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Abstract: Diabetes mellitus (DM) is one of the most common comorbid conditions in persons with
COVID-19 and a risk factor for poor prognosis. The reasons why COVID-19 is more severe in persons
with DM are currently unknown although the scarce data available on patients with DM hospitalized
because of COVID-19 show that glycemic control is inadequate. The fact that patients with COVID-19
are usually cared for by health professionals with limited experience in the management of diabetes
and the need to prevent exposure to the virus may also be obstacles to glycemic control in patients
with COVID-19. Effective clinical care should consider various aspects, including screening for the
disease in at-risk persons, education, and monitoring of control and complications. We examine the
effect of COVID-19 on DM in terms of glycemic control and the restrictions arising from the pandemic
and assess management of diabetes and drug therapy in various scenarios, taking into account factors
such as physical exercise, diet, blood glucose monitoring, and pharmacological treatment. Specific
attention is given to patients who have been admitted to hospital and critically ill patients. Finally,
we consider the role of telemedicine in the management of DM patients with COVID-19 during the
pandemic and in the future.

Keywords: diabetes mellitus; COVID-19; hyperglycemia; glycemic control; blood glucose monitoring;
telemedicine

1. Diabetes and COVID-19

Diabetes mellitus (DM) is a medical condition that can have a considerable impact on
affected persons and on society owing to the high costs associated with its care, especially
those arising from complications. The situation becomes more serious during a pandemic,
such as that of COVID-19, as having DM entails a greater risk of extended hospital stay
and death. In addition to the direct effects on health, the absence of regular care owing to
closure of outpatient clinics and social isolation—combined with changes in diet, physical
activity, and personal care—favors deterioration of disease control and hampers detection
of complications. All of the above factors could prove responsible for poorer clinical
outcomes in patients with DM

This study examines the impact of the COVID-19 pandemic on persons with DM and
covers implications for health in the short and long terms. It also examines how to address
the threat to persons with DM arising from more limited health services and changes in
lifestyle resulting from the pandemic.

2. COVID-19 in Persons with Diabetes
2.1. Impact of Diabetes on COVID-19
DM is one of the most common comorbid conditions in persons with COVID-19, and

while the presence of DM does not seem to increase the risk of infection [1], it is a risk factor
for poor prognosis [2,3]. The prevalence of DM in persons with COVID-19 varies widely
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according to published series, from 7% to 30% [4]. A meta-analysis by Fadini et al. [1] in
Italy examined 12 studies performed in China and, including outpatients and hospitalized
patients, found the prevalence of DM to be 10.3%, which overlapped with or was even
slightly inferior to the prevalence of DM in the Chinese population adjusted for age. In
the whole-population study by Barron et al. [5] in England, which included 61,414,470 live
individuals registered in primary care, 0.4% had been diagnosed with type 1 diabetes
(T1D), 4.7% had a diagnosis of type 2 diabetes (I2D), and 0.1% had other types of DM. The
odds ratios (ORs) for in-hospital COVID-19-related death were 3.51 (95% ClI, 3.16-3.90)
in people with type 1 diabetes and 2.03 (1.97-2.09) in people with type 2 diabetes after
adjustment for age, sex, deprivation, ethnicity, and geographical region. These effects were
attenuated, reaching ORs of 2.86 (2.58-3.18) for type 1 diabetes and 1.80 (1.75-1.86) for
type 2 diabetes when also adjusted for previous hospital admissions with coronary heart
disease, cerebrovascular disease, and heart failure. Various studies have shown that DM
is present in approximately 20% of persons infected by type 2 coronavirus causing severe
acute respiratory syndrome (SARS-CoV-2) and that it is one of the most common comorbid
conditions together with arterial hypertension, obesity, and cardiovascular disease [6-8].

Once COVID-19 is acquired, DM might increase the severity and mortality of the
disease to the extent that patients with uncontrolled hyperglycemia or DM have a greater
risk of respiratory failure and cardiac complications and more than double the probability
of being admitted to the intensive care unit (ICU). Moreover, mortality is 3-fold greater
than in patients without DM or uncontrolled hyperglycemia [2,3,5,9,10]. In the study by
Barron et al. [5], 30% of deaths from COVID-19 were in persons with DM, and the risk of
death was almost 3-fold greater for persons with T1D and almost double for those with
T2D than in those who did not have DM. In addition to the impact on health, the COVID-19
pandemic considerably affects the use of health care resources and costs. In the USA, the
average direct medical cost during the course of the infection was estimated to double or
triple in patients with comorbid conditions, such as DM [11].

