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Background and Introduction

Diabetes Mellitus (DM) is a disease that causes related tissues and organs to malfunction due to
homeostasis disorder of glucose metabolism and increased blood sugar levels, and the
pathophysiology of DM is caused by insufficient or decreased insulin secretion. Epidemiological
studies in recent years have shown that the incidence of diabetes is increasing worldwide. The
latest statistics show that the current global diabetes patients are 415 million, and about 1/4 of
them are from China. In addition to the impact on the family and society, diabetes has also
caused a heavy burden on China's economic development, and it is estimated that the annual
direct economic cost due to diabetes is about 91 billion RMB [1].

As a chronic noncommunicable disease, maintaining long-term adequate blood glucose control
can greatly improve the prognosis and reduce the burden on individuals and society. At present,
in diabetes treatment, insulin is still the "ultimate weapon" to control blood sugar, based on real-
world research which shows that about 1/4 of diabetic patients are currently receiving insulin
therapy [2]. However, despite continuous improvements in devices and drugs over the past 100
years since the invention of insulin, the average glycated hemoglobin (Hemoglobin A1, HbAlc)
of insulin users is still as high as 8.5%, with only about 1/3 reaching the guideline recommended
range of less than 7.0%, and 1/3 exceeding 9.0% [3.4].

A growing number of studies have shown that continuous adjustment of insulin injection doses
according to inter- and intra-individual differences can improve the effectiveness of insulin
therapy in blood glucose control [5]. However, in clinical practice, due to the limitations of
consultation time, resources, and patients' ability to receive relevant training, the average dose
adjustment cycle of patients receiving insulin therapy is 3-6 months. At the same time, a study in
type 2 diabetic patients receiving insulin therapy showed that insulin therapists often failed to use
insulin doses that satisfactorily controlled their blood glucose [6]. How to adjust the dose of
adjuvant insulin therapy more effectively and safely and promote the translation of guideline
opinions into clinical practice is an urgent problem in the field of diabetes treatment.

In type 1 diabetes, the "artificial pancreas," or closed-loop insulin pump, can hopefully bridge
the gap between guidelines and reality. It monitors blood glucose in real time and enables precise
dose adjustment of insulin injections, and related studies have also shown its advantages in blood
glucose control [7]. A randomized controlled study by Thabit et al. in children and adults with
type 1 diabetes showed that closed-loop insulin pumps were able to reduce HbAlc from 8.5% to



7.5% without increasing the occurrence of hypoglycemia [8]. However, the high cost of closed-
loop insulin pumps limits their use in the larger population of type 2 diabetes.

Some self-glucose monitoring devices can upload blood glucose values to medical staff in the
form of remote data transmission to help patients adjust insulin doses under the guidance of
medical professionals [9]. Some devices then accept blood glucose data and give
recommendations for adjusting the dose of insulin according to a preset algorithm, which is
provided to medical staff, who then pass on to patients through voice or video communication
[10]. However, these tools still depend on the involvement of healthcare providers, who have
very limited time to allocate to these aspects in practice. At the same time, there are mobile
phone apps that digitize insulin dose adjustment methods to help patients adjust insulin doses;
The apps are approved by the US Food and Drug Administration (USFDA), require a clinician's
prescription to obtain them [11]; although these apps have long existed, diabetics treated with
insulin have not seen improvement in recent years [3].

In recent years, the rapid development of bioinformatics and big data science has brought new
opportunities and means for disease prevention, diagnosis and treatment. The d-Nav insulin
Guidance System (Insulin Guidance System) developed by Hygieia in the United States was
officially launched in the UK in 2012, which can provide guidance and suggestions for the dose
of insulin injection by analyzing the results of self-blood glucose monitoring data and previous
insulin injection doses, combined with blood glucose values before insulin injection. The
randomized controlled clinical study [2] published by Lancet in February 2019 in people with
type 2 diabetes showed that HbA1c levels decreased by 1% from baseline 8.7% in the
intervention group after 6 months of using the d-Nav insulin injection dose guidance system
supplemented by physician guidance, and the control group reduced HbAlc by 0.3% from 8.5%
after only 6 months under physician guidance (p<0.0001). This suggested that the d-Nav insulin
injection dose guidance system supplemented with physician-guided glycemic control was
significantly better than physician-guided alone.

