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Excess mortality by sex and age groups (all ages, 15-64, 65-74, 75-84, = 85 years) in northern® vs central and southern®
cities, COVID-19 outbreak, Italy, starting date*~18 April 2020
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Clinical Characteristics of Coronavirus
N ENGI..J MED 332;13 NEJM.BRG APRIL 30, 2020 DiSEHSE 2019 in China

W. Guan, Z. Ni, Yu Hu, W. Liang, C. Ou, . He, L. Liu, H. Shan, C. Lei, D.5.C. Hui,
B. Du, L. Li, G. Zeng, K.-Y. Yuen, R. Chen, C. Tang, T. Wang, P. Chen, |. Xiang,
5. Li, Jin-lin Wang, Z. Liang, Y. Peng, L. Wei, Y. Liu, Ya-hua Hu, P. Peng,
Jian-ming Wang, ]. Liu, Z. Chen, G. Li, Z. Zheng, 5. Qiu, |. Luo, C.Ye, 5. Zhu,
and N. Zhong, for the China Medical Treatment Expert Group for Covid-19*

Table 1. Clinical Characteristics of the Study Patients, According to Disease Severity and the Presence or Absence of the Primary Composite End Point.*

All Patients
Characteristic (M=10%9) Disease Severity Presence of Primary Composite End Point{
Monsevere Severe Yes Mo
(N =926) (N=173) (N=67) {N=1032)
Age
Median (IQR) — yr 47.0(35.0-58.0)  45.0(34.0-57.0)  52.0 (40.0-65.0) 63.0 (53.0-71.0) 46.0 (35.0-57.0)
Coexisting disorder — no. (%)
Any 261 (23.7) 194 (21.0) 67 (38.7) 19 (58.2) 222 (21.5)
Chronic obstructive pulmonary disease 12 (1.1} & (0.6) 6 (1.5) 7 (10.4) 5 (0.5)
Diabetes 81 (7.4) 53 (5.7) 28 (16.2) 1% (26.9) 63 (6.1)
Hypertension 165 {15.0) 124 (13.4) 41(23.7) 24 (15.8) 141 (13.7)
Coronary heart disease 27 (2.5) 17 (1.8) 10 {5.8) & (9.0) 21 (2.0)
Cerebrovascular disease 15 (1.4) 11 (1.2) 4(23) 4 (6.0) 11 (1.1)
Hepatitis B infection?] 23 (2.1) 22 (2.4) 1 {0.6) 1(LS) 22 (2.1)
Cancer| 10 {0.9) 7 (0.8) 3(LT) 1(L5) 9 (0.9)
Chronic renal disease 3 (0.7) 5 (0.5) I (LT 23O & (0.E)
Immuncdeficiency 20.2) 2 (032 L] 0 2(0.2)
S _ (ST [ seroe
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Journal of Infection
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Review

Risk factors of critical & mortal COVID-19 cases: A systematic
literature review and meta-analysis

Zhaohai Zheng, M.D.*"!, Fang Peng, B.D.*!, Buyun Xu, M.D.? Jingjing Zhao, M.D,*",
Huahua Liu, M.D., Jiahao Peng, M.D.% Qingsong Li, B.D.%, Chongfu Jiang, B.D.®,

Yan Zhou, M.D.? Shuging Liu, M.D.?!, Chunji Ye, M.D.4, Peng Zhang, M.D.",
Yangbo Xing, M.D.4, Hangyuan Guo, M.D., Ph.D.", Weiliang Tang, M.D.**

3 Department of Cardiology, Shaoxing People’s Hospital (Shaoxing Hospital, Zhejiang University School of Medicine). Shaoxing City, Zhejiang Province,
312000, PR China

U Department of Cardiology, The Run Run Shaw Affiliated Hospital, School of Medicine, Zhejiang University, Hangzhou City, 310003, Zhejiang, PR Ching

* Cardiovascular Research Center, School of Busic Medical Science, Xi‘an Jigotong University Health Science Center, 710049, Xi'an, China

A Loma Linda University School of Public Health, 24951 Circle Dr, Loma Linda, CA 92354, USA

€ Department of Cardiology, Awati County Proples Hospital, No.1 North fiefang Road, Awati County, Xinjiang Uygur Autonomous Region, 842000, PR China
"Shaoxing University School of Medicine, 312000, Shaoxing, Zhejiang, Ching

