1): Kurzbeschreibung lhres Tatigkeitsbereiches

Ich bin als Facharzt und UMEA Clinician Scientist in der Klinik fir Endokrinologie, Diabetologie und
Stoffwechsel des Universitatsklinikums Essen tatig. In unserer Klinik beschaftigen wir uns mit
Erkrankungen der hormonproduzierenden Organe des menschlichen Korpers. Im Bereich der
Krankenversorgung, Forschung und Lehre verfiigt unsere Klinik insbesondere Ulber folgende vier
Schwerpunkte: Endokrine Onkologie (zertifiziertes Europdisches Exzellenzzentrum fiir Neuroendokrine
Tumoren [ENETS CoE]), Diabetologie (DDG Diabetes Exzellenzzentrum), Zentrum fir seltene
Erkrankungen des Hormonsystems (Zertifizierung im Rahmen der Europdischen Netzwerke fiir seltene
Erkrankungen [ENDO-ERN und EURACAN]) und Transition (=Weiterleitung von Jugendlichen und
adoleszenten Miterkrankungen des Endokriniums in die Erwachsenenversorgung). Im Rahmen des von
der Deutschen Forschungsgemeinschaft geforderten UMEA Clinician Scientist Programms, welche eine
50%-ige Forschungsfreistellung ermaoglich, erforsche ich den Einsatz von Sensoren zur kontinuierlichen
Glukosemessung zur Verbesserung der stationdren Diabetesversorgung.

2): Ansprechpartner:in (inkl. Kontaktdaten), kurzer Lebenslauf

Dr. med. Lukas van Baal, Klinik fir Endokrinologie, Diabetologie und Stoffwechsel, Hufelandstr. 55,
45147 Essen
Telefon: +49-201 723 6401, Fax: +49-201 723 6397, Email: Lukas.van-Baal@uk-essen.de

3): allgemeinverstéandlich formulierte Zusammenfassung ihrer Arbeit/ Forschungsprojekt

Im Rahmen der COVID-19-Pandemie hat sich gezeigt das ein Diabetes mellitus und die Vorstufe
Prediabetes zwei der relevantesten und groften Risikofaktoren fir einen schweren Verlauf und
potentiell todlichen einer akuten COVID-19-Infektion sind. Trotzdem ist bisher keine strukturierte
Erfassung dieser Risikofaktoren bei der Krankenhausaufnahme von Patienten:innen mit akuter COVID-
19-Infektion etabliert. Wir haben von daher von Oktober 2020 - Méarz 2021 (= 2. COVID-19 Welle in
Deutschland) am Universitdtsklinikum Essen ein strukturiertes Diabetes- und Prediabetes-Screening
bei allen Patieten:innen, die mit einer akuten COVID-19-Infektion auf eine Normalstation
aufgenommen worden sind, durchgefiihrt. Dieses Screening beinhaltete verschiedene Ebenen: Ein
strukturiertes Interview bei Aufnahme, bei welchem die Patienten:innen explizit nach der Vordiagnose
eines Diabetes/Prediabetes bzw. diesbezliglich verschriebener Medikamente befragt wurden. Zudem
wurden, sofern vorliegend, mitgebrachte Vorbefunde hinsichtlich der Diagnosen bzw. entsprechender
Medikamente gegengelesen. Ferner wurde mittels elektronischem  Algorithmus im
Krankenhausinformationssystem nach einer vorcodierten Diagnose eines Diabetes/Prediabetes
gesucht (ICD-10 Codes: R.73.0 = Prediabetes; E10-14 = Diabetes). Des weiteren wurde bei jedem/jeder
Patient:in wurde bei Aufnahme automatisch eine Bestimmung der Gelegenheitsglukose im Plasma und
des Hbalc-Wertes vorgenommen.

Mit diesem multidimensionalen Ansatz konnten wir an einer Kohorte von 578 Patienten:innen
nachweisen, dass 37,5% der untersuchten Patienten:innen einen Prediabetes und 38,2% eines
Diabetes aufwiesen. Entscheiden hierbei war, dass die genannten Zahlen vor allem auf die Bestimmung
des HbAlc-Wertes zuriickzufiihren waren. Wir konnten zeigen, dass ein Screening lediglich beruhend
auf Erhebung von Vorbefunden und Bestimmung der Gelegenheitsglukose, was in fast allen
veroffentlichen Studien hinsichtlich COVID-19 und Diabetes/Prediabetes die gangige Praxis ist, 60,3%
der Patienten:innen mit Diabetes/Prediabetes nicht diagnostiziert hitte. Folglich haben wir mit
unserem HbAlc-basierten Screening-Ansatz nicht nur die Anzahl an undiagnostizierten
Diabetes/Prediabetes-Fillen verringert und diesen Risiko-Patienten:innen eine schnellen Zugang zur
einer diabetes-spezifischen Intervention ermoglicht, sondern auch die Risikoeinschatzung zwischen
Diabetes/Prediabetes und einer akuten COVID-19-Infektion prazisiert.



Wie beurteilen Sie das Innovationspotential lhrer Einsendung?

Das Innovationspotential ist als hoch einzustufen, da wir einen neuen Ansatz eines Screenings
hinsichtlich der Komorbiditdten Diabetes und Prediabetes untersucht haben. Man geht davon aus,
dass ca. 20,0% der deutschen Bevolkerung einen bisher undiagnostizierte Erkrankung des
Zuckerstoffwechsels  hat.  Bisherige  Studien, welche den Zusammenhang zwischen
Diabetes/Prediabetes und einer akuten COVID-19-Infektion untersucht haben, haben die Diagnose
Diabetes/Prediabetes trotzdem nur anhand von Vorbefunden und ggf. noch zusétzlich anhand einer
Gelegenheitsglukose gestellt. In unserer Studie wurde erstmalig ein systematisches Screening
durchgefiihrt, welches nicht nur die Erhebung von Vorbefunden und einer Gelegenheitsglukose
beinhaltet, sondern auch die systematische Erhebung eines HbAlc-Wertes bei Krankenhausaufnahme.

