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Abstract
Purpose IDegAsp, a co-formulation of long-acting basal (insulin degludec) and rapid-acting bolus (insulin aspart) insulin,
provides separate prandial and basal glucose-lowering effects with relatively low risk of hypoglycaemia. Its efficacy and safety
have been investigated in a large clinical trial programme (BOOST). We present the rationale and design of the ARISE study,
which aims to assess glycaemic control and other clinical parameters associated with IDegAsp use in real world.
Methods ARISE is a ~26-wk-long, prospective, non-interventional, single-arm study of patients with type 2 diabetes (T2D)
initiating IDegAsp treatment. Approximately 1112 patients with T2D aged ≥18 years previously on anti-hyperglycaemic
drugs except IDegAsp will be enroled across six countries from 15 Aug 2019 to 12 Nov 2020. IDegAsp treatment will be
initiated at the physicians’ discretion and as per the local label. Key exclusion criteria include previous participation, or
previous IDegAsp treatment. The primary and secondary endpoints are change in HbA1c from baseline (wk 0) to study end
(wk 26–36) and the proportion of patients achieving the target HbA1c level of <7% at the study end, respectively. A mixed
model for repeated measurements will analyse the primary endpoint.
Conclusion Between-country differences in the prescription patterns of glucose-lowering agents in people with T2D warrant
examination of their clinical use in different geographical settings. The ARISE study is designed to assess the clinical use of
IDegAsp from real world in six different countries. Findings from the ARISE study will supplement those of previous
randomised controlled studies by establishing real-world evidence of IDegAsp use in the participating countries.
Trial registration ClinicalTrials.gov, NCT04042441. Registered 02 August 2014, https://clinicaltrials.gov/ct2/show/
NCT04042441
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Introduction

Type 2 diabetes (T2D) is a progressive disease characterised
by insulin resistance and deterioration of beta-cell function
over time. Sustained hyperglycaemia is associated with
increased microvascular and macrovascular complications [1].
The American Diabetes Association (ADA) standard of care
for patients with diabetes and the European Society for the
Study of Diabetes recommend a reasonable glycated hae-
moglobin (HbA1c) target of <7.0% (53mmol/mol) and a
stringent goal of <6.5% (48mmol/mol) if achievable without
the fear of hypoglycaemia or other adverse effects of treatment
[2]. However, most patients with diabetes eventually fail to
achieve the target glycaemic control with lifestyle modifica-
tions and oral anti-diabetes drugs (OADs) alone [3]. Treatment
initiation and intensification with insulin is often the next step.

However, in practice, treatment intensification is often
delayed or not performed due to treatment barriers (referred
to as clinical inertia). These barriers include emphasis on the
existing HbA1c levels rather than on the long-term burden of
hyperglycaemia, fear of hypoglycaemia, body weight gain,
complex insulin regimens and financial Costs [3]. Different
insulin regimens vary in their effects on glycaemic control,
body weight, hypoglycaemia, and complexity. For example,
in patients with T2D who failed to achieve target glycaemic
control with OADs, the addition of basal or prandial insulin
regimen led to overall similar reductions in HbA1c, but
patients using basal insulin regimens achieved target gly-
caemic control with fewer hypoglycaemic episodes and less
body weight gain than those using other insulin regimens
[4]. However, basal insulin alone fails to provide prandial
coverage and warrants intensification to a basal-bolus
insulin regimen, which is complex [5]. Pre-mixed insulin
regimens provide both basal and prandial coverage in one
injection. Furthermore, they are simpler and more con-
venient than basal-bolus insulin regimens [6].

The current pre-mixed insulin formulations are designed
to achieve both basal and mealtime glycaemic control.
However, protamination of short-acting insulin results in
intermediate-acting insulin, thereby failing to provide sus-
tained basal coverage as observed with long-acting insulin.
Furthermore, the protaminated fraction interferes with the
soluble fraction, resulting in an undesirable shoulder effect
of the short-acting insulin and potentially increasing the risk
of hypoglycaemia at that time [6].