The reasons why COVID-19 is more severe in persons with DM are currently un-
known [12]. Potential pathophysiological mechanisms that contribute to the increase in
morbidity and mortality include presence of an underlying chronic inflammatory state
in DM, impaired immune response, and coagulation abnormalities. The high prevalence
of DM in severe cases of COVID-19 could reflect the greater prevalence of T2D in elderly
people. Furthermore, DM in the elderly is associated with cardiovascular diseases and
obesity, which in themselves go some way to explaining the association with the fatal
outcome of COVID-19. However, the association between DM and a poorer prognosis is
maintained in non-hypertensive younger patients [9]. Current studies have shown that
hyperglycemia at admission to hospital is a predictor of death and other severe outcomes
of COVID-19 [13,14]. The Spanish registry of the Spanish Society of Internal Medicine for
COVID-19 [14], which included 11,312 patients (18.9% with previous DM) hospitalized with
COVID-19 in 109 hospitals, showed that patients who were not critically ill but presented
with hyperglycemia at admission, irrespective of whether they had previously had DM or
not, were more likely to develop complications and die and that this risk increased with
the grade of hyperglycemia (blood glucose >180 mg/dL (>10 mmol/L); HR for mortality,
1.50; 95% CI, 1.31-1.73; and blood glucose 140-180 mg/dL (7.8-10 mmol/L); HR, 1.48;
95% CI, 1.29-1.70). A retrospective study of 1544 patients with COVID-19 from 91 hospi-
tals in the USA [13] showed that both hyperglycemia and hypoglycemia were associated
with poor outcomes in patients with COVID-19. In addition, although clearly insufficient,
available data support the fact that optimal control of glycemia during hospital stay could
prove to be beneficial in terms of clinical outcomes in patients with DM and COVID-19.
A study of 59 patients with COVID-19 admitted to two Italian hospitals [15] showed that
treatment with insulin infusion until blood glucose levels of <140 mg/dL (<7.8 mmol/L)
were reached in 15 subjects with hyperglycemia and improved their prognosis with respect
to patients who had not received an insulin infusion. Furthermore, levels of interleukin 6
and D-dimer decreased once hyperglycemia was treated.
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Specific mechanisms with a potential role in COVID-19 infection include angiotensin
II-converting enzyme (ACE2) and dipeptidyl peptidase 4 (DPP4) [12,16]. ACE2 has been
identified as a coronavirus surface protein receptor. COVID-19 reduces expression of
ACE2, thus inducing cell damage, hyperinflammation, and respiratory failure. Acute
hyperglycemia upregulates expression of ACE2 in cells, thus potentially facilitating the
entry of viral cells [3,17]. However, we know that chronic hyperglycemia negatively
regulates expression of ACE2, leaving cells vulnerable to the effects of the virus [18]. Cell
studies have identified DPP4 as a functional receptor for human coronavirus-Erasmus
Medical Center (HCoV-EMC) and antibodies targeting DPP4 inhibited infection of primary
cells by HCoV-EMC [16]. At present, it is unknown whether these mechanisms can also
be applied to COVID-19 and whether treatment of DM with DPP4 inhibitors in clinical
practice affects the course of the infection.

2.2. Impact of COVID-19 on Diabetes

DM is not only a risk factor for greater severity of COVID-19; in fact, the disease affects
persons with DM directly, as in other viral infections (by worsening previous DM and even
inducing new-onset DM), or indirectly, as a consequence of the restrictions arising from
lockdown during the COVID-19 pandemic.

2.2.1. Effects of COVID-19 on Glycemic Control

The scarce data available on patients with DM hospitalized because of COVID-19
show that glycemic control is inadequate [19,20]. A study that analyzed glycemic outcomes
during admission found that 39.1% of values were over 180 mg/dL (10 mmol/L) and that
the mean blood glucose level was over 180 mg/dL (10 mmol/L) for 37.8% of hospital
stay [19]. In a study carried out in the USA [13], more than half of patients admitted to
the ICU (56%) and outside the ICU (53%) did not reach their target blood glucose levels
during the first two or three days; a study performed in China found that 56.6% of capillary
blood glucose test results were higher than the recommended target (140-180 mg/dL)
(7.8-10 mmol/L) [20]. In patients who required insulin, SARS-CoV-2 infection was associ-
ated with very high insulin requirements, reaching doses of 201 IU/d (2.2 IU/kg/d) [21];
these high values are associated with levels of inflammatory cytokines. Decompensation in
the form of diabetic ketoacidosis has been reported in patients with T2D and COVID-19, as
is the case in other severe infections. One systematic review reported that 77% of patients
with COVID-19 who developed ketoacidosis had underlying T2D, and DM was diagnosed
in 10 patients at admission; of these, seven had glycated hemoglobin >9.5% [22]. The
pathophysiology of these manifestations of DM is complex and probably goes beyond the
well-established stress response associated with severe disease and the toxicity induced by
persistently elevated glucose concentrations. The proinflammatory medium induced by
COVID-19 can lead to a high degree of insulin resistance, thus increasing insulin require-
ments. Pancreatic 3 cells express ACE2, which can lead the virus to enter the pancreatic
islets and damage the 3 cells, thus causing insulin deficiency. This effect worsens the course
of DM and causes acute hyperglycemia, even in persons without DM [23]. Insulin defi-
ciency in the setting of marked insulin resistance might also explain the common finding
of cases of severe diabetic ketoacidosis and ketosis at admission [24]. Furthermore, drugs
that are commonly used in clinical practice for patients with COVID-19, such as systemic
corticosteroids and antiviral agents, worsen glycemic control and lead to marked glycemic
excursions over a 24-h period [25,26]. In addition, there have been reports of a high number
of hypoglycemic episodes at admission, probably favored by the anorexia induced by
COVID-19 and without the concomitant adjustment of glucose-lowering drugs [20,27].
Finally, the fact that patients with COVID-19 are cared for by health professionals with
limited experience in the management of hyperglycemia and the need to prevent exposure
to the virus may also be obstacles to glycemic control in patients with COVID-19. Therefore,
impaired glycemic control in patients with DM and hyperglycemia in patients without
previous DM is considered a complication of COVID-19.
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2.2.2. Effects on Diabetes of the Restrictions Arising from the COVID-19 Pandemic

The COVID-19 pandemic was and continues to be a considerable challenge for people
with DM since their normal routines have been interrupted in order to comply with social
distancing measures. The immediate consequence is that a patient’s ability to gain access to
and receive medical care, obtain medication and material for control of DM, and maintain a
healthy lifestyle and social connections have been considerably affected. While information
on the indirect consequences of the COVID-19 pandemic on DM is limited, we are now
seeing data that make it possible to evaluate the impact of the first wave.