Wie beurteilen Sie lhre Einsendung beziiglich der Nachhaltigkeit?

Durch die Identifizierung von Risiko-Patienten:innen mit Diabetes/Prediabetes am Tag der Aufnahme
kann die Prognose der Patienten:innen signifikant verbessert und so die Krankenhausverweildauer
reduziert werden (siehe hierzu den nachsten Punkt). Hieraus resultiert u.a. ein geringerer Verbrauch
von Medizinprodukten, welche einen Hauptgrund fiir die hohen globalen CO2-Emissionen des
Gesundheitssektors darstellen (weltweit ca. 4,4%, Stand 2024). Entsprechend kdnnen Uber die o.g.
verkirzte Verweildauer aktiv CO2-Emission eingespart werden.

Leistet Ihre Einsendung einen Beitrag zu einer nachhaltigen Verbesserung der
Gesundheit und Lebensqualitat?

Da Patienten:innen mit der Diagnose eines Diabetes/Prediabetes ein 3-fach erhdhtes Risiko fiir einen
schweren, potentiell todlichen Verlauf einer COVID-19-Infektion haben, ermdglicht die llckenlose
Erhebung des glykdmischen Status bereits bei Aufnahme, dass diese Risiko-Patienten:innen ab Tag 1
der Hospitalisierung eine adaquate diabetes-spezifische Intervention erhalten. Dies verbessert nicht
nur den initialen Verlauf der akuten COVID-19-Infektion, sondern schiitzt auch durch den weniger
schweren Verlauf vor dem Auftreten eines Long-COVID-Syndroms und seinen entsprechenden
Komplikationen. Zudem ist anzunehmen, dass sich unsere hier dargestellten Beobachtungen auch auf
andere Infektionskrankheiten (z.B. Influenza, bakterielle Lungenentziindungen) Ubertragen lassen.
Ferner ermoglich unsere systematisches Diabetes-/Prediabetes-Screening die Diagnose einer bisher
unbekannten Erkrankung des Zuckerstoffwechsels bzw. das Aufzeigen eines schlecht eingestellten
Diabetes. So wird diesen Patienten:innen ermoglicht eine zeitnahe und optimierte diabetes-spezifische
Therapie in Anspruch zu nehmen. Dies kann langfristig, (iber eine hieraus resultierende Verbesserung
des Blutzuckerstoffwechsels, die mit einem Diabetes assoziierte erhohte Morbiditdt und Mortalitat
durch Endorganschaden (Mirko- und Makroangiopathien, Nephropathie, Neuropathie) senken.

Besitzt Ihr Beitrag Standortrelevanz (z.B. fiir Essen)?

Das Universitatsklinikum Essen hat sich tber die Jahre der COVID-19-Pandemie zu einem der gréfRten
Referenzzentren hinsichtlich dieser Erkrankung in Europa entwickelt. Wir haben mit unserer Studie
aktiv dazu beigetragen, die Versorgung dieser Patienten:innen aktiv zu verbessern. Zudem weisen in
der Stadt Essen 9,7% der Menschen eines Diabetes als Vorerkrankung auf, womit die Stadt Gber dem
Bundesdurchschnitt von 8,6% liegt (Gesundheitsatlas Nordrhein, Stand 2019). Somit leisten wir mit
unserer Studie einen wertvollen Beitrag zu dieser Standort-spezifischen demographischen
Herausforderung.
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Abstract

Context: In patients with severe acute respiratory syndrome coronavirus type 2 infection, diabetes is associated with poor COVID-19 prognosis.
However, case detection strategy is divergent and reported prevalence varies from 5% to 35%.

Objective: \We examined how far the choice of screening tools affects the detection rate of dysglycemia and in consequence the estimation of
diagnosis-associated risk for moderate (mo) or severe (s) COVID-19.

Methods: Non-intensive care unit inpatients with COVID-19 were screened systematically at admission for diabetes (D) and prediabetes (PreD)
by glycated hemoglobin A, (HbA,.) (A), random blood glucose (B), and known history (C) from November 1, 2020 to March 8, 2021. Dysglycemia
rate and effect on COVID-19 outcome were analyzed in 2 screening strategies (ABC vs BC).

Results: A total of 578 of 601 (96.2%) of admitted patients were screened and analyzed. In ABC, prevalence of D and PreD was 38.2% and 37.5%,
respectively. D was significantly associated with an increased risk for more severe COVID-19 (adjusted odds ratio [aOR] [moCOVID-19]: 2.27, 95%
Cl, 1.16-4.46 and aOR [sCOVID-19]: 3.26, 95% Cl, 1.56-6.38). Patients with PreD also presented more often with more severe COVID-19 than those
with normoglycemia (aOR [moCOVID-19]: 1.76, 95% Cl, 1.04-2.97 and aOR [sCOVID-19]: 2.41, 95% ClI, 1.37-4.23). Screening with BC failed to
identify only 96% of PreD (206/217) and 26.2% of D diagnosis (58/221) and missed associations of dysglycemia and COVID-19 severity.

Conclusion: Pandemic conditions may hamper dysglycemia detection rate and in consequence the awareness of individual patient risk for COVID-
19 severity. A systematic diabetes screening including HbA,. reduces underdiagnosis of previously unknown or new-onset dysglycemia, and
enhances the quality of risk estimation and access of patients at risk to a diabetes-specific intervention.