The co-formulation of insulin degludec (70%) and insulin
aspart (30%) (IDegAsp) is available in a single pen. IDegAsp
provides both long, flat and stable basal glucose-lowering
effect and prandial insulin coverage. In addition, IDegAsp
offers less complexity with fewer injections. IDegAsp does
not require re-suspension, enabling reliable and accurate
dosing [6]. The BOOST clinical investigation programme for
patients with diabetes assessed the safety and efficacy of once

or twice daily administration of IDegAsp using 26-wk-long
treat-to-target studies. IDegAsp effectively improved gly-
caemic control and overcame most of the limitations asso-
ciated with the use of pre-mix or basal-bolus insulin regimens
and demonstrated a simpler titration regimen [7–11]. In a 38-
wk step-by-step intensification trial in patients with T2D,
IDegAsp achieved similar efficacy and significantly fewer
nocturnal hypoglycaemic episodes but with a significantly
lower insulin dose and fewer injections than insulin glargine
U100 and insulin aspart administered as a basal-bolus regi-
men (see Additional file 1) [12].

Rationale

Despite an extensive clinical development programme for
IDegAsp, little evidence is available on the real-world use of
this therapeutic option. Real-world studies are gaining
importance due to their ability to assess the effectiveness and
safety of new therapeutic agents in actual clinical settings.
Despite being the gold standard for assessing the safety and
efficacy of new therapeutic agents, randomised controlled
trials (RCTs) lack generalisability of findings to a wider
population. On the other hand, real-world studies generally
include a wider population in the real-world setting due to
broader patient inclusion criteria. As such, they complement
the findings of RCTs [13]. The prevalence of diabetes and
prescription patterns of glucose-lowering agents differs across
countries. For example, the most preferred treatment routine is
basal-bolus in Australia but pre-mixed insulin in Saudi Arabia
[14, 15]. Consequently, it is important to ascertain the clinical
parameters associated with the use of IDegAsp in diverse
geographical settings. In addition, it is important to under-
stand the reasons for IDegAsp treatment initiation/dis-
continuation in various local settings. Therefore, the present
prospective, real-world and non-interventional ARISE (A
Ryzodeg Initiation and Switch Effectiveness) study was
planned in six selected countries, i.e., Australia, India,
Malaysia, Philippines, Saudi Arabia and South Africa.

Here, we present the rationale and design of the ARISE
study that aims to assess glycaemic control and other clin-
ical parameters associated with the use of IDegAsp in
patients with T2D who were initiated with IDegAsp treat-
ment in real-world settings across six countries, com-
plementing the findings of RCTs on IDegAsp.

Methods/Design

Study design

ARISE is a prospective, multi-centre, open-label, non-
interventional, single-arm study of IDegAsp in patients with
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T2D across Australia, India, Malaysia, Philippines, Saudi
Arabia and South Africa. Adults with T2D using any
glucose-lowering agents and who will be considered sui-
table for IDegAsp treatment at their physician’s discretion
will be enroled between 15 August 2019 and 12 November
2020. The duration of the study for each patient will be
approximately 26 weeks (Fig. 1).

Patients will be included if a clinician, in conjunction
with the patient/legal guardian, determines that IDegAsp is
the most appropriate clinical choice and its use is consistent
with the local label. Once the treatment course has been
agreed upon, the patient could be approached to participate
in the study. The initial dose or any further dose adjust-
ments are determined by the treating physician. During the
study, insulin dose adjustments or addition/discontinuation
of any glucose-lowering agents including IDegAsp is at the
treating physician’s discretion based on usual clinical
decision-making.

Study population

Male and female patients aged ≥18 years initiated on
IDegAsp treatment will be eligible to be enroled in the
study if they were diagnosed with T2D and treated with
any anti-hyperglycaemic agent (apart from IDegAsp) in
the past 26 weeks and had HbA1c level measured ≤12 wk
prior to participation. Exclusion criteria include prior
participation in the study, previous IDegAsp treatment,
mental incapacity, unwillingness to participate or language
barriers that would lead to inadequate understanding or co-
operation.

Data collection

Following eligibility assessment and receipt of informed
consent, patient-level data will be collected prospectively
for approximately 26 weeks during patients’ routine clinical
visits. Data will be collected at the treatment initiation visit
(v1, wk 0), at multiple intermediate visits depending on the
local clinical practice (v2×, wk 1–25), at the end of the
study visit (v3, any first visit within wk 26–36) and at
treatment discontinuation visit (v3×, during wk 0–36), if
applicable.

