Comment

single layer masks. This finding is vital to inform the
proliferation of home-made cloth mask designs, many
of which are single-layered. A well designed cloth mask
should have water-resistant fabric, multiple layers,
and good facial fit.? This study supports universal
face mask use, because masks were equally effective
in both health-care and community settings when
adjusted for type of mask use. Growing evidence for
presymptomatic and asymptomatic transmission of
SARS-CoV-2® further supports universal face mask
use and distancing. In regions with a high incidence
of COVID-19, universal face mask use combined with
physical distancing could reduce the rate of infection
(flatten the curve), even with modestly effective
masks.” Universal face mask use might enable safe
lifting of restrictions in communities seeking to
resume normal activities and could protect people
in crowded public settings and within households.
Masks worn within households in Beijing, China,
prevented secondary transmission of SARS-CoV-2 if
worn before symptom onset of the index case.” Finally,
Chu and colleagues reiterate that no one intervention
is completely protective and that combinations
of physical distancing, face mask use, and other
interventions are needed to mitigate the COVID-19
pandemic until we have an effective vaccine. Until
randomised controlled trial data are available, this
study provides the best specific evidence for COVID-19
prevention.
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Biomarkers in Down syndrome can help us understand

Alzheimer’s disease

Down syndrome is associated with increased risk of
developing early-onset Alzheimer's disease, primarily
because of the overexpression of the APP gene on
chromosome 21. People with Down syndrome, as a form
of genetically determined Alzheimer's disease, represent
one of the largest cohorts at risk of early-onset Alzheimer’s
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disease because virtually all adults with Down syndrome  see Articles page 1988
will develop Alzheimer's disease by age 40 years." However,

the age range for the onset of cognitive decline is wide

(from <50 years to >70 years).” The characterisation of

the preclinical phases of Alzheimer's disease is crucial for

early diagnosis in this susceptible group of people.
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A hypothesised model has been proposed for
late-onset Alzheimer's disease, which has also been

applied to autosomal dominant Alzheimer's disease,
consisting of early amyloid B (AB) deposition, followed
by hyperphosphorylated tau protein accumulation
that is subsequently followed by neurodegeneration,
termed AT(N).> Based on the AT(N) criteria, a long
preclinical phase due to the presence of Alzheimer’s
disease pathology occurs more than 15 years before
an individual develops overt cognitive symptoms.
In The Lancet, an exciting study by Juan Fortea and
colleagues essentially applied the AT(N) model as
a framework for adults with Down syndrome.* We
commend this team on their thorough cross-sectional
examination of a large cohort of adults with Down
syndrome and euploid controls across a wide age
range. For this study, Fortea and colleagues assessed
multiple Alzheimer’s disease biomarkers (including
from blood samples, cerebrospinal fluid samples,
PET, MRI, and cognitive testing) in 388 partici-
pants with Down syndrome (174 [45%] women;
257 [66%] asymptomatic, 48 [12%] prodromal
Alzheimer's disease, and 83 [21%] Alzheimer’s disease
dementia) and 242 euploid controls. The authors
observed that Alzheimer's disease in people with
Down syndrome had a long preclinical phase, in which
biomarkers followed a predictable order of changes
that began more than two decades before the onset
of symptoms. Prodromal Alzheimer’s disease in this
cohort was diagnosed at a median age of 50-8 years
(IQR 47-5-54-1), and Alzheimer's disease dementia

at 537 years (49-5-57-2), with some biomarkers
changing as early as the third decade of life. Fortea
and colleagues noted similarities between biomarkers
reflecting Alzheimer’s disease pathogenesis in indivi-
duals with Down syndrome and individuals with late-
onset and autosomal dominant Alzheimer’s disease.
These results provide strong evidence that studies
of people with Down syndrome can inform research
on late-onset and autosomal dominant Alzheimer’s
disease.