Key Words: COVID-19, SARS-CoV-2, prediabetes, diabetes, inflammation, screening

Abbreviations: ANCOVA, analysis of covariance; ANOVA, analysis of variance; aOR, adjusted odds ratio; BMI, body mass index; CKD, chronic kidney disease;
CRP, C-reactive protein; D, diabetes mellitus; EHR, electronic health record; HbA,, glycated hemoglobin A,.; ICD-10, International Classification of Diseases,

revision 10; ICU, intensive care unit; mi, mild; mo, moderate; NoD, normoglycemic; OR, odds ratio; PreD, prediabetes; s, severe; SARS-CoV-2, severe acute
respiratory syndrome coronavirus type 2; sIL2, soluble interleukin receptor 2; Sp0,, oxygen saturation.

In patients with severe acute respiratory syndrome corona-
virus type 2 (SARS-CoV-2), diabetes mellitus (D) is associated
with a poor prognosis for an adverse outcome of COVID-19
with a nearly 3-fold increased risk of a severe course, need
for intensive care unit (ICU) treatment, and mortality (1-3).
The degree of hyperglycemia modulates COVID-19 severity.
In patients with D, a higher glycated hemoglobin A,
(HbA;.) is associated with increased mortality risk (2, 4).
Noteworthy, a higher risk for adverse COVID-19 outcome
is also reported for mild forms of dysglycemia such as predia-
betes (PreD) (2, 4).

The prevalence of dysglycemia is underreported in
Germany, with 1 of § D-affected adults in the general popula-
tion and 1 of 3 inpatient D cases being undiagnosed (3, 6).
Furthermore, new-onset D by SARS-CoV-2-infection of pan-
creatic B cells has been discussed (7) and may also affect future
diabetes prevalence in certain populations.

Studies with a divergent choice of case detection strategy re-
port a largely varying prevalence of dysglycemia in
COVID-19 patients ranging from 2.4% to 23.9% for PreD
and 4.7% to 35.5% for D (1, 8). Surprisingly, prevalence in
the examined COVID-19 cohorts was partially even lower
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than in the general population (9). Case detection is the critical
starting point for risk estimation analyses and treatment initi-
ation. We hypothesized that in hospitalized patients, system-
atic screening for diabetes enhances case detection rate
affects the estimation of COVID-19 severity and may hence
improve access to D-specific management. To evaluate the in-
fluence of chosen diagnostic tools on D and PreD prevalence
and the associated risk for more severe COVID-19 course,
we compared 2 different dysglycemia screening scenarios in
a cohort of non-ICU patients with COVID-19 treated at one
of the largest COVID-19 university referral centers in
Germany.

Materials and Methods
Study Design

This single-center, retrospective study was conducted at the
University Hospital Essen, which is located in the
Rhine-Ruhr metropolitan area, North Rhine Westphalia,
with a catchment area of 5 million residents and that evolved
to be one of the largest referral centers for COVID-19 in
Germany during the pandemic. As part of the university hos-
pital’s quality improvement project SmartDiabetesCare (QiP
SDC), a systematic screening for dysglycemia was performed
at admission in 4 COVID-19 non-ICU wards from
November 1, 2020 until March 8, 2021. Glycemic status ob-
tained by this screening was retrospectively correlated to
COVID-19 severity at admission in 2 different scenarios using
either all 3 diagnostic tools (ABC strategy) or restricting
screening to glucose and known history of PreD/D only (BC
strategy). In a subset of patients, immunological and
infection-related biomarkers were analyzed and compared
to glycemic status.

Informed consent was obtained from all individual partici-
pants included in the study. This study was performed in line
with the principles of the Declaration of Helsinki. The study
was approved by the ethics committee of the University
Hospital Essen (20-9333-BO).

Description of Patients

Patient cohort

All patients with proven SARS-CoV-2 infection and need of
in-hospital treatment at the University Hospital Essen within
the study period were included in the analysis. Samples were
obtained from the patients’ respiratory tract (nasopharyngeal
swabs, bronchoalveolar lavage, and endotracheal aspirate)
and SARS-CoV-2 RNA was detected using RealStar
SARS-CoV-2 RT-PCR (reverse transcription—polymerase
chain reaction; Altona Diagnostics) or Abbott RealTime
SARS-CoV-2 (Abbott Laboratories) according to the manu-
facturers’ instructions. COVID-19 severity on day of admis-
sion was classified in 3 categories according to World
Health Organization criteria defining (1) mild disease
(miCOVID-19) as a simple infection with COVID-19 without
pneumonia; (2) moderate disease (moCOVID-19) as pneumo-
nia with an oxygen saturation (SpO,) greater than 90% on
room air and typical signs such as fever and cough; (3) severe
disease (sCOVID-19) as pneumonia with typical symptoms,
SpO;, less than 90% on room air and a respiratory rate greater
than 30 breaths per minute or clinical signs of severe dyspnea;
and (4) critical COVID-19 disease with need of life-sustaining
treatment, such as acute respiratory distress syndrome or

septic shock (10). Indication for in-hospital care was made
by the departments of infectious diseases and emergency medi-
cine. In general, patients were considered to need in-hospital
care if moderate to severe disease was present. The decision
for treating patients with miCOVID-19 in hospital was
made on an individual basis, for example, in case of relevant
comorbidities. Patients presenting at admission with critical
disease were directly admitted to the ICU and did not enter
the study. Glycemic status, COVID-19 disease severity, chron-
ic kidney disease (CKD, defined by glomerular filtration rate
following Kidney Disease: Improving Global Outcomes
[KDIGO] criteria), cellular immune status (anti-CD3/CD4/
CD8/CD45 antibody, Beckman Coulter catalog No.
6607013, RRID: AB_1575971; https:/antibodyregistry.org/
search?q=AB_1575973 and anti-CD3/CD19/CD45/CD56
antibody, Beckman Coulter catalog No. 6607073, RRID:
AB_1575973; https:/antibodyregistry.org/search?q=AB_
1575973) and inflammatory markers such as soluble
interleukin-2 (sIL2; Siemens catalog No. LKIP1-319, RRID:
AB_2904509; https:/antibodyregistry.org/search?q=AB_
2904509), C-reactive protein (CRP; Siemens, catalog No.
10378883, RRID: AB_2921373), and procalcitonin
(Siemens, catalog No. 06522059, RRID: AB_2921372) at ad-
mission and body mass index (BMI, documented by nursing
staff), were obtained from the electronic health records
(EHRs).