Study assessments

Details on patients’ relevant medical history including a
history of cardiovascular disease and presence of cardio-
vascular risk factors (e.g., hypertension, dyslipidaemia and
renal disease) will be collected retrospectively from medical
records. T2D diagnosis date, treatment and complications
will be recorded. Details of antidiabetic medication
(including treatments stopped prior to IDegAsp initiation,
e.g., insulins, GLP-1 RAs and/or OADs) must be recorded
at visit 1. Any changes to the antidiabetic medication must
be recorded at all subsequent visits and the eCRF should be
updated accordingly. The information collected includes
tradename or generic name, start date (only start year is
applicable if more than one year), dose, frequency of
administration, primary indication and stop date or con-
tinuation (yes/no). Data will also be collected about the
presence of hypoglycaemic risk factors defined as follows:
patient experiencing ≥1 severe hypoglycaemic episodes
within the past year, moderate or severe estimated glo-
merular filtration rate of <59 mL/1.73 m2, hypoglycaemic
symptom unawareness (history of impaired autonomic
responses) and exposure to insulin treatment for ≥5 years.
The reasons for initiation and potential discontinuation of
IDegAsp treatment will be noted. Patient-reported hypo-
glycaemic episodes including non-severe [episode with
symptoms and/or self-measured blood glucose level of
≤3.9 mmol/L (<70 mg/dL) within the past 4 wk], nocturnal
(occurred between midnight and early morning) and severe
(episode requiring assistance of a third person for a cor-
rective action within the past 4 and 26 weeks) episodes as
defined by a work group of the ADA and the Endocrine
Society will be recorded [16]. Patients will be asked to
recall all episodes of non-severe hypoglycaemia in the last
4 weeks and all episodes of severe hypoglycaemia within
the last 4 and 26 weeks. The number of non-severe episodes
and severe episodes will be recorded in the eCRF. Glucose
levels will be measured by the laboratory. The treating
physicians or appropriately qualified and trained delegates
will enter data from patients’ medical records into the
eCRF. Diabetes-related healthcare resource utilisation
associated with severe hypoglycaemia and with manage-
ment of diabetes and diabetes-related complications will be

Fig. 1 Study design
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recorded. No additional diagnostic or monitoring proce-
dures beyond local standard clinical practice will be per-
formed for the study patients. The assessments to be
performed at each visit are described in Table 1.

Data will be obtained via electronic primary data col-
lection and continue until the end of the study. Data will be
collected for all patients including those who discontinue
IDegAsp, unless the patient withdraws informed consent.

Table 1 Assessments at each visit during the study, if available

Study week 0 1–25 26–36 0–36

Study day (visit window)a Visit 1 Visit 2× Visit 3 Visit 3×

Visit description Informed consent and
treatment initiation

Intermediate visits End of study Treatment discontinuation

Patient and treatment-related assessmentsb

Informed consentc ✓

Inclusion/exclusion criteria ✓

Demographics ✓

Body weight ✓d ✓ ✓e ✓

Height ✓d

Systolic and diastolic BP ✓ ✓e ✓

Medical historyf ✓

Diabetes history (diagnosis, duration and complications)g ✓

Presence of hypoglycaemic risk factorsh ✓

Concomitant medicationi ✓

Insulin/OAD/GLP-1 RA details prior to IDegAsp initiation ✓

Date of IDegAsp initiation ✓

Reason for IDegAsp initiation ✓

Dose and frequency of IDegAsp ✓ ✓ ✓ ✓

Number of weekly SMPG measurement (in the past 4 wk
overall)

✓ ✓ ✓j

Reasons and date of discontinuation of IDegAsp, if
applicable

✓

Treatment effect, hypoglycaemia, safety assessmentsband end of study

HbA1c (local laboratory measured) ✓d ✓ ✓e ✓

FPG (local laboratory measured) ✓d ✓ ✓e ✓

Patient-reported non-severe hypoglycaemic episodes in the
past 4 wk (overall and nocturnal)

✓ ✓ ✓j

Patient-reported severe hypoglycaemic episodes in the past
26 wk (overall)

✓k ✓k ✓j,k

Resource utilisation associated with diabetes management
(in the past 12 wk)

✓ ✓ ✓k

Resource utilisation associated with severe hypoglycaemia
(in the past 26 wk)