OR
Sesso maschile 1,76
Eta >65 anni 6,06
Fumo 2,51
Ipertensione 2,72
Diabete 3,68
Malattia cardiovascolare 5,19
Malattia respiratoria 5,15
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Correspondence I

Sex difference and
smoking predisposition
in patients with
CoviD-19

The outbreak of novel coronavirus
disease 2019 (COVID-19) is quickly
turning into a pandemic. Although
the disease is now better contained
im China, 32702 cases remain as of
March 2, 2020. 10566 cases and
166 deaths outside of China had been
reported as of March 3 (WHO situation
report 43), which is a large increase
from the 2918 cases and 44 deaths

of 1099 patients with COVID-19
from 552 hospitals in 30 provinces
in China, 58% of the patients were
men. Taken together, these data seem
to indicate that there might be a sex
predisposition to COVID-19, with men
more prone to being affected.

This sex predisposition might be
associated with the much higher
smoking rate in men than in women in
China (288 million men vs 12.6 million
women were smokers in 2018). Of
note, one study (preprint)® found that
although ACE2 expression was not
significantly different between Asian
and white people, men and women,

subgroups, no firm conclusions can
be drawn. With more cases being
examined from different ethnic and
genetic backgrounds worldwide, ACE2
expression variation can be better
analysed and compared to establish
whether it contributes to susceptibility

to COVID-19 across the different i

subgroups.

Ideclare no competing interests

Hua Cai
heai@mednet.ucla.edu

@

Published Gnline

This online publication has
been comected.

The corrected version first
appeared at thelancet.com/
respiratory on Apeil 1, 2020
For the WHO COVID-19

repart 43 see https:[fwarawho.
irt/dacs/defanit-source/

... expression of ACE2 (the receptor for severe acute respiratory syndrome
coronavirus 2 [SARS-CoV-2]) is more predominant in Asian men...
... much higher smoking rate in men than in women in China (288 million men
vs 12:6 million women were smokers in 2018)

... smoking is related to higher expression of ACE2

...ma in Cina i pazienti Covid che fumano risultano solo il 12,5%,

rispetto alla proporzione di
generale...

fumatori
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Perché gli uomini sono piu colpiti?

- Le differenze non sembrano causate da tassi d’infezione diversi

- Altre due malattie causate da coronavirus, la Sars e la Mers, si sono
dimostrate piu frequenti negli uomini

- Prevalenza di obesita, ipertensione, diabete, cancro, patologie
respiratorie e cardiovascolari

- XX vs XY: Il cromosoma X contiene diversi geni della risposta
immunitaria, soprattutto quello della proteina Tir7, che individua i virus
a singolo filamento di Rna, come il coronavirus

- Estrogeni e progesterone potenziano la risposta immunitaria

- @Gli uomini curano meno l'igiene personale

- -
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# Current Archivesv Print Editions v Collections AboutUsv Editorial Policy v
Il,lmr}' Mlchlll?ul' , Francesca de’Donato?, Matteo Scortichini: , Manuela De Sariot , Flammetta Noccloll?, Pasqualino Rossi?,
arina Davoll

1. Department of Epidemiology, Lazlo Reglonal Health Service, ASL Roma 1, Rome, Italy
2. Health Prevention Directorate, Itallan Ministry of Health, Rome, ltaly

Cor Paola

Populations with a chronic exposure to high levels of air pollution,
such as in the north of Italy, may have a greater predisposition to
develop respiratory symptoms, which may make them more
susceptible to COVID-19.

However, evidence on the direct and indirect role of air pollution is
to date limited and the causal pathways and the differential risk
attributable to this in different geographical areas need to be
further investigated.

L]
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Research Paper
Does comorbidity increase the risk of patients with COVID-19:

evidence from meta-analysis

Bolin Wang!, Ruobao Li?, Zhong Lu?, Yan Huang?
Published: April B, 2020
"'weifang Medical University, Weifang 261031, China
Department of Human Anatomy, Weifang Medical University, Weifang 261031, China
‘Department of Oncology, Affiliated Hospital of Weifang Medical University, Weifang 261031, China

Hypertension, diabetes, COPD, cardiovascular disease, and cerebrovascular
disease are major risk factors for patients with COVID-19

The meta-analysis revealed no correlation between increased risk of COVID-19
and liver disease, malignancy, or renal disease.