Definition of glycemic status

D was defined as HbA . greater than or equal to 47.5 mmol/
mol (6.5%), random plasma glucose greater than or equal to
11.1 mmol/L (200 mg/dL), or known history of D. PreD was
defined as HbA . 38.8 to 46.5 mmol/mol (5.7%-6.4%) and/
or known history of PreD. Patients with random plasma glu-
cose less than 11.1 mmol/L (200 mg/dL) and HbA . less than
38.8 mmol/mol (5.7%) and absence of known history of
PreD/D were classified as normoglycemic (NoD). Method
of HbAlc measurement fulfilled the standards of
“National Glycohemoglobin Standardization Program
(NGSP; DCCT-aligned)”.

Screening strategy

All patients with proven SARS-CoV-2 infection and need of
non-ICU in-hospital treatment at the University Hospital
Essen within the observation period were screened for dysgly-
cemia. Patients were asked whether a diagnosis of PreD/D is
known. This interview included not only diagnosis of PreD/
D, but also current or previous prescription for, indication
for, and medication consisting of antidiabetic drugs. Patient
declarations were documented in their EHRs. Medical docu-
ments provided at admission were screened for evidence of
dysglycemia (C1). Furthermore, an algorithm searched each
EHR of previous hospital stays for dysglycemia-specific
International Classification of Diseases, revision 10
(ICD-10) codes (R.73.0=PreD; E10-14=D) (C2). Patient
declarations as well as presence of PreD/D-specific ICD-10 co-
des were classified as positive history of PreD/D (C). Random
blood glucose (B) and HbA . (A) were implemented into the
order set of the 4 COVID-19 wards in an opt-out manner,
thus patients were biochemically screened for dysglycemia
by the first admission blood testing.
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Statistical Analysis

Data were analyzed using GraphPad Prism (GraphPad
Software Inc) and SPSS 27.0 (IBM Corp) software. Results
are shown as mean + SD and range, median (25th-75th per-
centile), or absolute number and percentage affected as indi-
cated. A value of P less than .05 was considered statistically
significant. Laboratory values below and above the detection
limit were set to the lower or higher detection limit,
respectively.

Prevalence of Dysglycemia

Prevalence of PreD/D was observed in 2 different screening scen-
arios (ABC vs BC). Multinominal logistic regression analysis
was performed to calculate odds ratio (OR) for case identifica-
tion and 95% Cl using a 2-by-2 frequency table. The diagnoses
D vs non-D (NoD and PreD) and PreD vs non-PreD (NoD and
D), respectively, were used as dependent variables and the
screening strategies ABC vs BC as independent variables.

Association analysis of dysglycemia and COVID-19 severity
To assess the association between dysglycemia and COVID-19
severity, multinominal logistic regression analysis was per-
formed to calculate OR and 95% CI using miCOVID-19 vs
moCOVID-19 and miCOVID-19 vs sCOVID-19, respectively,
as the 2 dependent variables and NoD vs PreD and NoD vs D,
respectively, as the 2 independent variables. The analysis was
performed unadjusted and adjusted for age and sex, as well
as presence of CKD and antihypertensive, lipid-lowering and
antidiabetic medication as covariates (adjusted OR; aOR).

Correlation analysis of dysglycemia and immune response
To analyze group differences on immune response in patients
with and without dysglycemia, univariate analysis of variance
(ANOVA) was computed for continuous variables followed by
Bonferroni-corrected post hoc tests. Analyses were performed
without adjustment as well as adjusted for age, sex, and pres-
ence of CKD and medication of relevant comorbidities (as ana-
lysis of covariance, ANCOVA, with age as covariate, and sex
and presence of CKD, antihypertensive, lipid-lowering, and
antidiabetic medication as between-subject factors). BMI was
not considered as a covariate because of a high rate of missing
data sets. Kolmogorov-Smirnov test revealed nonnormal dis-
tribution for glycemic and immune parameters, which is a pre-
requisite for parametric tests. However, parametric ANOVA/
ANCOVA is assumed to be robust against normality violation
if conducted in large samples (n> 50) as given in the present
data set and, in contrast to nonparametric tests, allows adjust-
ment for confounding factors (11-13). To confirm and extend
ANOVA/ANCOVA results, we additionally performed a non-
parametric Kruskal-Wallis test to compare patients with NoD,
PreD, and D, followed by Bonferroni-corrected post hoc
Mann-Whitney U tests. To further elucidate the link between
glucose metabolism and COVID-19 severity, correlation ana-
lysis between parameters of glucose metabolism and immuno-
logical and infection-related biomarkers the day of admission
were computed as Spearman rho.

Results

Demographic Characteristics

Between November 1, 2020 and March 8, 2021, 601 patients
presented with proven SARS-CoV-2 infection and need for in-

hospital non-ICU care. In total, 578 of 601 (96.2%) patients
were screened and included in the analysis. The majority of
patients were men (53.3%) and older than 60 years (67.5%,
mean: 66.3+17.4 years). In patients with available BMI
(232/578, 40.7%), the majority were overweight or obese
(71.1%, mean BMI: 29.0 + 7.1). Demographic characteristics
of the cohort are presented in detail in Supplementary
Table S1 (14).