The existing AT(N) model, developed for late-onset
Alzheimer's disease and as applied here for people
with Down syndrome, does not yet incorporate
potential roles for inflammation and cerebrovascular
disease, which are often seen in adults with Down
syndrome.>® Additionally, moving forward, future
studies should assess other risk factors, including the
role of sex,” genetics (eg, apolipoprotein E-€4 allele
and other genes on chromosome 21),® and other co-
occurring medical conditions in people with Down
syndrome, which might influence the age of onset or
slope of change of biomarkers, such as those described
by Fortea and colleagues. Interesting differences
in biomarkers in individuals with Down syndrome
noted by the authors include differences in plasma
AB,.,, concentrations (58% higher in adults with
Down syndrome than in controls across the whole
Down syndrome age span) and hippocampal atrophy
(people with Down syndrome had smaller hippocampi
across their lifespans than did controls). Fortea and
colleagues also found features of Alzheimer’s disease
in individuals with Down syndrome that are more
similar to those of autosomal dominant Alzheimer’s
disease than those of late-onset Alzheimer’s disease,
such as early striatal Pittsburgh compound B binding.’
Moving forward, it will be crucial to characterise not
only similarities of Alzheimer’s disease in people with
Down syndrome to late-onset Alzheimer’s disease,
but also important differences that might also
guide future clinical trials. It will also be important
to observe how biomarkers described in Fortea and
colleagues’ study, and the possible addition of novel
proteomic or metabolomic approaches, relate to
incident dementia in this cohort over time.

Exciting opportunities for people with Down syn-
drome to participate in and contribute to research
in Alzheimer's disease continue to evolve (eg, the
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Alzheimer’s Biomarker Consortium for Down Syndrome
and Horizon21).® In the past, adults with Down
syndrome have not been included in Alzheimer’s
disease clinical trials. Such trials admittedly pose
additional challenges for people with Down syndrome
(and possible risks) compared with those for the general
population regarding recruitment and feasibility of
completing all the assessments. Therefore, Fortea and
colleagues emphasise that people with Down syndrome
are able and willing to participate in multimodal
studies needed for clinical trials. Biomarker studies, as
reported here and by other teams,™ are crucial and will
serve as a foundation for the design of clinical trials for
Alzheimer’s disease in people with Down syndrome.”
Biomarker criteria can be used to streamline the
recruitment of people with Down syndrome for clinical
trials. Additionally, biomarker characterisation will
be useful for future precision medicine approaches
and important for the development of effective inter-
ventions within this high-risk population.” Biomarker
research in people with Down syndrome has impor-
tant contributions and implications for the general
population, especially for individuals with late-onset
Alzheimer’s disease.
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Vaccinating against mosquitoes: anticipating the

unexpected

Mosquitoes act as vectors of a remarkable number
of viruses and some parasites, which they transmit in
their saliva while they feed on blood. Among these
mosquito-borne agents are pathogens that cause some
of the most medically devastating infectious diseases—
malaria, lymphatic filariasis, dengue, yellow fever, Zika
virus disease, chikungunya, Japanese encephalitis,
and West Nile fever. Although some of these diseases
have been around for centuries, in the past few
decades epidemics caused by viruses such as West Nile,
chikungunya, and Zika took many regions by surprise,
overwhelming health systems.

COVID-19 has reminded the world how quickly a
virus can cause havoc. The susceptibility of humans is

www.thelancet.com Vol 395 June 27, 2020

compounded by a lack of available treatments. Increased
handwashing, controlled coughing and sneezing, and
physical distancing when appropriate will reduce the
future incidence of directly transmitted viruses like
coronaviruses, influenza viruses, and noroviruses. By
contrast, vector-borne pathogens are unaffected by
improved personal hygiene practices because their
indirect transmission relies on infected arthropods
(eg, mosquitoes, sandflies, ticks) or aquatic snails.
According to WHO, vector-borne pathogens account for
at least 17% of all infectious diseases and each year they
cause more than 700 000 deaths.

Dependency on a vector could be the weakness
of vector-borne pathogens, which is the view of

For the Alzheimer’s Biomarker
Consortium for Down
Syndrome see https://www.nia.
nih.gov/research/abc-ds
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For WHO data on vector-borne
diseases see https://www.who.
int/news-room/fact-sheets/
detail/vector-borne-diseases
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