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Purpose

This webpage provides an evidence-based resource for healthcare providers caring for
patients with underlying medical conditions who are at higher risk of developing severe
outcomes of COVID-19. Severe outcomes are defined as hospitalization, admission to the
intensive care unit (ICU), intubation or mechanical ventilation, or death. This page
summarizes data from preprinted and published studies that were included in a literature
review conducted by subject-matter experts. The summary of information reflects current
evidence regarding underlying medical conditions and is intended to help healthcare
providers make informed decisions about patient care and increasing the awareness of
risk among their patients.

This page is distinct from the People with Certain Medical Conditions webpage which
is intended for the general public.

Background

We are learning more about the risk factors for severe COVID-19 outcomes every day. Age
is the strongest risk factor for severe COVID-19 outcomes. Approximately 54.1 million
people aged 65 years or older reside in the United States; this age group accounts for
more than 80% of U.S. COVID-19 related deaths.U- 2 Residents of long-term care facilities
make up less than 1% of the U.S. population but account for more than 35% of all COVID-
19 deaths.G-) Additionally, adults of any age with certain underlying medical conditions
are at increased risk for severe illness from COVID-19.®)
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Studies have shown that COVID-19 does not affect all population groups equally. The risk
of severe COVID-19 increases as the number of underlying medical conditions increases in
an individual.®-"" People with disabilities are more likely than those without disabilities to
have chronic health conditions, live in congregate settings, and face more barriers to
healthcare.('>'¥ Studies have shown that some people with certain disabilities are more
likely to get COVID-19 and have worse outcomes >, Some chronic medical conditions
occur more frequently or at a younger age in racial or ethnic minority populations.
Moreover, data has also shown that compared to non-Hispanic White persons, members
of certain racial and ethnic minority groups are dying from COVID-19 at younger ages.('®
Based on mortality data from CDC's National Vital Statistics System (NVSS), an estimated
299,028 excess deaths occurred from late January through October 3, 2020 in the United
States, with 198,081 (66%) excess deaths attributed directly and indirectly to COVID-19.
The largest percentage increases in mortality occurred among adults aged 25-44 years
and among Hispanic or Latino persons.'? Additionally, we are still learning about how
conditions that affect the environments where people live, learn and work (i.e., social
determinants of health, such as neighborhood and physical environment, housing,
occupation, education, food security, access to healthcare, and economic stability) can
influence the risk for infection and severe COVID-19 outcomes.

This page lists high-risk underlying medical conditions based on available evidence.
The list of underlying medical conditions is not exhaustive and includes only
conditions with sufficient evidence to draw conclusions. This document will be
updated as the science evolves.

Actions Providers Can Take

e Educate and encourage everyone, especially older people and those with underlying
medical conditions, to be fully vaccinated against COVID-19 as soon as a vaccine
becomes available to them. For additional information, including a link to your state
or territorial health department’s website on eligibility for and locations for COVID-19
vaccination, check here.

e Encourage patients to keep appointments for routine care and adhere to treatment
regimens.

e Consider use of telehealth in coordination with community-based organizations,
family members, or other providers, when appropriate, although some patients may
not have knowledge of or access to appropriate technology or internet service.

e Encourage patients with underlying medical conditions to continue practicing
preventive measures, such as wearing a mask and physical distancing, to avoid
infection with the virus that causes COVID-19. This becomes even more important
with increasing age and number and severity of underlying conditions.

o Carefully consider potential additional risks of COVID-19 illness for patients who are
members of racial and ethnic minority groups, and how to facilitate access to
culturally and linguistically appropriate resources. These patients are often younger
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when they develop chronic medical conditions, might be at higher risk of having
more than one underlying medical condition, and at higher risk for acquisition of
COVID-19. Studies have shown that people in ethnic and racial minority groups are
dying from COVID-19 at younger ages.

e Based on their clinical judgement, healthcare providers might recommend that
people with underlying conditions that are not included on this list receive
vaccination as soon as it becomes available.

Key Findings from Two Large Cohort Studies

Risk Factors Associated with In-Hospital Mortality in a U.S. National Sample of
Patients with COVID-19 (USA)

This study used data from the Premier Healthcare Database, which represents
approximately 20% of all inpatient admissions in the United States since 2000. This
retrospective cohort study of 64,781 patients with COVID-19 included both inpatients and
hospital-based outpatients with laboratory-diagnosed COVID-19 between April 1 and May
31, 2020. The database included reports from 592 acute care hospitals in the United
States. The study was designed to examine risk factors associated with in-hospital
mortality, and the analysis was conducted using multivariable logistic regression among
adults for whom sex was known, adjusting for demographic characteristics, visit
characteristics, comorbidities, and hospital characteristics, among other factors.