Prevalence of Dysglycemia

HbA . differed significantly between all patient groups with
an increase from NoD to PreD and D. Random glucose was
significantly lower in patients with NoD and PreD than in
those with D. Patients with NoD were significantly younger
than those with PreD and D. In the subgroup with docu-
mented BMI, patients with D were more obese than those
with NoD or PreD. The 3 patient groups did not differ in
sex or prevalence of CKD. Antihypertensive and
lipid-lowering medication was significantly more often pre-
sent in patients with D (Table 1).

Systematic screening using all available D-specific informa-
tion (ABC) revealed that 3 out of 4 patients with COVID-19
were affected by dysglycemia with a prevalence of PreD and
D of 37.5% (217/578) and 38.2% (221/578), respectively
(Fig. 1). According to patient declarations, status of PreD/D
was unknown before screening in all detected cases with
PreD (217/217) and in 31.7% of detected cases with D (70/
221). Analysis with stepwise addition of diagnostic tools
showed the importance of HbA . measurement for PreD/D
case identification. Asking the patient for known history of
PreD/D detected 156 cases, resulting in a dysglycemia preva-
lence of 27.0%. Expanding screening by an algorithm-based
search for dysglycemia-specific ICD-10 codes in previous hos-
pital stays revealed 11 additional cases, resulting in a dysgly-
cemia prevalence of 29.9%. Incorporating information on
random blood glucose detected 8 further cases (dysglycemia
prevalence of 30.3%). Importantly, the introduction of
HbA . screening identified 263 additional cases, leading to a
significant increase in detection rate of PreD/D revealing a dys-
glycemia prevalence of 75.8% in the entire in-patient
COVID-19 cohort. Therefore, the majority of PreD/D cases
(428/438, 97.7%) could be identified by HbA,. only (see
Fig. 1; Supplementary Table S2) (14). By contrast, restricting
diagnostic tools to random glucose and history for PreD/D
only (BC strategy) showed a significantly reduced case detec-
tion rate, failing to identify 206 of 217 (94.9%) patients
with PreD (OR 0.02; 95% CI, 0.01-0.03) and 58 of 221
(26.2%) patients with D (OR 0.26; 95% CI, 0.19-0.34)
(Fig. 2).

COVID-19 Severity According to Glycemic Status

In the ABC strategy, patients with PreD showed a higher risk for
moCOVID-19 (aOR: 1.76; 95% CI, 1.04-2.97) and sCOVID-19
(aOR: 2.41; 95% CI, 1.37-4.23). Diagnosis of D was associated
with a significantly higher risk for moCOVID-19 (aOR: 2.27;
95% CI, 1.16-4.46) and sCOVID-19 (aOR: 3.26; 95% CI,
1.56-6.38) (Fig. 3; Supplementary Table S3) (14).

In the BC strategy, failure to identify patients with PreD and
D and misclassifying those cases as NoD significantly in-
creased the percentage of cases with mo/sCOVID-19 in the
NoD group (ABC: 62.1 vs BC: 73.2%; P=.014). As a conse-
quence, relying on the BC strategy meant that no significant
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Table 1. Demographic and COVID-19-related characteristics in hospitalized patients at University Hospital Essen according to glycemic status

Variable No. NoD (N =140) PreD (N=217) D (N=221) Results of ANOVA or
chi-square test
Unadjusted Adjusted

Age, v 578 61.7+£22.8%° 67.6+16.6 67.8+13.3° F=6.5 —
P=.002

Females 578 77 (55.0%) 91 (41.9%) 102 (46.2%) Chi?>=5.9 —
P=.053

CKD 575 50 (36.2%) 60 (27.6%) 77 (35.0%) Chi?=3.8 —
P=.15

BMI 232 27.3+7.8° 27.5+£5.4° 31.6 £7.75¢ F=9.7 —
P<.001

Noninsulin antidiabetic medication 89 0 (0%)” 0 (0%)° 89 (40.3%)"¢ Chi’?=162.3
P<.0001

Insulin 80 0 (0%)° 0 (0%)¢ 80 (36.2%)b¢ Chi?=136.7
P <.0001

Antihypertensive medication 292 54 (38.6%)" 87 (40.1%)° 145 (65.6%)>¢ Chi’?=4.8 —
P<.001

Lipid-lowering medication 170 27 (19.3%)° 53 (24.4%)° 90 (40.7%)>¢ Chi?=3.0
P<.001

Glucocorticoid medication 40 10 (7.0%) 16 (7.4%) 14 (6.3%) Chi® = .06
P=.91

HbA ., mmol/mol 578 34.4 + 3.1¢bde 42.1+0.9%5% 55.2+11.9>¢¢f F=234.1 F=21.1
P<.001 P<.001

HbA,, % 578 5.3+0.5%%% 6.0+0.3%54/ 7.2+1.3%e¢f F=234.1 F=21.1
P<.001 P<.001

Glucose, mmol/L 578 6.5+2.2b¢ 6.8+2.2° 8.4 +9.3b¢¢ F=23.9 F=10.0
P<.001 P<.001

Glucose, mg/dL 578 117.1+39.6%¢ 122.5+39.6° 151.3 +167.6>%¢ F=23.9 F=10.0
P<.001 P<.001

Leukocytes, /nL 562 72+4.4 7.7+4.6 7.5+4.0 F=0.49 F=0.2
P=.61 P=.85

CD4* T cells, % 322 41.1+12.8 43.2+14.2 43.3+12.3 F=1.3 F=0.6
P=.8 P=.57

CD4" T cells, /uL 303 368.7+178.3 395.5+269.9 409.2+239.0 F=0.6 F=0.1
P=.56 P=.95