Studies in patients with T1D who use continuous glucose monitoring (CGM) or flash
glucose monitoring (FGM) have shown that during lockdown, there was no deterioration
in glycemic control or even beneficial effects [28,29]. A recent meta-analysis including
3441 individuals with T1D with CGM or FGM showed that, during the lockdown period,
time in range 70-180 mg/dL increased by 3.05% (95% Cl, 1.67-4.43%; p < 0.0001), while
time above range (>180 mg/dL and > 250 mg/dL) declined by 3.39% (-5.14 to —1.63%) and
1.96% (—2.51 to —1.42%), respectively (p < 0.0001 for both) [30]. It has been speculated that
this improvement could be associated with the ability to spend more time monitoring DM,
having more regular timetables, and experiencing less stress associated with going to and
from work. However, these findings may not be applicable to people with T1D who are
less motivated to control their disease, who do not use CGM, or whose social-occupational
situation competes for the time spent on managing DM. Of the 763 persons with T1D who
participated in the Taking Control of Your Diabetes study in the USA, 46% reported that
the pandemic hampered their management of DM. Furthermore, in approximately 25%,
there was an increase in the frequency of high blood glucose levels and variations in blood
glucose [31]. Finally, of the 603 patients with T1D who participated in a web survey in
Spain, two-thirds reported impaired glycemic control, and 4 out of 10 reported weight
gain [32].

The T2D population is much more heterogeneous than the T1D population in relevant
aspects such as treatment, monitoring, and ability to self-adjust treatment and use remote
consultation tools. The results of the survey among the subjects of Taking Control of Your
Diabetes (763 persons with T1D and 619 with T2D) show that the impact of lockdown
on management of DM was similar in both populations [31]. Patients were mainly non-
Hispanic White, were educated to a high level, and had good control of their glycemia.
Furthermore, in the case of patients with T2D, 46% received treatment with insulin, and
25% used CGM. A study of 114 patients with T2D followed at a tertiary center in Italy
found that lockdown led to poorer metabolic control in the short term in 26% of patients
who had previously been well controlled [33]. Given the characteristics of the populations
studied and the care setting, these data are not applicable to the general population with
T2D, especially in those patients who require care from the health system for monitoring of
control and intensification of treatment. In addition, given that published data are very
short term and that T2D is progressive, we might expect that the absence of or reduction in
monitoring and in intensification of treatment leads to more frequently impaired control in
the longer term. Data from the electronic medical records of a cohort of 13,352,550 patients
from 1709 primary care centers in the United Kingdom followed between March and April
2020 raise particular concern over the considerable reduction (77-84%) in testing of glycated
hemoglobin and in the prescription of metformin and insulin, especially in older persons
with T2D [34]. Similar changes in glucose-lowering therapy were reported in patients with
T2D in Germany between January and July 2019 (N = 79,268) and between January and
July 2020 (N = 85,046). Compared with 2019, the number of persons with >1 change in
medication fell in 2020, as follows: DPP4 inhibitors, —15%; sodium-glucose co-transporter
2 (SGLT2) inhibitors, —-3%; glucagon-like peptide-1 (GLP1) receptor agonists, 0%; other
oral hypoglycemic drugs, -6%; and insulin, -21% [35]. Another indirect consequence of
the COVID-19 pandemic in T2D patients is the effect on diagnosis of DM, which requires
specific diagnostic tests that must be performed in a clinical setting. The first four months of
lockdown in the United Kingdom saw a reduction of 70% in new diagnoses of T2D; that is,
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more than 45,000 diagnoses were either not made or delayed during this period [34]. Taken
together, these data are worrying since absence of or delaying diagnosis and monitoring of
DM hampers decisions on therapy aimed at improving metabolic control and preventing
the development or progression of potentially severe complications in the long term.

3. Treatment of Diabetes during the COVID-19 Pandemic: Disease Management and
Drug Therapy in Various Scenarios

3.1. Diabetes Patients without COVID-19: Lockdown and Lack of Physical Exercise

People with DM must be aware of the importance of maintaining good glycemic
control during the COVID-19 pandemic since stability of blood glucose levels can help
to ensure a milder clinical course if the individual becomes infected [36]. Good glycemic
control depends on tailoring therapy to the individual patient’s situation. A balanced
diet, regular physical exercise, psychological stability, and adequately adjusted treatment
are key elements when attempting to achieve objectives for disease control. It is also
important to control comorbid conditions associated with DM, such as routine vaccination
against pneumococcus and influenza (Table 1) [37]. It is as well a priority for people with
diabetes to receive the COVID-19 vaccine. Clinical data have shown a robust neutralizing
antibody response in patients with diabetes [38]. However, recent data have shown
that hyperglycemia at the time of COVID-19 vaccination worsens the immune response,
whereas achieving adequate glycemic control during the post-vaccination period improves
the immune response [39]. Therefore, we need to focus on achieving good glycemic control,
which can play a role in clinical COVID-19 outcomes and vaccine efficiency

Table 1. General recommendations for the prevention of COVID-19 in persons with diabetes [37].

