trade
are limited. (El)

The OIE conducted a literature review that included an assessment of risks in wildlife
trade. The authors found that research did not clearly identify the most vulnerable points
in the wildlife trade supply chain nor the most effective interventions to reduce the risk of
disease emergence.'% There remains a dearth of systematic evaluations of risk
management strategies, policies, or practices that are effective and efficient in reducing
emerging diseases from wildlife trade. 104

7.4 Early Detection and Viral Discovery
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7.4.1 Global pathogen surveillance in humans, livestock and wildlife —a One
Health approach

To improve detection of disease emergence, early warning systems that detect new
viral spillover have been advocated.'%® Carroll et al. propose a global, risk-based,
multisectoral viral surveillance network would focus on detecting new “high
consequence” viruses in humans and animals in hotspots for emerging risks.'% Gardy
et al. advocate for a similar pathogen surveillance system that couples genomic
diagnostics with epidemiology to create an “open, global, digital pathogen surveillance
system.”106

7.4.2 Viral discovery in wild animals

7.4.2.A Viral discovery in wild animals has uncovered thousands of viruses from
viral families that contain zoonoses, yet millions of unknown viral species remain.
(El)

The Global Virome Project has been proposed to discover potentially zoonotic viruses in
wild animals, with the goal of identifying the bulk of viral zoonoses and providing
genomic data that could accelerate public health responses to outbreaks.'?> The USAID
Emerging Pandemic Threats (EPT) PREDICT project serves as a partial template for a
broader viral discovery program. PREDICT was designed to evaluate the feasibility of
preemptively mitigating pandemic threats.'? PREDICT discovered more than 1000
viruses from viral families that contain zoonoses, including viruses involved in recent
outbreaks.12.106

However, there remains a projected 1.67 million unknown viral species from key
zoonotic viral families that exist in animal reservoirs. Of these unknown viruses,
between 631,000 and 827,000 are expected to have zoonotic potential.'?

7.4.3 Wild animal products in trade

7.4.3.A Disease surveillance in wildlife trade within commercial markets and other
trade systems can prevent disease emergence. (UR)

A pilot project to establish surveillance methodology for zoonotic agents in confiscated
wildlife products utilized pathogen screening and identified retroviruses and
herpesviruses in nonhuman primate samples collected at several international airports.
The results of the project demonstrated that illegal animal importation into the United
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States could be a pathway for pathogen emergence, and implementation of disease
surveillance of wildlife trade could help facilitate prevention of disease emergence.°
Levinson et al. also emphasize that to be effective, wild animal disease surveillance
should focus on diseased and healthy animals to maximize zoonotic virus discovery.'%”

7.4.4. Livestock surveillance

7.4.4.A Livestock surveillance varies by host and geographic region and does not
capture the extent of viruses circulating in livestock. (WE)

Global livestock surveillance activities prioritize the monitoring of specific animal
viruses, such as the avian influenza (HPAI) viruses H5 and H7 subtypes in poultry, but
allow for animal influenza viruses, and possibly other zoonotic viruses, to circulate
globally unmonitored.'%®

No centralized global data repository for circulating animal influenza strains is available.
Voluntary surveys of veterinary health officers have been used to estimate levels of
surveillance globally.'°® For example, in 2014, a survey of national animal influenza
surveillance programs was conducted to assess the capacity to detect influenza viruses
with zoonotic potential in animals at regional and global levels.'% The survey collected
information on 587 animal influenza surveillance system components for 99 countries.
All but five countries (from Africa, Europe, and the Americas) indicated having several
surveillance system components in place, each with different attributes. However, less
than 1% of these components were aimed at detecting influenza viruses with pandemic
potential. Those countries that sought to detect influenza viruses with pandemic
potential did so exclusively in domestic pigs.'%°

In an analysis of influenza virus surveillance of swine and domestic poultry, 78% and
49% of areas at high risk for influenza virus spillover in Southeast Asia, Eastern Europe,
Central America, and sub-Saharan Africa lacked adequate influenza virus surveillance
in swine and domestic poultry, respectively.'®

Where surveillance is present, it can be effective at identifying and addressing disease
emergence. The US Department of Agriculture’s IAV-S Surveillance Program conducts
voluntary surveillance of Influenza A Virus in swine. Between 2010 and 2021, the
program tested over 120,000 samples from 33,000 swine. Over that time period, over
10,000 cases were identified as positive for IAV-S.11°

In low- and middle-income countries, innovative approaches have been taken for animal
health surveillance. A mobile phone-based surveillance system was found to be
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effective for reporting disease events by communities in rural Kenya. Livestock illness
events were 14.8 times more likely to be reported through the mobile phone-based
surveillance system when compared with the routine household visits. !