CD8* T cells, % 322 26.5+12.7%¢ 22.8+13.1¢ 24.1+10.5° F=2.1 F=5.8
P=.12 P=.004

CD8" T cells, /uL 326 228.4+174.3 185.8+135.3 224.8+189.0 F=22 F=1.7
P=.11 P=.18

CD4*/CD8"* ratio 321 2.1+1.5% 3.0+3.204 2.5+22 F=3.4 F=3.7
P=.036 P=.026

Cytotoxic t cells, % 321 6.0+6.3 5.3+5.5 6.0+5.4 F=0.6 F=0.4
P=.56 P=.67

HLA-DR* t cells, % 321 13.6 +10.4%¢ 11.6+9.3¢ 12.9+8.7° F=1.1 F=5.5
P=.33 P=.004

HLA-DR* t cells, /pL 326 117.3+133.3¢ 91.9+73.5¢ 121.7 +132.9 F=2.4 F=3.1
P=.092 P=.048

B lymphocytes, % 321 11.4+9.1 15.0+11.6 13.5+8.9 F=2.9 F=2.5
P=.057 P=.085

B lymphocytes, /uL 325 99.0 £104.5 230.1+1146.1 111.8 +86.0 F=1.6 F=0.3
P=.20 P=.74

NK cells, % 321 19.1+12.0 18.3+10.7 18.0+9.4 F=0.3 F=0.8
P=.76 P=.47

NK cells, /pL 326 153.2+114.8 156.5+141.0 150.8 +109.0 F=0.1 F=1.0
P=.93 P=238

sIL2, U/mL 418 1123.1+862.1 1311.0+1144.1 1293.9+870.8 F=1.1 F=0.1
P=.32 P=.97

(continued)
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Table 1. Continued

Variable No. NoD (N = 140) PreD (N=217) D (N=221) Results of ANOVA or
chi-square test
Unadjusted Adjusted
CRP, nmol/L 541 781.0+771.4 781.0 £685.7 857.1+704.8 F=0.92 F=0.9
P=.40 P=.40
Procalcitonin, ng/mL 544 0.4+1.2 0.5+1.6 0.9+5.1 F=1.1 F=0.2
P=.34 P=.385

Results are presented as mean + SD or total number (percentage affected). For continuous variables, P values are given as a result of ANOVA tests on the 3
subgroups uncorrected and adjusted for age, sex, and presence of CKD, and antihypertensive, lipid-lowering, and antidiabetic medication. For dichotomous

variables, P values are given as a result of chi-square tests on the 3 subgroups.

Abbreviations: ANOVA, analysis of variance; BMI, body mass index; CKD, chronic kidney disease; CRP, C-reactive protein; D, diabetes; HbA ., glycated
hemoglobin A;; HLA-DR" cells, human leucocyte antigen DR-positive t-cells; NK cells, natural killer-cells; NoD, no diabetes; PreD, prediabetes; sIL2, soluble

interleukin receptor 2.

Equal letters indicate statistically significant differences in Bonferroni-corrected post hoc tests, computed in case of significant results from ¢, °,

and ° uncorrected chiZ/ANOVA ‘and ¢, ¢, and / adjusted ANOVA.

association was found between D status and COVID-19 se-
verity (aOR [mCOVID-19]: 0.96; 95% CI, 0.32-1.53) and
(aOR  [sCOVID-19]: 0.99; 95% CI, 0.42-1.76).
Furthermore, due to the low numbers of identified PreD cases
(N=11; 3 miCOVID-19, 5 moCOVID-19, and 3
sCOVID-19), no OR could be calculated for this patient
group in the BC screening strategy (see Fig. 3;
Supplementary Table S3) (14).

Markers of Inflammation and Association With
Glycemic Status

Association analysis between immunological and infection-
related biomarkers and dysglycemia status based on ABC
strategy was performed in 321 of 578 COVID-19 patients.
CDS8+ T cell count was lower in patients with PreD and D
than in normoglycemic patients (NoD: 26.5+12.7, PreD:

AC51% L

g i [ aB2.7%
e

//

A 94.9%

ABC21.7%

BC 1.4%

B 0.4%

C16.3%

I No diabetes Prediabetes [l Diabetes

Figure 1. Inner circle: total prevalence of no diabetes (green panel),
prediabetes (yellow panel), and diabetes (orange panel) and outer ring:
proportion of underlying diagnostic tool (A, HbA; B, blood glucose;
C, history of diabetes and prediabetes, respectively. AB, HbA. and
blood glucose; AC, HbA;. and history of diabetes and prediabetes,
respectively; ABC, HbA., blood glucose, and history; BC, blood
glucose and history; HbA, glycated hemoglobin A,).

22.8+13.1; D: 24.1+10.5%; P=.004), while CD4" cells
did not differ within groups, resulting in a significantly higher
CD4*/CD8" ratio in patients with PreD and D than in NoD
patients (NoD: 2.1 +1.5; PreD: 3.0+3.2; D: 2.5+2.2; P=
.026). HLA-DR" cell count was lower in patients with dysgly-
cemia in comparison to those without (NoD: 13.6 +10.4;
PreD: 11.6 +9.3; D: 12.9 + 8.7%; P =.004), while numbers
of HLA-DR*-cells were lower in patients with PreD compared
to NoD and D (NoD: 117.3 +133.3; PreD: 91.9+73.5; D:
121.7+£132.9/pL; P=.048) (see Table 1). Nonparametric
testing additionally revealed increased sIL-2 concentrations
in patient with D when compared to NoD (NoD: 927
[572-1441]; PreD: 1036 [765-1333]; D: 1097 [760-1561];
P =.04). Furthermore, B lymphocyte counts in PreD and D
were higher compared to patients with NoD (NoD: 8.7
[5.4-14.3]; PreD: 13.4 [8.4-18.4]; D: 11.2 [6.9-18.8]; P=
.05), while differences in CD8" cell count, CD4*/CD8" ratio,
and HLA-DR™ cell counts were no longer statistically signifi-
cant (Supplementary Table S4) (14). Correlation analysis of
COVID-19-related parameters with glycemic status showed
associations of small or negligible strength between HbA;.
and B lymphocyte count (rho=.11; P<.05), HbA;. and