Hygiene and social Distancing Measures

Lifestyle

Healthy diet: limit refined sugar and fat; avoid snacks [40,41]

e  Physical exercise: avoid a sedentary lifestyle; take regular aerobic exercise (walking, cycling,
etc.) combined with strength exercise (weights, resistance bands, pushing exercises,
etc.) [42,43].

. Avoid smoking; avoid alcohol

e  Stress management

Glycemic control

Regular monitoring of blood glucose levels
Continue with regular treatment, except in the case of contraindications
Consider dose adjustment (insulin, sulfonylureas, etc.) depending on diet and
physical activity
e  Ketone level monitoring in T1D, especially if hyperglycemia is persistent (>250 mg/dL), or
there are symptoms suggestive of ketoacidosis (nausea, vomiting, abdominal pain, etc.)

Control of comorbid conditions (obesity, blood pressure, dyslipidemia, etc.)

Vaccination (routine vaccination against pneumococcal and seasonal influenza)

Minimize exposure to SARS-CoV-2 (prioritize telemedicine)

SARS-CoV-2, severe acute respiratory syndrome coronavirus 2.

Table 1 summarizes the main recommendations for the prevention of COVID-19 in
people with diabetes.

General public health measures issued by health authorities (e.g., social distancing,
hand washing, masks, and lockdown) should receive specific emphasis in people with DM.
Similarly, telemedicine should be preferred to limit exposure of people with DM while at
the same time guaranteeing continuity of care [44].

Greater vigilance is warranted for early detection of signs and symptoms—even
atypical ones—of SARS-CoV-2 infection in patients with DM. A lower clinical threshold for
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suspicion of COVID-19 should be established in order to avoid delays in health care and
adverse outcomes in this population [45].

3.2. Patients with Diabetes and COVID-19 Who Have Not Been Admitted to Hospital

Most persons with COVID-19 and DM develop mild disease that can be managed
at home according to local guidelines. In these cases, regular contact with and follow-up
by health services are crucial for identifying impaired control or clinical status. Similarly,
optimization of glycemic control is key if we are to reduce the risk of severe disease.
Therefore, blood glucose levels should be monitored frequently, and patients should follow
a healthy diet, ensure appropriate fluid intake, and adjust treatment in cases of impaired
glycemic control [37]. Integrated management of comorbid conditions and associated
cardiovascular risk factors are equally important during this period [37].

Figure 1 shows general recommendations for prevention and management of COVID-19
in people with diabetes.

Prevention of COVID-19 in persons COVID-19in
with diabetes persons with diabetes

¥ o,

909000 e
fhis e

* Dutpatient management * Outpatient/hospital * Manage in hospatal
management
*  Hygiene and social distancing measures * Regular trestment : - Treatment with IV insulin
«  Healthy lifestyle * Dutpatient: Regular .
. Moni::ring ;?EHJEOSE + hetones treatment with precautions = Whemadynamically stable,
congider SC insulin
« Continue with regular treatment « Hospital: 5C insulin (basal-
= Control of comorbid conditions balus correction or basal

correction)

Figure 1. General recommendations for prevention and management of COVID-19 in persons
with diabetes.

3.2.1. Objectives of Glycemic Control

The objectives of glycemic control should be tailored according to age, comorbid con-
ditions, complications, and the clinical severity of infection. It is generally recommended
to maintain preprandial glucose levels between 70 and 130 mg/dL and postprandial levels
<180 mg/dL. In the case of elderly or frail patients, more easily achievable objectives can
be set, with priority given to avoiding hypoglycemia [46].

In the case of patients who use CGM, the objective should be to reach time in range
(70 to 180 mg/dL) of more than 70%, with time in hypoglycemia (<70 mg/dL) lower than
4%. The values for elderly or frail patients are reaching time in range >50% and time in
hypoglycemia <1% [47,48].

3.2.2. Glucose Monitoring

Control of glucose levels is essential if we are to maintain good glycemic control during
infection and detect possible hyperglycemic complications or hypoglycemia. The number
of checks depends on the type of DM, treatment, and degree of control. However, in the
case of COVID-19 infection, the number of daily checks should be increased and the results
analyzed. The use of CGM or FGM systems as well as glucose monitors with the option to
download data and a cloud connection enables remote monitoring by health professionals.

In the case of CGM, it is important to remember the possible interference of parac-
etamol with some systems (Dexcom G5, Guardian Connect, Enlite-Guardian Link, Enlite-
Guardian 2 Link, Guardian Sensor 3-Guardian Link 3, Eversense, etc.) [49]. In these cases,
capillary blood glucose monitoring should be performed before taking paracetamol.