Knowledge of these risk factors can be a resource for clinicians in the early
appropriate medical management of patients with COVID-19
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The MEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Cardiovascular Disease, Drug Therapy,
and Mortality in Covid-19

Mandeep R. Mehra, M.D., Sapan S. Desai, M.D., Ph.D.,
SreyRam Kuy, M.D., M.H.5., Timothy D. Henry, M.D., and Amit N. Patel, M.D.

ABSTRACT

BACKLROUMND

Coronavirus disease 2019 (Covid-19) may disproportionately affect people with
cardiovascular disease. Concern has been aroused regarding a potential harmful
effect of angiotensin-converting—enzyme (ACE) inhibitors and angiownsin-recep-
tor blockers (AR Bs) in this clinical conwext.

METHODS

Using an observational database from 169 hospitals in Asia, Europe, and Nordch
America, we evaluated the relationship of cardiovascular disease and drug therapy
with in-hospital death among hospitalized patients with Covid-19 who were admir
ed berween December 20, 2019, and March 15, 2020, and were recorded in the
Surgical Ourcomes Collaboracive regisery as having eicher died in the hospital or
survived to discharge as of March 28, 2020,

BECIINTE
.

l ARSTOSCANA  Regione Toscana [l 3

From Brigham and Wormen's Hospatal
Heart and Yascular Center and Harvard
Medical School, Boston [M.E.M.); Surgi-
sphere, Chicago {5.5.0.); Baylor College of
Medicine and Department of Yeterans Af-
fairs, Houston [5.K.); Christ Hospital, Cin-
cinnati {T.0.H.); the Department of Bio-
medical Engineering, University of Litak,
Salt Lake City (A.N.P); and HCA Research
Institute, Nashville [A.M.P). Address re-
print requests to Dr. Mehra at Brigham
and Women's Hospital, 75 Francis St
Boston, MA 02115, or at mmehra@bwh
harvard.edu.

This article was published on May 1, 2020,
at ME|M.org.
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Risk Factor Risk Factor Present  Risk Factor Absent Odds Ratio (95% CI)
no. of patients who died fotal po. %)
=65 yr of ape L47 1474 (100 687436 (4.9) : — 153 (1.60-2.41)
Female sex 193571 (5.0) 336/5339 (6.3) +E 0.9 (0.65-0.95)
Coronary artery disease 103 /1010 (10.2) 4121900 (5.2) : — 270 (108-3.51)
Congesiive hearl failure 297180 [15.3) 4846/8521 [5.6) i — 248 (L6239
Arrhiythimia 357304 (11.5) ARO/BEOG (5.6) | —t— 1.85(1.33-2.86)
COPD I2ES (143 483 /BERS (5.6) i R m— 2596 (7.00-4.40)
Current smoker 46491 (9.4) 4698419 (5.6) | —— 179 (1.29-2.47)
Receving ACE inhibitor 16/ (2.1) 4949/8140 (6.1) . i 0.33 (0.70-0,54)
Receiving ARB 38/556 (6.8) 4778354 (5.7) m 123 [0.&87-1.74)
Receiving statin 36/860 (4.7) 4798050 (6.0) — ! 0.35 (0.24-0.57)
0l 1.0 100

Figure 1. Independent Predictors of In-Hospital Death from Multivariable Logistic-Regression Analysis.

l ARSTOSCANA  Regione Toscana [l 3
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Baslc Research in Cardiology (2020} 115:32
hitps/dol.org/T0.1007 /s00395-020-0792-4

ORIGINAL CONTRIBUTION m)

CUneck for
UpOEIes

Perspective: cardiovascular disease and the Covid-19 pandemic
Tommaso Gori' - Jos Lelieveld? - Thomas Minzel'

Recetved: 30 March 2020 / Accepted: & April 2020
© Springer-Verlag GmbH Germany, part of Springer Nature 2020

Abstract

We summarize the cardiovascular risks associated with Covid-19 pandemic, discussing the risks for both infected and non-
infected patients.

Keywords Covid-19 - Cardiovascular disease - Pollution

l ARS TOSCANA Regione Toscana [Bir &3
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M . - - Perspective: cardiovascular disease and the Covid-19 pandemic
implications of Covid- 19 for S ——
H[I-i gt G, et 207
ovascular cane —

For patients with Covid-19 infection

increased mortality in patients with prior cardiovascular disease
Pericyte injury [particularty in heart failure)
Cardiovascular side effects of therapies

infected patients.