✓ ✓ ✓b

Pregnancy ✓ ✓ ✓ ✓

Adverse episodes ✓ ✓ ✓

End of study ✓

BP blood pressure, FPG fasting plasma glucose, GLP-1 RA glucagon-like peptide-1 receptor agonist, HbA1c glycated haemoglobin, IDegAsp
insulin degludec/insulin aspart, NS non-significant, OAD oral antidiabetic drug, SMPG self-measured plasma glucose
aStudy visits will follow local standard of care visit frequency
bAssessments will be collected as available
cInformed consent will be obtained before any study-related activities
dBaseline assessments must not be performed >12 wk prior to signing informed consent
eFirst value recorded during the end-of-study visit window is accepted
fA medical event that a patient experienced in the past
gDiabetes history (date of diagnosis) and diabetes-related complications (retinopathy, neuropathy and nephropathy) will be recorded
hHypoglycaemic risk factors will be collected as follows: if the patient experienced at least one severe hypoglycaemic episode in the past 1 year,
moderate or severe chronic renal failure or estimated glomerular filtration rate of <59 mL/min/1.73 m2, if the patient is unaware of hypoglycaemic
symptoms as judged by the physician or if the patient is exposed to insulin treatment for ≥5 years
iAnti-diabetic drugs or any glucose-lowering agents other than IDegAsp
jData will be collected based on patient recall. In the case of discontinuation, data will be based on the period since the time of visit
kThe number of patient-reported severe hypoglycaemic episodes in the past 4 wk (overall) will also be collected

Endocrine (2021) 74:530–537 533



Patients can withdraw at any stage of the study. If a patient
discontinues treatment, the primary reason will be recorded.

Study endpoints

The primary endpoint is change in HbA1c from baseline
(week 0) to the end of study (the first visit within the
window of wk 26–36). The secondary endpoints include
change in fasting plasma glucose level and body weight
from baseline to the end of the study. A full list of the study
endpoints is presented in Table 2.

Data management

Physicians will ensure that study-specific data are captured
in an eCRF and that data are transferred electronically to a
secure virtual data centre to protect patient identity. The
system for electronic data capture will be provided and
maintained by Oracle under the supervision of Novo
Nordisk.

Administrative structure of the study

The study is sponsored by Novo Nordisk. A contract
research organisation will monitor the study procedures and
conduct periodic monitoring either via telephone or site
visits for compliance with the protocol and regulatory
guidelines (Good Pharmacoepidemiology Practice, Good
Pharmacovigilance Practice Module VI and Ethical
Guidelines for Medical and Health Research Involving
Human Subjects). The treating physician and institution will
allow direct access to source documents for verification by
Novo Nordisk monitors or its agents and appropriate reg-
ulatory authorities.

The study will be conducted in agreement with the
approved protocol and the ethical principles laid down in the
Declaration of Helsinki, in accordance with the International
Council on Harmonisation of Technical Requirements for
Registration of Pharmaceuticals for Human Use. Prior to study
initiation, critical documents such as regulatory approval/
notification, physician’s medical qualification, approved final
protocol and approvals from various institutional review
committees will be made available to the sponsor.

Statistical methods and sample size

Sample size

The sample size calculation is based on the primary end-
point analysis and aims to have sufficient power for primary
endpoint analysis, both overall and in each of the six par-
ticipating countries. The phase 3a programme of IDegAsp
included patients with different medication background that

Table 2 Study endpoints

Primary endpoint

Change in HbA1c from baseline to the end of studya

Secondary endpoints

Proportion of patients achieving HbA1c < 7%a

Proportion of patients achieving pre-defined individualised HbA1c target at
the end of the studya

Change in insulin dose (total, basal and prandial), FPG and body weight
from baseline to the end of study

Non-severe hypoglycaemic episodes at baseline and end of studyb

Non-severe nocturnal hypoglycaemic episodes at baseline and end of studyb

Severe hypoglycaemic episodes at baseline and end of studyc

Number of weekly self-monitored plasma glucose measures at baseline and
end of studyd

Reason for initiating IDegAsp treatment at baseline

Proportion of patients discontinuing treatment with IDegAsp during the
study periode

Reasons for discontinuing IDegAsp treatmentf

Exploratory endpoints

Resource utilisation associated with management of diabetes and (or) its
complications at baseline and end of studyg

Number of outpatient visits, emergency room visits, hospitalisations,
other healthcare provider visits outside hospital settings and number of
missed working days