3.2.3. Pharmacologic Treatment

Various glucose-lowering agents (e.g., metformin, DPP4 inhibitors, and GLP1 receptor
agonists) have anti-inflammatory action, thus supporting the hypothesis that one or more
of these drugs could be particularly useful in persons with T2D and COVID-19 [50].
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However, in the absence of prospective randomized controlled trials, there continues to
be insufficient evidence for stating whether the use of a specific class of glucose-lowering
agents is beneficial or harmful for people with COVID-19 [51]. An analysis of COVID-19
results from 1317 persons with DM (88.5% with T2D) in French hospitals revealed no clear
association between glucose-lowering agents and symptom severity [52]. Similarly, no
significant association was found between treatment and clinical findings for COVID-19
infection in 1762 persons with T2D in the SEMI-COVID-19 registry in Spain [53].

Patients with mild COVID-19 can generally continue with their usual treatment,
providing they maintain adequate oral tolerance with good fluid intake, and there are no
contraindications for treatment. Nevertheless, factors such as kidney function, nutritional
status, risk of hypoglycemia, severity of infection, and glycemic control itself may require
treatment to be adjusted. The main recommendations for antihyperglycemic agents in
patients with COVID-19 are summarized in Table 2 [25,37,48,50].

Table 2. Recommendations on the use of antihyperglycemic drugs in patients with diabetes and COVID-19 [37,48,54-57].

Treatment Clinical Recommendation Special Considerations in COVID-19
Risk of lactic acidosis in hypoxia and acute disease
. Suspend in severe cases, with hemodynamic Monitor kidney function. Suspend if
Metformin . s . . .
instability or hypoxia glomerular filtration
<30 mL/min/1.73 m?
Suspend in cases where food intake is not The risk of }}ypoglycemla may be greater with
Sulfonylureas . . . concomitant use of treatments such as
guaranteed owing to the risk of hypoglycemia h .
ydroxychloroquine
Continue in outpatients Favorable safety profile and possible use in
DPP4i Potential option in hospitalized patients with mild yP and p
. . . . : kidney failure
hyperglycemia, combined with basal insulin
Risk of dehydration in the case of severe
GLP1ra Suspend in severe cases gastrointestinal a'(i.\zerse effects (nausea,
vomiting, etc.)
Maintain a regular diet and ensure good hydration
Risk of euglycemic diabetic ketoacidosis induced by
dehydration and insulin deficiency
SGLT2i Suspend in severe cases, or if food/fluid intake Preserving cardiovascular and kidney function
cannot be guaranteed is critical
for ensuring favorable progress of COVID-19 in
persons with diabetes
Glitazones Su?'pend.l?‘ severe cases Wlth hemodyr}armc Risk of fluid retention and heart failure
instability or heart of liver dysfunction
Continue treatment of choice in hospitalized
patients. Adjust dose depending on glycemic
. control, risk of hypoglycemla‘, severity of infection, Insulin requirements may be very high in
Insulin and concomitant

treatment
Requires frequent monitoring of blood glucose
(capillary glycemia or CGM/FGM)

hospitalized patients with severe infection

GLP1ra, glucagon-like peptide 1 receptor agonist; DPP4i, dipeptidyl peptidase 4 inhibitor; SGLT2i, sodium-glucose co- transporter-2
inhibitors; CGM, continuous glucose monitoring; FGM, flash glucose monitoring.

3.2.4. Control of Other Cardiovascular Risk Factors

Angiotensin-converting enzyme inhibitors (ACEI) and angiotensin II receptor blockers
(ARA2) are essential for management of hypertension, heart failure, and diabetic nephropa-
thy. No clear evidence in favor of or against these agents in persons with T2D at risk of
or infected by SARS-CoV-2 has been published to date, despite speculation over possible
adverse effects [7]. There are clear risks associated with discontinuation since control of
hypertension and protection against kidney disease may be compromised. At present,
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most international organizations recommend continuation of ACEI/ARA?2 unless there are
explicit contraindications, such as hypotension or acute kidney injury [58,59].

As for dyslipidemia, there is currently insufficient evidence in favor of or against
continuation of statins in patients with DM and COVID-19. Increased liver and muscle
enzymes have been associated with the infection [60], and some authors recommend
monitoring creatine kinase in affected patients [61]. Decisions should be tailored taking
into account the indication for statins as well as possible interactions with antiviral agents.

Risk of thrombosis should also be taken into account. Persons with DM are more likely
to experience thrombosis, which is a relatively frequent complication in COVID-19 [60].
Treatment should be continued in patients taking antithrombotic agents. Similarly, in
the absence of contraindications, all patients hospitalized with COVID-19 should receive
prophylaxis for venous thromboembolism [62].

3.2.5. Special Considerations in T1D

Persons with T1D should never discontinue insulin owing to the high risk of hyperos-
molar hyperglycemic syndrome and diabetic ketoacidosis after infection [63]. It is essential
to guarantee appropriate fluid intake and frequent monitoring of glucose levels and ketone
bodies. Patients should be trained to know when to monitor ketones and be aware of
the need for additional doses of insulin. In the case of blood ketone levels higher than
3 mmol/L, patients should consult their health professionals.