1-19 infection

Reduced access 1o medical care for fear of
contagion

Shortened diagnostic protocols due to hospital
congestion

Risk of diagnostic errors [e.g. underdiagnosis of
Cowid-19 in patients with known heart failure)

T =3
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Preliminarily, articles seem to
suggest that patients with rheumatic
diseases may not have more
infections from SARS-CoV-2 and
similar outcomes to age and gender
matched patients, but fear of
rheumatic medications increasing
their risk, drug shortages, and work
exposure all are concerns for
patients.

Curr Treat Options in Rheum
DOL 10, 1007/540674-020-001 45—y

What Does the COVID-19
Pandemic Mean

for Rheumatology Patients?
Janet E. Pope, MD, MPH, FRCPC

Address

"Schulich School of Medicine & Dentistry, London, ON, Canada

*Western Uiniversity, London, OM, Canada

Department of Medicine, Division of Rheumatology, St Joseph's Health Care, 268
Grosvenor S5k, London, 0N, NG&A SV2, Canada

Ermail: janet. pope@sghelondon.on.ca

€ Springer Nature Switeedand AG 2020

L
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Correspondence I

Patients with mental
health disorders Inthe
COVID-19 Epldemll:

Mire than 600060 Infections have
been confirmed worldwide 1n the
coronavings disease M9 (COVID-19)
epidemic, with most of these cases
in China. Global attention has langely
bsienn Feocumseed o thee infected patients
and the frontlne responcers, with
sme mamgnalised popdations in
soucheny haniing b caerooked. Hene,
e wrile T express our concerms with
reqarts o the effect of the epidemic on
people with menial health disosders.
Ignorance of the differential impact
of the epidemic on these patients will
mot only hinder any alms bo prevent
Purther spread of COMID-19, bt will
also avgment already existing health
Inequalites.

i China, 173 milllon people e
Ipwing with mental health disorders,'
and meglect and stigma regarding
these conditions still prevall in sockety.’
When epidemics arse, people with
menial health disorders are genemlly
miwe suscepiible to Infections for
several reasons. Fst, mental health
disorders can Increase the sk of
infections, Induding preumonia,'
e peport rebeased on Feb 9, 2000,
discussing a duster of S0 cases of
COVID-19 among Inpatients In one

Ty COMID-19 will ke the Treatment

more challenging and  potentlally
lass effective. Third, the COVID-19

with mental health conditions coulid
be more substantially influenced by
e emodional msponses brought on
by the COWVID-19 epidemic, resulting
in relapses o worsening of an already
existing mental health condition
because of high susceptibility 1o stress
compared with the general population,
Finalby, marmy people with mental health
disopders attend meqular outpatient
wisits for evaluations and prescriptions.
However, natiomaide reguiations on
trave] and quaraniine have resulied
in these reguiar visits becoming moe
dificult and irgeactical fo attend.

Few volces of this lange but
vulnerable population of people with
mental health disoaders have been
Fiaeaured dhuing this epidemic, Epidemics
never affect all populations egqually
and Inequalities can always drive the
spread of Infections, As mental healty
] puabdic haalth profess jonaks, we call
for adequate and mecessany attention
topeople with mental health disorders
i e COMID- 15 axpadbiemie.

e o L N OOMang e,
Hoar Yoo, Jin-Hua Cher 4,
*¥i-Fenqg Xut
wuyifengiiamhe ong.on

Sarmsiurs . Comussidioy of menaland
v & mun dhalere Tor metlone of e

st cemnuy. Shenghl Avc Pyl A1

X560
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When epidemics arise, people with mental health disorders
are generally more susceptible to infections for several reasons.

First, mental health disorders can increase the risk of infections (cognitive
impairment, little awareness of risk, and diminished efforts regarding personal
protection in patients, as well as confined conditions in psychiatric wards).

Second, once infected people with mental disorders can be exposed to more barriers
in accessing timely health services, because of discrimination associated with mental
ill-health

Third, the COVID-19 epidemic has caused a parallel epidemic of fear, anxiety, and
depression.

Finally, many people with mental health disorders attend regular outpatient visits
for evaluations and prescriptions. However, nationwide regulations on travel and
quarantine have resulted in these regular visits becoming more difficult and
impractical to attend”.

L] te
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Mational Institute on
Minarity Health and
Health Disparities
(MIMHD), Mational
Institutes of Health,

Bethesda, Maryland.