Prevalence [%)]

ABC BC

Figure 2. ABC, screening with HbA, blood glucose, and history of
prediabetes/diabetes; BC, screening with blood glucose and history of
prediabetes/diabetes; green panel, no diabetes; yellow panel,
prediabetes; orange panel, diabetes; yellow-lined panel, undiagnosed
patients with prediabetes; orange-lined panel, undiagnosed patients
with diabetes. Data are presented as percentage affected in the bars
and in absolute numbers between the bars with arrows indicating
change in patients’ glycemic status due to choice of diagnostic
strategy. HbA, glycated hemoglobin A;..
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Figure 3. A, ABC-strategy; B, BC-strategy. Data are presented as percentage affected (absolute numbers) and aOR, *P < .05, **P < .01. In BC-
strategy, no analysis was performed in patients with prediabetes due to low number of patients (n=11 and 3 mild, respectively, 5 moderate and 3

severe cases).

CRP (rho=.09; P <.05), as well as between plasma glucose
and CRP (rho=0.13; P <.05) (Supplementary Table S5) (14).

Discussion
Summary

In this study, we present the first data on prevalence of PreD
and D in a consecutive series of in-hospital, non-
ICU-treated patients with COVID-19 obtained by a systemat-
ic screening approach. Our study demonstrated a prevalence
of 76.7% PreD and D in COVID-19 patients requiring hospi-
talization. We highlight the relevance of a systematic screening
approach per se and the inclusion of HbA . as diagnostic tool
in particular to reduce missed cases, to precisely establish
dysglycemia-associated risk, and to illustrate a correlation be-
tween COVID-19 severity and degree of dysglycemia.

Relevance of Case Finding Strategy on Prevalence of
Dysglycemia in COVID-19

In the literature, the underlying strategy to identify patients
with dysglycemia and hence the reported prevalence of D var-
ies. Studies in which diagnoses of diabetes based on diabetes
codes documented in national medical databases before or
at the study beginning reported that D prevalence in the exam-
ined COVID-19 cohort is quite low or ranges at the level of
prevalence in the general population with, for example,
2.9% in a British, 10.9% in a US, and 13.7% in a Chinese na-
tional registry study (15-17). Hence, the prevalence of D may
be underestimated. In Germany, 8.5 million people have
known D while another 2 million people are not aware of their
diabetic state. Thus, at least 1 of 5 cases of D will be misclas-
sified by using only a known history of D as a diagnostic tool.
Similarly, the reported prevalence of undiagnosed D is 18 % to
28% in the United Kingdom, 12.5% in the United States, and
27% to 69% in China (18). In addition, cases of new-onset D
may be missed by this strategy. Different studies have recently
reported new-onset D in 5% to 29% of hospitalized patients
with COVID-19 (2, 19-21). On the other hand, studies using
HbA . for case identification reported a high prevalence of
PreD and D with 39.4% and 50.2%, respectively, in

COVID-19 patients. However, as HbA;. in these studies
was obtained based only on the clinical judgment of the at-
tending physician rather than by systematic screening of all
COVID-19 patients, dysglycemia prevalence might be overes-
timated (22). By performing a systematic screening in a large
consecutive series of non-ICU in-hospital patients, we demon-
strated a high prevalence of PreD and D (37.5% and 38.2%,
respectively), with the latter in between reported frequencies
in national registry studies and smaller studies of preselected
COVID-19 subcohorts. Furthermore, by demonstrating that
the majority of patients with dysglycemia (60.3%) would
have been misclassified by the less extensive BC strategy, we
highlight the importance of an HbA.-based screening for a
thorough and comprehensive PreD/D case detection.

Relevance of Screening Strategy on Severity of
COVID-19

Postulating an adverse association between dysglycemia and
course of COVID-19, undetected cases with PreD and D erro-
neously classified as NoD may lead to the underestimation of
hyperglycemia-associated risk.

The direct comparison of 2 screening strategies in our co-
hort underlines the importance of chosen diagnostic tools on
risk estimation. In a BC strategy 60.3% of dysglycemia cases
were misclassified as normoglycemic. This substantially in-
creased the cases with moCOVID-19 and sCOVID-19 in the
NoD group. In consequence, the former with the extended
ABC screening-seen association between glucose status and
COVID-19 severity would have been missed. In other studies,
varying estimation of risk may also be explained by under-
lying screening strategy. A large meta-analysis of 18 studies
in which D diagnosis relied solely on medical history revealed
an OR of 1.65 for severe disease in patients with D (23). Using
blood glucose in addition to a personal interview and search in
electronic medical records in 2 of 3 included cases, Fadini et al
(24) reported a D-associated OR of 2.35 for sCOVID-19.
Montefusco et al (25) reported an OR of 3.00 for
sCOVID-19 in a cohort of D, in which a subset of patients
was screened by medical records, blood glucose, and HbA .
at admission (110/551). Restricting HbA ;. measurement to
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patients who were highly suspected of having D results in an
even higher OR of 5.76 for adverse COVID-19, indicating
that associated risk might be overestimated in such a case-
finding approach (22).

In a meta-analysis strategy report of 6 studies of heteroge-
neous design, population, and detection, Heidarpour et al
(26) found a 2.58 overall OR for sCOVID-19 in patients
with PreD with a 1.42 OR in patients detected by fasting glu-
cose and 4.36 OR in preselected patients with HbA . analysis.
By a step-wise screening approach (fasting glucose and medic-
al history in all; HbA . analysis in only a subset), Li et al (27)
reported a hazard ratio of 2.64 for sCOVID-19 in PreD pa-
tients, which is in agreement with our findings. However, in
our study, PreD was not only prevalent but importantly was
also associated with a 1.8- and 2.4-fold increased risk for
moCOVID-19 and sCOVID-19, respectively, demonstrating
that even seemingly mild forms of hyperglycemia have a nega-
tive effect on acute infection with SARS-CoV-2.