3.3. Hospitalized Patients with Diabetes and COVID-19

The COVID-19 pandemic has generated new challenges in hospital management
of DM. Good control of glycemia helps to improve clinical outcomes although it also
requires frequent contact between health care personnel and patients to ensure appropriate
monitoring of blood glucose, administration of insulin, and resolution of hypoglycemia
in a situation where it is recommended to minimize interactions with patients in order
to avoid exposure to COVID-19 [64]. Table 3 summarizes the main recommendations for
management of hyperglycemia in critically ill and non-critically ill patients depending on
their clinical status.

Table 3. Management of hyperglycemia in critically ill and non-critically ill patients with COVID-19 [65].

Blood Glucose Clinical Situation Insulin Regimen Glt‘lcos.e
Target Monitoring
Hemodynamically unstable .

Parenteral nutrition ;?g‘;}réﬁgﬁz Every hour

Varying insulin requirements insulin infusion Y

Treatment with corticosteroids
Critically ill patients 140-180 mg/dL *
Subcutaneous insulin

Hemodynamically stable Basal + correction or Every 4-6 h

basal-bolus +
correction

Stable insulin requirements

Basal insulin +

. L #kk
TID No oral intake correction Every 4-6h
T2D with OAD
+ insulin Oral intake Basal-bolus insulin + Before meals and at

correction

bedtime ****

Non-critically ill 110-180 mg/dL ** Glycemia on

Correction insulin
dose
before meals or every
6 h 3%

Before meals and at
bedtime or every
6 h R

patients admission
T2D with diet <180 mg/dL
DM not known
Glycemia on
admission
>180 mg/dL

Basal-bolus insulin +
correction

Before meals and at
bedtime ****

* 110-140 mg/dL may be reasonable for selected patients, providing it can be reached without hypoglycemia. ** 110-140 mg/dL may be
reasonable in patients with mild disease and good previous glycemic control. Blood glucose >180 mg/dL may be reasonable for patients
with high risk of hypoglycemia or limited life expectancy. *** In order to calculate insulin requirements during the first 24 h. Afterwards,
intensify to basal correction or basal- bolus correction regimen. **** Consider using continuous glucose monitoring, if possible, in order to
limit the number of capillary blood glucose controls. OAD, oral antidiabetic agents; DM, diabetes mellitus; T1D, diabetes mellitus type 1;

T2D, diabetes mellitus type 2.
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3.3.1. Management of Hyperglycemia in Critically Ill Patients with COVID-19

Glucose levels should be maintained between 140 and 180 mg/dL in most critically
ill patients [66]; more rigorous targets (110-140 mg/dL) could be reasonable for selected
patients, providing they can be reached without significant hypoglycemia [67-70].

Insulin should be the treatment of choice for critically ill patients with COVID-19 [71].
The most effective way of reaching glucose targets is continuous intravenous infusion
based on validated written or computerized protocols [72,73]. Most protocols require
glucose to be monitored at least once hourly, thus necessitating contact with staff. Exposure
of health care staff managing hyperglycemia in critically ill patients with COVID-19 should
be minimized. In the case of hemodynamically stable patients not receiving parenteral
nutrition or high doses of corticosteroids, we recommend using subcutaneous insulin
regimens (basal-bolus correction or basal correction) instead of intravenous regimens and
monitoring blood glucose four times daily, together with other nursing care, in order to
reduce the need to enter the patient’s room [65].

Transferring administration of insulin from intravenous to subcutaneous is recom-
mended when the patient is clinically stable. The initial dose of subcutaneous insulin when
switching can be calculated as 60-80% of the intravenous dose administered during the
previous 24 h. Short-acting insulin can be administered for 1-2 h and long-acting insulin
for 2-3 h before interrupting administration of intravenous insulin [74,75].

3.3.2. Management of Hyperglycemia in Non-Critically Ill Patients with COVID-19

Glucose values before meals and after fasting <140 mg/dL with random maximum
glucose <180 mg/dL could be appropriate in stable patients with mild disease and strict
previous glycemic control, whereas glucose levels >180 mg/dL may be acceptable in
patients with a high risk of hypoglycemia or limited life expectancy as a way of minimizing
the risk of hypoglycemia [65].

Insulin is still considered the most appropriate drug for effective control of glycemia
in hospital. A regimen with basal, prandial, and correctional components is the preferred
approach in non-critically ill hospitalized patients with COVID-19 and good nutritional
intake; basal insulin or basal insulin with correction doses is the best choice for patients
whose oral intake cannot be guaranteed. Prolonged use of sliding-scale rapid-acting insulin
as the only treatment for hyperglycemia is not recommended.

DPP4 inhibitors combined with basal insulin can be an alternative in patients with
COVID-19 and mild-to-moderate hyperglycemia. The DARE-19 study recently showed
that in patients with cardiometabolic risk factors hospitalized with COVID-19, treatment
with dapagliflozin did not result in a statistically significant reduction in the risk of organ
dysfunction or death. Similarly, it did not result in a significant improvement in clinical
recovery although it was well tolerated. Therefore, these findings could support continua-
tion of SGLT24i for patients already receiving them before a COVID-19 diagnosis as long as
they are monitored [76].

Treatment of corticosteroid-induced hyperglycemia with insulin corticosteroids can
aggravate or induce hyperglycemia in hospitalized patients with COVID-19 with and
without DM [65,77]. As for management, some authors have reported their experience
adding neutral protamine Hagedorn insulin at doses of 20-30 IU in the morning as well as
the usual insulin regimen [71]. In our experience, the best option is to add the calculated
increase in the dose of insulin, taking into account body weight, corticosteroid dose, and
the patient’s usual total dose, which should be distributed according to the insulin regimen
and the usual corticosteroid schedule [26].