Anna Maria Napoles,
Phix, MPH

National Institute on
Minonty Health and
Health Disparities
{MIMHD), Mational
Institutes of Health,

Bethesda, Maryland.

Eliseo 1. Pérez-Stable,
MO

Naticnal Institute on
Minonity Health and
Health Disparities
{MIMHD), Mational
Institutes of Health,
Bethesda, Manyland.

Editortal

JAMA Published online May 11, 2020

COVID-19 and Racial/Ethnic Disparities

The novel SARS-CoV-2 (severe acute respiratory syn-
drome coronavirus 2) has led to a global pandemic mani-
fested as coronavirus disease 2019 (COVID-13), with its
most severe presentation being acute respiratory dis-
tress syndrome leading to severe complications and
death, Select underlying medical comorbidities, older
age, diabetes, abesity, and male sex have been identi-
fied as biological vulnerabalities for more severe COVID-19
outcomes.' Geographic locations that reported data by
racefethnicity indicate that African Amencan indnadu-
als and, to a lesser extent, Latino individuals bear a dis-
proportionate burden of COVID-19-related outcomes.
The pandemic has shone a spothight on health dispan-
ties and created an opportunity to address the causes
underlying these inequities.”

The most pervasive disparities are observed
among African American and Latino individuals, and
where data exist, American Indian, Alaska Mative, and

Pacific |slander populations. Preliminary prevalence

The pandemic presents a window

of opportunity for achieving greater

equity in the health care of all
vulnerable populations.

precedents, mortality from influenza and pneumonia as
causes of death for persons aged 65 years or older are
lower among African American and Latino individuals
compared with white persons.>® In contrast, histori-
cally, pulmenary tuberculosis disproportionately af-
fects persons of lower socioeconomic status, but there
is no convincing evidence that rates of tuberculosis re-
activation are influenced by socioeconomic status.

Understanding the reasons for the initial reports of
excess mortality and economic disruption related to
COVID-19 among health dispanty populations may al-
low the scientific, public health, and clinical commu-
nity to efficently implement interventions to mitigate
these outcomes, particularly if substantial disease
emerges in the fall of 2020 or beyond.

The miost common explanations for disproportion-
ate burden involve 2 issues. First, racial/ethnic minorty
populations have a disproportionate burden of under-
hing comorbidities. This is true for diabetes, cardiovas-
cular disease, asthma, HIV, morbid obe-
sity, liver disease, and kidney disease, but
not for chronic lower respiratory dis-
ease or COPD. Second, racial/ethnic
minorities and poor people in urban set-
tings live in more crowded conditions
both by neighborhood and household
assessments and are more likely to be

-
l ARSTOSCANA  Regione Toscana [l 3
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In Chicago, rates of COVID-19 cases per 100000 (as of May 6, 2020) are greatest
among Latino (1000), African American/black (925), “other”racial groups (865),
Compared with white (389) residents.

New York City (as of May 7, 2020) reported greater age-adjusted COVID-19 mortality
among Latino persons (187 per 100000) and African American individuals (184 per
100000), compared with white (93 per 100000) residents

The underlying causes of health disparities are complex and include social and
structural determinants of health, racism and discrimination, economic and
educational disadvantages, healthcare access and quality, individual behavior, and
biology.

- Disproportionate burden of underlying comorbidities

- Urban settings: more crowded conditions

- More likely to be employed in public-facing occupations (eg, services and
transportation)

Social distancing is a privilege !
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COVID-19 and Health Equity—A New Kind of “Herd Immunity”

David /. Williams, PhiD, MPH; Lisa A, Cooper, MD, MPH

The striking racial/ethnic disparities reported for COVID-19 infection,
testing, and disease burden are a clear reminder that failure to protect the
most vulnerable members of society not only harms them but also increases
the risk of spread of the virus, with devastating health and economic
consequences for all.

COVID-19 disparities are not the fault of those who are experiencing them,
but rather reflect social policies and systems that create health disparities in
good times and inflate them in a crisis.

The US must develop a new kind of “herd immunity,” whereby resistance to
the spread of poor health in the population occurs when a sufficiently high
proportion of individuals, across all racial, ethnic, and social class groups, are
protected from and thus “immune” to negative social determinants.

L] te
' ARS TOSCANA Regione Toscana %\’e
~




Audit & Feedback
dei percorsi per le cronicita
allepoca del CoViD-19

16 maggio 2020

Grazie per |'attenzione !

L]
l ARS TOSCANA Regione Toscana R S