7.5 Wildlife and Domesticated Animal Vaccination

7.5.A While vaccination of wildlife and domesticated animals has the potential to
protect humans against zoonoses, drawbacks to vaccine deployment and
implementation have limited their use. (UR)

Vaccination of domesticated and wild animals has the potential to protect humans
against zoonoses by indirectly interrupting transmission in cases where animals are
amplifying hosts or directly by preventing pathogen spread from infected animals to
humans.'? A Hendra Virus vaccine has been deployed to reduce disease in horses,
which can also truncate the viral transmission chain from bats to horses to humans.'"3
Rabies eradication has been pursued in Latin America and the Caribbean through dog
vaccination as well. 114115

Vaccination of animals can be expensive, difficult to implement and hampered by
vaccine supplies too limited to achieve disease control. For example, oral vaccination of
vampire bats has been proposed to reduce rabies spillover, and while vaccination has
been successful for canine rabies control, no commercial vaccine is available for rabies
control in vampire bats.''®

7.6 Ecological Interventions

7.6.A While ecological interventions may offer effective, sustainable solutions to
preventing spillover, better understanding is needed to implement such
approaches in many disease ecosystems. (El)

Sokolow et al. suggest that ecological interventions are potentially underused
approaches to finding effective, long-lasting solutions that reduce spillover, have
minimal environmental damage, and can be complementary to conventional
approaches. Ecological interventions that prevent spillover include employing natural
enemies to control disease, which may be more effective and less costly than culling
and have additional environmental benefits.">

As an example of an effective ecological intervention, requiring fruit trees to be planted

a minimum distance from pig sties in order to reduce bat to pig transmission has
prevented outbreaks of Nipah virus in Malaysia.''® In Bangladesh, limiting bat access to
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date palm sap that is drip-collected is another ecological intervention that can reduce
Nipah virus spillover through drinking contaminated date palm sap. However,
widespread adoption of this approach across Bangladesh has been difficult to
achieve."®

Wetlands can provide a buffer between livestock and wildlife and mitigate spillover. Wu
et al. examined how outbreaks of highly pathogenic avian influenza (HPAI) H5N1 are
related to the degree of protection given to waterfowl habitats in China. They found that
protecting lakes and wetlands reduced the probability of avian influenza spillover to
poultry by wild waterfowl.!”
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Chapter 8: What scale of investment is warranted and what is
the return on investment?

8.1.A Current investments in addressing drivers of spillover are small in
comparison to the direct economic losses from COVID-19, even when these are
annualized over a century. (El)

The COVID-19 pandemic resulted in an estimated global GDP loss of 4.5% in 2020 or
nearly US$4 trillion.""® Although the probability of a pandemic may have grown in recent
decades, If COVID-19 is a 1/100-year event, this translates into US$40 billion per year
over the next century, without accounting for the time value of money.

Global investments in preventing spillover likely amount to no more than US$4 billion a
year. Each year, roughly US$2 billion are spent on forest conservation.''® The World
Bank estimated that US$260 million is spent each year on wildlife trafficking.'?° The
budgets of organizations charged with monitoring the legal wildlife trade have modest
budgets for the scope of legal trade. The US Fish and Wildlife Service has ~US$8
million."?" The budget for OIE, which is primarily concerned with diseases of
domesticated animals, is US$35 million.">? No organization conducts routine systematic
surveillance of wildlife. Government sponsored research programs have conducted viral
surveillance in wildlife. Grants for these programs such as PREDICT as well as
proposed budgets for the Global Virome Project'?® amount to on the order of US$100
million.