Main Findings:

e 29.9% of inpatients and 74.9% of outpatients diagnosed with COVID-19 had no
comorbidities as defined in the study.

e The most common comorbidities were hypertension (30,236 [46.7%]), hyperlipidemia
(18,744 [28.9%]), diabetes (18,091 [27.9%]), and chronic pulmonary disease (10,434
[16.1%)]).

e 6,849 (19.4%) inpatients were admitted to an ICU.
e 5,628 (15.9%) inpatients received invasive mechanical ventilation.
e 7,355 (20.3%) inpatients died in the hospital.

e Very old age was the risk factor most strongly associated with death (e.g., age 80
years vs 18-34 years: odds ratio [OR], 16.20; 95% confidence interval [CI], 11.58-
22.67; P<0.001).

e Preexisting comorbidities significantly associated with increased odds of in-hospital
mortality were:

Metastatic solid tumor, 57% increase (adjusted odds ratio [aOR] =1.57; 95% Cl,
1.20-2.05)

History of myocardial infarction, 47% increase (aOR=1.47; 95% Cl, 34-1.62)
Cerebrovascular disease, 39% increase (aOR=1.39; 95% Cl, 1.25-1.56)
Congestive heart failure, 37% increase (aOR=1.37; 95% Cl, 1.26-1.49)
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_ Hemiplegia, 34% increase (aOR=1.34; 95% Cl, 1.05-1.72)

Any malignant neoplasm, 27% increase (aOR=1.27; 95% Cl, 1.09-1.47)
Dementia, 20% increase (aOR=1.21; 95% Cl, 1.11-1.32)
Diabetes, 20% increase (aOR=1.20; 95% Cl, 1.12-1.28)

Chronic pulmonary disease, 16% increase (aOR=1.16; 95% Cl, 1.08-1.26)
Hyperlipidemia, 11% increase (aOR=1.11; 95% Cl, 1.03-1.19)

e The risk for inpatient mortality was higher with increasing number of comorbid
conditions. Among patients with COVID-19 who died, there was a higher prevalence
of all comorbidities (except for metastatic solid tumor) than among patients who

survived.

e The Charlson-Deyo Comorbidity Index (CCl) score was used to assess the baseline
comorbidities of patients with COVID-19. Comorbidities were assessed during the
index visit and 6 months prior to that visit. Associations of number of comorbidities
and COVID-19-associated death are shown in the table below, highlighting that there

was increased risk of in hospital mortality among patients with multiple

comorbidities.

Charlson Comorbidity Index score,
mean (SD)

Charlson comorbidities=0

1to4

5 or more

* Wilcoxon rank sum test

** x2 tests

Patients with confirmed

COVID-19

Survived
(n=57,426)

1.1(1.8)

31,650

(55.1)

21,876
(38.1)

3,900 (6.8)

Deceased

(n=7,355)

3.1(2.5)

928 (12.6)

4,475 (60.8)

1,952 (26.5)

P value

<0.001*

<0.001#**

Reference: Rosenthal, N et al. Risk Factors Associated with In-Hospital Mortality in a US
National Sample of Patients With COVID-19. JAMA Network Open.2020;3(12):e2029058.
doi:10.1001/jamanetworkopen.2020.29058 [4

More Info: Charlson-Deyo Comorbidities and Related ICD-10-CM Diagnosis Codes, and
ICD-10 Diagnosis Codes for Defining Acute Complications B [4
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Factors Associated with COVID-19-related Death Using OpenSAFELY (UK)

This study used data from OpenSAFELY, a health analytics platform that covers 40% of all
patients in England. Primary care records of 17,278,392 adults with 10,926 COVID-19
related deaths from February 1, 2020 through May 6, 2020 were used to examine factors
associated with COVID-19-related death. This study provides data on clinical indications of
severity for underlying medical conditions (e.g., asthma was grouped by use of oral
corticosteroids as an indication of severity, hemoglobin A1c level was used in people with
diabetes, estimated glomerular filtration rate was used in people with chronic kidney
disease).

The study analysis was conducted using a multivariable Cox proportional hazard model,
adjusting for age, sex, body mass index (BMI), smoking, index of multiple deprivation
quintile, and many underlying conditions.

Main Findings:

1. Older adults and persons of male sex were associated with higher risk of COVID-19
death. Black persons or persons of South Asian race were also associated with
higher risk of COVID-19 death. An adjusted (full model) hazard ratio (HR) for those
over 80 years old compared to those 50-59 years old was 20.60 (95% Cl, 18.7-22.7).
Age was the strongest risk factor.

2. Underlying conditions that were associated with COVID-19 death are in the table
below with the adjusted hazard ratio value from the multivariable Cox proportional
hazard model.

Hazard Ratio
Condition (95% Cl)

Solid organ transplant (vs none) 3.53(2.77-4.49)

Hematological malignancy (versus none)

Diagnosed <1 year ago 2.80 (2.08-3.78)
Diagnosed 1-4.9 years ago 2.46 (2.06-2.95)
Diagnosed =5 years ago 1.61(1.39-1.87)
Other neurological disease 2.58 (2.38-2.79)

Reduced kidney function (versus none)

eGFR 30-60 1.33(1.28-1.40)
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eGFR <30

Other immunosuppressive condition (vs none)

Stroke or dementia

Diabetes (versus none)
With HbA1c <58 mmol/mol (<7.5%)
With HbA1c =58 mmol/mol (=7.5%)
With no recent HbA1c measure

Liver disease (vs none)