The systematic screening approach seems not only to en-
hance precision on risk estimation but also reveals a continu-
ous increase in COVID severity risk with degree of
dysglycemia on admission. This is indicated by an increase
of OR from PreD to D for moCOVID-19 and also
sCOVID-19 (aOR 1.8-3.3). Our results are underlined by
Holman et al (4), who showed that increasing HbA . was as-
sociated with higher mortality risk (hazard ratio 1.22-1.61).

Effect of Prediabetes/Diabetes Diagnosis on Markers
of Inflammation

The pathomechanisms contributing to disease severity are not
fully understood (28). However, differences regarding im-
mune cell concentration as well as immune response between
high- and low-risk individuals have been reported (29).
Diabetes-specific data on immunological alterations in
COVID-19 are limited. Besides an incapability to control
SARS-CoV-2—driven inflammatory responses, failure to re-
spond in a timely fashion to the infection because of a high vi-
ral load, delayed type 1 interferon response, but also
imbalanced adaptive immunity are discussed as pathome-
chanisms resulting in sCOVID-19 (28). Data from more
than 300 flow cytometry analyses in our COVID-19 cohort
obtained at hospital admission indicate that an imbalanced
adaption of the immune system may explain the higher risk
for an adverse course of COVID-19 in patients with dysglyce-
mia. Patients with PreD/D showed lower CD8* count and
higher CD4*/CD8" ratio in line with a study by Sattler report-
ing an increased CD4*/CD8" ratio in patients with COVID-19
and a comorbidity such as diabetes (30). This finding may sup-
port the hypothesis of T-cell activation inability as the ob-
served lymphopenia may result in defective T-cell-mediated
viral clearance (31). Accordingly, in our study HLA-DR*
counts were significantly lower in patients with dysglycemia.
In the nonparametric analysis, sIL-2 concentration was signifi-
cantly higher in patients with D. This was found to correlate
with the presence of comorbidities and being predictive for in-
dication of ICU treatment and mortality in previous studies
(30, 32, 33). Elevation of B-lymphocyte counts in patients
with dysglycemia in comparison to normoglycemic patients
may reflect plasmablast expansion in the course of polyreac-
tivity following this imbalanced T-cell response (34).
However, in our study the significance of results was incon-
gruent in nonparametric and parametric tests, and hence

have to be interpreted with caution. By correlation analysis,
a positive association between HbA;. and B-lymphocyte
count and CRP and random glucose, respectively, and cyto-
toxic T-cell concentration and CRP was observed; however,
this was also of small or negligible strength (rho = 0.09-0.11).
Hence, future studies in COVID-19 cohorts will have to ex-
plore the precise effect of immune alteration, glucose metabol-
ism, and disease outcome.

Limitations and Strengths of the Study

Unfortunately, BMI documentation was missing in almost 60%
of the cohort because of the nursing staff’s immense pandemic
workload. Therefore, BMI was not considered as a covariate in
our analysis. Another potential weakness of our study is the
fact that ICD code search in EHRs was limited to our own in-
hospital electronic records as no national registry in Germany
is available. However, as every single patient was asked and D
prevalence in patient interviews is higher than that reported in
the general population (35), we assume that patient declarations
might be identical to diagnosis documented in outpatient health
records. Diagnosis of PreD and D was performed at day 1 of hos-
pital admission. Onset of SARS-CoV-2 symptoms has been
found to start 4 to 6 days before (36). Thus, stress-induced
hyperglycemia might have evolved in this interval. However,
only 3 of 438 patients with D were diagnosed solely by abnormal
random glucose measurement. Furthermore, as HbA;. is re-
ported not to be altered by the onset of critical illness (37) and
the vast majority of patients with D and all patients with PreD
were diagnosed by HbA . and/or known diagnosis of PreD/D,
we assume that stress hyperglycemia was not of significant im-
port. As implementation of SDC QiP was restricted to the
non-ICU setting, another limitation is that we did not include pa-
tients presenting with critical COVID-19 disease in our analysis.
In other studies, 1 of 4 patients with critical disease D was evident
as an underlying comorbidity (38, 39). Therefore, it can be specu-
lated that considering the full spectrum of COVID-19 severity at
admission might have led to an even higher prevalence of PreD
and D and higher risk estimation for severe disease course.

The strength of this study lies in the systematic approach in-
cluding almost all (96%) patients with COVID-19-related ad-
mission in our hospital during the second COVID-19 wave in
Germany. As this study was conducted in a hospital dealing
with the largest number of COVID-19 patients in Germany
since the beginning of the pandemic, we assume that our data
obtained in a consecutive manner with almost 600 patients is
representative for the German COVID-19 in-hospital popula-
tion. To our knowledge, the population described in our study
is the only in-hospital COVID-19 cohort receiving a complete
screening. By analyzing the influence of different diagnostic ap-
proaches, we emphasize the relevance of the applied diagnostic
tools for identification of PreD and D. Furthermore, our cohort
contains not only patients with D but also a large group of pa-
tients with PreD showing a clear risk association between seem-
ingly mild dysglycemia and COVID-19 severity.

Conclusion

We demonstrate the need for systematic D screening and the
importance of HbA. measurement for case identification.
Systemic screening not only reveals a high prevalence of
PreD and D in hospitalized patients with COVID-19 but
also establishes precise risk estimation for COVID-19 severity
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in this vulnerable patient group, which may greatly benefit
from early and dedicated dysglycemia management. Future
studies are warranted to examine the benefit of intervention
and the level of glycemic control for acute and long-term
COVID-19 outcome.
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