A recent analysis suggests that the costs of addressing spillover in emergence hotspots
through forest conservation and One Health approaches would amount to US$22 to
US$31 billion per year, a fraction of the economic and mortality costs of responding to
these pathogens once they have emerged.'?
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Chapter 9: Sustainability of interventions

The effectiveness of initiatives to address deforestation, wildlife trade and hunting, and
other drivers of spillover depends heavily on the continuity of effort to achieve them.
Unsteady funding streams, political upheaval, competing changing priorities, and
cultural practices can all upend progress on reductions in the drivers of spillover risk.

As a recent example of how progress in one driver of emergence, land use change, can
be halted, consider conservation of the Amazon in Brazil. Rates of deforestation in the
Brazilian Amazon fell approximately 70% between 2005-2012 due to public policies
combined with public and private actions.'?> A change in government has resulted in
rapid acceleration in deforestation such that rates of deforestation have hit decadal
highs in 2020.1%¢
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Chapter 10: Key recommendations for research and action

Recommendations for research

1) Establish the effectiveness of spillover prevention interventions, including those
focused on forest conservation, wildlife hunting and trade, and biosecurity around farms.

2) Assess the economic, ecological, and social welfare impacts of interventions aimed
at reducing spillover as well as their long-term viability. Economic analyses should
include cost benefit analysis that considers the full scope of benefits that can come from
spillover prevention.

3) Refine identification of emergence hotspots for viral zoonoses and include
assessments of pandemic drivers, including aspects of governance, travel, and
population density.

4) Continued viral discovery in wildlife to ascertain the breadth of potential pathogens
and improve understanding of genotype-phenotype associations that can enable
assessments of the pandemic potential of novel viruses or strains of known pathogens.

Recommendations for investment priorities

1) Conserve tropical forests, especially in relatively intact forests as well as those that
have been fragmented, to address spillover risk.

2) Improve biosecurity for livestock and farmed wild animals and remove spillover
interfaces, especially when animal husbandry occurs amid or adjacent to large or
rapidly expanding human populations.

3) Improve surveillance for emerging pathogens in wildlife trade.

3) Consistent with recommendations from the IPBES workshop on biodiversity and
pandemics, establish an intergovernmental partnership to address spillover risk from
wild animals to livestock and people that includes organizations such as FAO, WHO,
OIE, UNEP, CITES and Wildlife Enforcement Networks.

4) Establish and fully support One Health Platforms or Coordination Committees within
national governments to help coordinate spillover prevention.

5) Promote workforce development that includes training multiple disciplines on One
Health approaches to pandemic prevention, including One Health research, surveillance
and spillover prevention strategies and policies.
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6) Leverage investments in healthcare system strengthening and One Health platforms
in low- and middle-income countries to jointly advance conservation, animal and human
health, and spillover prevention.
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About Harvard Chan C-CHANGE and HGHI
Harvard Chan C-CHANGE

The Center for Climate, Health, and the Global Environment at Harvard T. H. Chan
School of Public Health (Harvard Chan C-CHANGE) increases public awareness of the
health impacts of climate change and uses science to make it personal, actionable, and
urgent. Led by Dr. Aaron Bernstein, the Center leverages Harvard’s cutting-edge
research to inform policies, technologies, and products that reduce air pollution and
other causes of climate change. By making climate change personal, highlighting
solutions, and emphasizing the important role we all play in driving change, Harvard
Chan C-CHANGE puts health outcomes at the center of climate actions. To learn more
visit https://www.hsph.harvard.edu/c-change/.

Harvard Global Health Institute

The Harvard Global Health Institute is committed to surfacing and addressing some of
the most persistent challenges in human health. We believe that the solutions to these
problems will be drawn from within and beyond the medicine and public health spheres
to encompass design, law, policy, business, and other fields. At HGHI, we harness the
unique breadth of excellence within Harvard and are a dedicated partner to
organizations, governments, scholars, and committed citizens around the globe. We
convene diverse perspectives, identify gaps, design new learning opportunities, and
advise policy makers to advance health equity for all. You can learn more at
globalhealth.harvard.edu.
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