3.3.3. Glucose Monitoring of Patients with COVID-19 in Hospital

Control of DM in hospital usually requires multiple daily glucose readings. This is
challenging for patients who are in isolation. Therefore, the United States Food and Drug
Administration (FDA) has authorized self-monitoring of glucose in hospital by patients
using their own glucose monitors during the COVID-19 pandemic [78] and is in favor of
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using CGM in non-critically ill patients [79-81] although this does not imply approval for
use in hospital. Dexcom G6 and FreeStyle Libre have proven to reduce the incidence of
hypoglycemia in non-critically ill patients [82-84]. Neither requires calibration of capillary
glycemia, thus minimizing staff exposure and workload. Similarly, the fact that these
devices are not affected by interference with paracetamol is yet another advantage in
patients with COVID-19. A pilot study found that Dexcom G6 is feasible in non-critically
ill COVID-19 patients, with a MARD of 9.77% [85]. Similar results have been described in
critically ill hospitalized patients with COVID-19 [86].

Therefore, CGM and FGM could be considered for non-critically ill hospitalized pa-
tients with COVID-19 in order to limit the number of capillary glycemia tests, minimize
staff exposure, and optimize glycemic control [64]. Potential candidates include patients
with moderate-severe hyperglycemia requiring treatment with multiple doses of insulin,
patients with high glycemic variability or risk of hypoglycemia, and patients with hy-
perglycemia that is difficult to manage, such as corticosteroid-induced hyperglycemia or
hyperglycemia induced by artificial nutrition [87]. Similarly, persons using CGM or FGM
as outpatients could continue to use their devices in hospital, providing protocols are in
place, and there are staff trained in their management [88].

4. Care of Patients with Diabetes during the COVID-19 Pandemic and Afterwards

The pandemic led to unprecedented changes in clinical practice, including the closure
of some primary care centers and restructuring of hospitals, with considerable resources
aimed at management of patients with COVID-19 and a rapid transition to online care for
other conditions. As the government was promoting measures to curb and contain the
spread of the disease, health professionals faced the difficult task of managing risks both for
patients and for themselves while learning to implement new remote care systems. In this
setting, the first challenge was to maintain remote care, mainly by telephone, in order to
address urgent situations and patients whose care could not be delayed as well as to adapt
management protocols for hospitalized patients with DM to the special circumstances
affecting hospitalization of patients with COVID-19. The second challenge was to plan
health care after the initial phase in order not to postpone scheduled care and resume
previously postponed activity via a face-to-face or remote visit.

New management protocols have been suggested for hospitalized patients with DM
or hyperglycemia although information on the safety and efficacy of these protocols and
their application is lacking [65]. While waiting for these strategies to be evaluated, and
faced with the urgent need to implement effective approaches to glycemic control in
hospitalized patients with COVID-19, we recently proposed a series of recommendations
on management of hyperglycemia in the critical setting and noncritical care setting, taking
into account factors such as the need to prevent staff exposure and the fact that many
health professionals caring for patients with COVID-19 may be relatively unfamiliar with
management of hyperglycemia [65].

With the sudden outbreak of the COVID-19 pandemic, those working in outpatient
care have seen how the struggle against SARS-CoV-2 became a priority for the health system
and how care of persons with chronic diseases, such as DM, was interrupted partially or
completely. Health professionals responded with rapid and urgent adoption of alternative
means of caring for patients, as follows: online visits via video calls and, more commonly;,
by telephone; easier access to prescription medication via online prescriptions; promotion
of structured educational resources online; and the increase in the use of telemedicine tools
that make it possible to transfer the results of glucose monitoring to health professionals
(limited until relatively recently to patients with T1D). However, many patients had their
visits and appointments for analyses and additional testing cancelled. In a survey on the
impact of COVID-19 on persons with DM carried out by the Spanish Diabetes Federation
(Federacion Espariola de Diabetes (FEDE)) and the Spanish Diabetes Society (Sociedad
Espariola de Diabetes (SED)), 46% of the 335 patients surveyed (59% with T1D) had their
visit cancelled, and 40% had an online visit; furthermore, 78% felt that they would experi-
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ence difficulties making changes to their treatment. An audit of more than 125.8 million
primary care visits from the US National Disease and Therapeutic Index showed that
visit frequency decreased by 21.4% during the second quarter of 2020 compared with the
mean quarterly visit volume for the second quarters of 2018 and 2019, which were not
compensated for by remote visits. In addition, evaluation of risk factors was less common
during the remote visits than during face-to-face visits [89]. Similarly, changes in care were
implemented without clear guidelines or planning and mainly involved glycemia but not
other comorbid conditions, such as obesity, hypertension, dyslipidemia, and cardiovascular
disease. Moreover, evidence on the efficacy of these strategies in the case of the COVID-19
pandemic is scarce. A meta-analysis of randomized controlled clinical trials that compared
telemedicine-based interventions with standard care found that systems enabling adjust-
ments to medication with or without text messages or a web page improved glycosylated
hemoglobin but not other clinically relevant outcomes in patients with DM [90]. The most
recent meta-analysis, which included eight studies based on remote visits and 34 based
on remote monitoring in patients with T1D and T2D, revealed that telemedicine-based
interventions were more effective than standard care for control of DM [91].