Resource utilisation associated with patient-reported severe hypoglycaemia
at baseline and end of studyh

Number of outpatient visits, episodes requiring assistance from an
ambulance, emergency room visits, in-patient hospitalisations, other
healthcare provider visits outside hospital settings, episodes requiring
glucagon administration and number of missed working days

Proportion of patients achieving HbA1c of <7% without any hypoglycaemic
episodes at the end of studyi

Outpatient visit is defined as medical treatment of a patient who is not
hospitalised overnight but who visits a hospital, clinic or associated
facility for diagnosis or treatment

In-patient hospitalisation is defined as medical treatment that is
provided in a hospital or other facility and requires atleast one
overnight stay

Emergency room visit is defined as a visit to a hospital area equipped
and staffed for the prompt treatment of acuteillness, trauma or other
medical emergencies. dOnly applies to resource utilisation associated
with patient-reportedsevere hypoglycaemia

FPG fasting plasma glucose, HbA1c glycated haemoglobin, IDegAsp
insulin degludec/insulin aspart
aEnd of study is any first visit within wk 26–36
bEpisodes occurring within 4 wk prior to initiation of IDegAsp
treatment and within 4 wk prior to the end of study
cEpisodes occurring within 26 wk prior to IDegAsp treatment initiation
and within 26 wk prior to the end of study
dMeasurements during 7 days prior to initiation of IDegAsp treatment
and 7 days prior to the end of study
eAt treatment discontinuation (wk 0–26) or at the end of study
fAt treatment discontinuation (wk 0–36)
gVisits and contracts within 12 wk prior to initiation of IDegAsp
treatment and within 4 wk prior to the end of study (wk 26–36)
hEpisodes occurring within 26 wk prior to initiation of IDegAsp
treatment and 26 wk prior to the end of study
iEpisodes occurring within 4 wk prior to the end of study. FPG, fasting
plasma glucose; HbA1c, glycated haemoglobin; IDegAsp, insulin
degludec/insulin aspart.

534 Endocrine (2021) 74:530–537



ranged from OADs to basal only or pre-mix insulins. Most
previous phase 3a studies were treat-to-target in nature;
therefore, dose up-titration was allowed and reductions in
HbA1c levels ranged from 1.2 to 3.3%. However, the non-
interventional set-up of the present study does not allow
controlled titration and that criteria for specific prior anti-
diabetes treatment are not included. Hence, we do not
expect similar changes in HbA1c after IDegAsp treatment as
seen in previous phase 3a trials. Therefore, a conservative
approach of an expected mean (SD) difference of 0.5%
(1.8%) in HbA1c is applied.

To be able to detect this mean difference with 90% power,
each country should have a sample size of 139 patients
available for analysis. Assuming approximately 25% of
patients will have missing HbA1c measurement at the end of
the study, a total (from all countries) of 1112 patients will be
enroled to ensure a sufficient sample for the primary endpoint
analysis overall and in each participating country.

Statistical analysis

All analyses will be performed overall as well as by each
country and by previous anti-hyperglycaemic treatment
[OADs only, basal only (±OADs), glucagon-like peptide-1 ±
insulin (±OADs), basal-bolus (±OADs) and pre-mix/self-
mixed insulin ± bolus (±OADs)]. Statistical analyses for the
primary and secondary endpoints will be performed as two-
sided tests with a significance level of 0.05. No adjustments
will be made for multiple comparisons. Descriptive statistics
(mean, SD, median and range for continuous variables and
proportion for categorical variables) will be used to describe
baseline characteristics of patients. The full analysis set (FAS)
which includes all eligible patients who provided informed
consent and initiated IDegAsp treatment will be used to
analyse all endpoints. The primary analysis of the primary
endpoint resembles an intention-to-treat-like approach and
will be performed based on the FAS with a mixed model for
repeated measurements. The secondary analysis of the pri-
mary endpoint is also based on FAS and will be similar to the
primary analysis, except that patients discontinuing IDegAsp
will be censored at the date of discontinuation but contribute
with data until treatment discontinuation. In addition, the
robustness of the estimate from the primary analysis will be
assessed with additional adjustment for other confounders a
priori believed to have an influence on change in HbA1c; e.g.,
concomitant anti-hyperglycaemic medication(s) and Ramadan
(in relevant countries). Study sites will also be included in the
model to account for within-site correlation.