Cancer (nonhematological, versus none)
Diagnosed <1 year ago
Diagnosed 1-4.9 years ago

Diagnosed =5 years ago

Respiratory disease, excluding asthma (vs none)

Asplenia vs intact spleen

Rheumatoid arthritis, lupus, or psoriasis (vs none)

Chronic cardiac disease (coronary artery disease, congestive

heart failure, cardiomyopathy)
Asthma (versus none)
With no recent oral corticosteroid use

With recent oral corticosteroid use

High blood pressure or diagnosed hypertension (versus

normal blood pressure)

2.52(2.33-2.72)

2.21 (1.68-2.90)

2.16 (2.06-2.27)

1.31(1.24-1.37)

1.95(1.83-2.08)

1.90 (1.72-2.09)

1.75(1.51-2.03)

1.72 (1.50-1.96)

1.15(1.05-1.27)

0.96 (0.91-1.03)

1.63 (1.55-1.71)

1.34(0.98-1.83)

1.19 (1.11-1.27)

1.17 (1.12-1.22)

0.99 (0.93-1.05)

1.13(1.01-1.26)

0.89 (0.85-0.93)

Reference: Williamson EJ, Walker AJ, Bhaskaran K, et al. Factors associated with COVID-
19-related death using OpenSAFELY. Nature. 2020;584(7821):430-436. doi:

10.1038/541586-020-2521-4. [4
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More Info: Clinical and Medicine Code lists Used in OpenSAFELY [4

Summary of Conditions with Evidence

An updated list of high-risk underlying conditions, based on what has been reported in
the literature, and the level of evidence for risk of severe COVID-19 outcomes are
provided below. Updatesto the list of high-risk underlying medical conditions that put
adults of any age at increased risk for severe COVID-19 illness were based on

evidence from published reports, scientificarticles in press, unreviewed preprints, and
internal data. This list of conditions was categorized into four groups primarily based on
the study method used in the analyses at the time of review. Some of the conditions listed
represent a larger category (e.g., heart conditions) and some are listed as one specific
health condition (e.g., sickle cell disease). This reflects how conditions were defined in
studies. For example, ICD-10-CM codes were used in some studies and others used lab
codes.

1. Co-morbidities that are supported by meta-analysis/systematic review: Defined as
having a significant association with risk of severe COVID-19 iliness in at least one
meta-analysis or systematic review.

e Cancer

e Cerebrovascular disease

e Chronic kidney disease

e COPD (chronic obstructive pulmonary disease)
e Diabetes mellitus, type 1 and type 2

e Heart conditions (such as heart failure, coronary artery disease, or
cardiomyopathies)

e Obesity (BMI =30 kg/m2)
e Pregnancy
e Smoking, current and former

2. Co-morbidities that are supported by mostly observational (e.g., cohort, case-control,
or cross-sectional) studies: These might include systematic review or meta-analysis
that represents one condition in a larger group of conditions (for example, kidney
transplant under the category of solid organ or blood stem cell transplantation).

e Children with certain underlying conditions
e Down syndrome

e HIV (human immunodeficiency virus)

¢ Neurologic conditions, including dementia

e Overweight (BMI =25 kg/m2, but <30 kg/m2)

e Other lung disease (including interstitial lung disease, pulmonary fibrosis,
pulmonary hypertension)

e Sickle cell disease
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» Solid organ or blood stem cell transplantation
e Substance use disorders
e Use of corticosteroids or other immunosuppressive medications

3. Co-morbidities that are supported by mostly case series, case reports, or, if other
study design, the sample size is small (and no systematic review or meta-analysis
available was available to review): Defined as having an association in one or more
case series studies. If there are cohort or case-control studies, the sample size was
small. Conditions included might be less common.

e Cystic fibrosis
e Thalassemia

4. Co-morbidities that are supported by mixed evidence: Defined as having an
association in at least one meta-analysis or systematic review and additional studies
or reviews that reached different conclusions about risk associated with a condition.

e Asthma
e Hypertension
e Immune deficiencies

e Liver disease

Find Evidence used to update the list of underlying medical conditions that increase a
person'’s risk of severe illness from COVID-19

Additional Resources

e (CDC strongly encourages healthcare providers, patients and their advocates, and
health system administrators to regularly consult the COVID-19 Treatment
Guidelines [4 by the National Institutes of Health (NIH)

e Information about enrolling in clinical trials related specifically to COVID-19 can be
found at hhs.gov [4 , and includes opportunities for people with and without COVID-
19

e Visit Clinical Care Guidance for Healthcare Professionals about Coronavirus (COVID-
19) for CDC guidance documents, including guidance by patient type (i.e., newborn,
pediatric, breastfeeding women)

e Visit CDC's COVID Data Tracker for current data
e Visit CDC's COVID-19 Vaccination for vaccine information and resources

e Visit CDC's Demographic Trends of COVID-19 Cases and Deaths in the U.S. for COVID-
19 hospitalization and death data by race/ethnicity

¢ Visit CDC's Health Equity page for health equity considerations for racial and ethnic
minority groups

e Please contact your state, tribal, local, or territorial health department for more
information on COVID-19 vaccination in your area
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