One positive aspect is that the disruptive effect of the pandemic has led to the rapid
disappearance of barriers to the use of remote care tools, thus making telemedicine another
option in the care of chronically ill patients in the future. The pandemic has considerably
promoted the use of already available but rarely used applications and platforms, which
enable patients to upload data from their glucose monitors, CGM devices, or insulin pumps
so that their doctors can make decisions on treatment. In addition, health professionals and
probably health care organizations have recognized the value of some of these profound
changes in a sector such as that of health care, where habits are hard to change. However,
there are major limitations to telemedicine becoming a powerful tool in the care of patients
with DM. First, efficient use of this approach is currently restricted to patients who are fully
able to manage the necessary technology and are seen at centers whose professionals are
skilled in the use of this technology. In most cases, remote care is limited to telephone calls.
The FEDE/SED survey showed that 41% of patients considered remote visits to be poorly
efficient or inefficient, and 57% preferred their future health care to be based on a mix of
face-to-face and remote visits. Similarly, many of the tools were used on an improvised
basis, without previous cost-effectiveness studies and without changes in the care model to
make efficient application easier. Research on telemedicine during the pandemic, while
generating some knowledge, has generally been based on small or nonrepresentative
samples and limited to analysis of frequency of use although with few data on content and
safety and efficacy.

The question many of us ask today is whether this greater use of remote care will be
maintained once the health care crisis brought about by COVID-19 has passed. The answer
is not easy to predict although it seems foolish not to take advantage of what we have
learned from the rapid deployment of telemedicine, especially if we consider that this is
a broad area with room for development. Furthermore, while not replacing face-to-face
visits, telemedicine can facilitate processes, streamline the system, and provide valuable
information for health professionals and their patients. Nevertheless, it is also clear that for
telemedicine to become a reality, more widespread adoption as a result of the pandemic is
not sufficient, and a series of initiatives will be needed to improve it, as follows:

e Development and broad implementation of remote diagnostic and treatment technolo-
gies that make it possible to obtain variables of interest for management of DM from
the patient in his/her usual environment;

e  General electronic clinical histories in health services that include all the information
generated during the patient’s lifetime. System standardization and interoperability
are essential if we are to ensure real integration and coordination between various
care levels;

e  Establishment of universal mechanisms and protocols for transferring data on vari-
ables of interest independently of where they are generated to the clinical history in
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standard format and in such a way that they are easily interpretable. The complexity
and poor user-friendliness of the approach use up health professionals’ time and
are among the main reasons this modality is discontinued. All of these actions are
essential so that health professionals spend more time making decisions and less
time recording data, thus leading to greater clinical efficacy and reduced resistance to
change by professionals;

e In parallel, all those involved should be trained to avoid the digital gap between
patients and professionals, and collaboration between professionals and care levels
should be encouraged by providing reimbursement for the use of digital technology
and models for evaluation and assignment of resources that discourage silo working;

e As for any other medical intervention, it is necessary to generate evidence on use—
in terms of cost-effectiveness and implementation challenges—of new telemedicine
systems and strategies by comparing them with previously used approaches.

If these aspects are not taken into account, we will probably miss the opportunity
brought about by the COVID-19 pandemic to achieve the real goal, that is, to transform
our health care model so that it can respond to the challenges the system faces in providing
health care to persons with chronic diseases, such as DM.

While the long-term implications of COVID-19 in persons with DM are unknown,
available data indicate that even short-term interruption of care could prove catastrophic.
The impact is especially important in older persons from disadvantaged areas with reduced
ability to self-monitor and self-adjust treatment [30]. Prolongation of the pandemic and
restrictions in effective clinical care will worsen the situation. In order to minimize the
consequences of this situation, it is necessary to guarantee that patients receive efficient
clinical care that takes into account various services, including screening for the disease in
at-risk persons, education, and monitoring of control and complications at face-to-face or
remote visits as well as adaptation of treatment of DM in the setting of COVID-19.

5. Conclusions

Diabetes is one of the most common comorbidities linked to COVID-19, and there is
consistent evidence that diabetes increases the risk of severe COVID-19 disease, including
admission to the intensive care unit and death. Socioeconomic disadvantage and higher
blood glucose levels are associated with worse COVID-19 outcomes. Tight control of
glucose levels could prove crucial in patients with diabetes mellitus to prevent progression
to severe COVID-19. However, data on the effect of insulin and non-insulin anti-diabetic
drugs are lacking. To minimize the consequences of this situation, it is crucial to guarantee
that patients remain engaged with diabetes services and receive efficient clinical care,
including screening for the disease, education, and monitoring of control and complications
at face-to-face or remote visits. Treatment of diabetes must be adapted appropriately to the
COVID-19 setting.

This article summarizes recommendations for management of diabetes in various
situations during the COVID-19 pandemic and could serve as a guide for healthcare
providers to ensure continuity of care for people with diabetes. More research is needed
on the acute and long-term effects of COVID-19 in this population. It is also necessary
to assess the impact of these recommendations and the implementation of technological
advances in the deployment of telemedicine and management of diabetes in inpatient and
outpatient care.
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