Patient and public involvement

Patients and/or the public were not involved in the design, or
conduct, or reporting or dissemination plans of this research.

Discussion

The global prevalence of diabetes is increasing and is
expected to affect 578 million individuals by 2030. High-
income and developed countries have largely contributed to
the prevalence data due to better healthcare systems, accu-
rate diagnosis and treatment affordability. Nevertheless, by
2045, the largest increase in prevalence is expected from
regions that are moving out from low- to middle-income
status. The national prevalence of diabetes varies across the
six participating countries and ranges from 6.3% in Phi-
lippines to 18.3% in Saudi Arabia [17]. Various studies that
assessed insulin treatment initiation and intensification
patterns in patients with T2D confirmed the presence of
clinical inertia in the participating countries. In most of
these six participating countries, it took approximately 10
years of disease duration and HbA1c levels of 9.0–10.0%
before insulin treatment was initiated. Furthermore, most
insulin regimens remained unchanged/not intensified
despite high HbA1c levels [18–21].

IDegAsp is the first co-formulation of long-acting basal
insulin with a rapid-acting mealtime insulin in one pen
approved for use in patients with type 1 diabetes and T2D.
It addresses some of the clinical and non-clinical challenges
associated with initiating and intensifying insulin treatment
such as complex/inflexible regimen, fear of hypoglycaemia,
weight gain, higher insulin dose and poor patient treatment
adherence [6]. However, there is paucity of real-world data
regarding the clinical use of IDegAsp. The ARISE study is
designed to investigate glycaemic control and other clinical
parameters associated with the use of IDegAsp in real-world
settings and the study will enable data collection reflecting
routine clinical practice in the six participating countries.
Furthermore, inclusion of the proportion of patients
achieving HbA1c < 7% without hypoglycaemia as an
exploratory endpoint would help clinicians in selecting
better treatment care in this population.

However, the study also has several limitations that deserve
mention. Unlike in RCTs, the data collected in this study will
reflect routine clinical practice rather than mandatory assess-
ments at prespecified time points, which may impact the
amount of data collected and its interpretation. The broad
study inclusion criteria will enable inclusion of a T2D popu-
lation reflecting real-world clinical practice. However, the
study population may still be subject to inclusion bias. For
example, patients who are either highly motivated or, con-
versely, difficult to treat with the currently available treatment
modalities are more likely to be enroled. Furthermore, a high
level of heterogeneity among the participating countries in
terms of clinical practice and insurance coverage is expected,
which could potentially compromise the external validity of
the overall study results across participating countries. This
will be mitigated partially by country-level analyses and
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wherein the representativeness of the study population within
each country may be assessed with respect to demographics
and clinical information. The primary analysis includes all
patients who are initiating with IDegAsp treatment irrespective
of potential treatment discontinuation during the study and
should hence be representative of the target population.
However, potential attrition bias may occur if there are dif-
ferences in glycaemic changes between patients who withdraw
from the study and those who continue to be in the study. A
mixed model for repeated measurement, which takes into
account data points until time of withdrawal, will minimise the
influence of such attrition bias; however, data of patients who
continue to be in the study will still drive the overall results.

Another key limitation of this study is the single-arm
design. With the absence of a comparator arm, alternative
explanations for changes from baseline in evaluated
endpoints cannot be ruled out. Placebo effects are unac-
counted for and may contribute to changes in observed
clinical parameters following IDegAsp treatment. Like-
wise, regression towards the mean may lead to over-
estimation of the observed changes. Further, an observed
glycaemic change may be biased by the clinical reason to
initiate IDegAsp treatment and other sources of bias that
are unaccounted for. Above considerations are all
understood as inherent limitations in the context of a
single-arm study design. Finally, an impact of the
COVID-19 pandemic outbreak during the study period
cannot be ruled out. To minimise any impact of COVID-
19, additional ‘end of the study visits’ after the actual end
of the study visit window were included and two sensi-
tivity analyses were planned for the primary endpoint
(data within the end of the study visit window and data
from all visits).

The results of the ARISE study will nevertheless provide
insights into clinical parameters associated with the use of
IDegAsp in clinical practice across six different countries
and hence a supplement and real-world contextualisation to
the existing evidence base on IDegAsp.

Data availability

The protocol is available from the corresponding author on
reasonable request.
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