We searched for domestic scholars' research in this field, and although there have been some
preliminary explorations in closed-loop insulin pumps, the field of providing dose adjustment
recommendations through artificial intelligence algorithms based on blood glucose monitoring

data is still open/blank. Pioneering research in this field can bridge the gap between the domestic



and international fields and lay the foundation for the development of related equipment in the
future.

In the first part of this study, an Al-based mealtime insulin dose adjustment algorithm has been
established, and the recommendation of algorithm and the clinician's actual decision have been
compared in patients with type 2 diabetes who received insulin injections, based on which the
algorithm was further improved.

In our preliminary study, an individualized decision-making system for pre-prandial insulin
dose based on Gaussian process was established through effectively exploiting the historical data
information of diabetic patients and establishing a postprandial blood glucose prediction model,
based on which individualized insulin dosage decision was achieved
using risk-sensitive control ideas for improved postprandial blood glucose levels while ensuring

safety. The basic methodological idea is described as follows:
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Figure 1 Mealtime insulin dose adjustment algorithm and optimization design ideas

The overall structure of the proposed data-driven meal bolus decision method is illustrated in
Figure 1. The method builds on three key components: model learning, asymmetric risk-sensitive
control, and Bayesian optimization. Model learning is responsible for constructing the
postprandial glucose dynamics. Here, the aim is to provide a robust description for postprandial
glucose dynamics using Gaussian Processes (GPs). Specifically, fed with the serialized data
samples (including pre-prandial glucose measurements, the corresponding meal information,
bolus dosage and postprandial glucose measurements), the GPs are trained and then applied to

provide the prediction and the uncertainty estimation of postprandial glucose trajectories.



Considering the asymmetric risks of hyper- and hypoglycemia and the uncertainties in the
predicted glucose trajectories, we develop an asymmetric risk-sensitive cost function to favor
safe control actions. Finally, a constrained stochastic optimization problem is formulated for the
meal bolus decision based on the designed cost function. Since the gradient of the cost function
is unavailable, we solve the optimization problem using Bayesian optimization and Monte-Carlo
simulations. To ensure the safety of the method, insulin on board (IOB) constraints are also
incorporated.

Model learning: The postprandial glucose (PG) dynamics is described in a multistep form
using autoregressive models, and each step is separately represented by a nonlinear function with

additive noise, which has the form:
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where denotes the time of the meal intake, = {1,2, , }represents the time step after the

meal intake, is a white Gaussian noise, is the glucose measurement, and is the lag for
autoregressive outputs; is the meal bolus, and is the carbohydrate intake. To convey the most
information of glucose situations, the lag of =7 and the sampling period of = 15 min are
considered. This corresponds to the lag of 2 hours. Correspondingly, we take = 8; since the
sampling period is 15 min, this corresponds to the duration of 2 hours.

The utilization of GPs is divided into two stages: modeling and prediction. In the modeling
stage, based on equation (1), the GPs are separately used to model the PG dynamics in each step
following a similar way. For example, for the time step +1,weuse =[ -7, , , , ]T as
training inputs, and the differences A = .1 —  as training targets to reduce the prediction
uncertainty. To incorporate prior knowledge into the GP, a linear mean function is adopted for
the GP. Moreover, a commonly-used covariance function known as squared exponential (SE)
covariance kernel is considered. Note that and stay the same for all steps. To highlight the
effects of and on the glucose regulation, the glucose measurements in the training inputs for
each step are separately normalized into [0, 1] using min-max normalization.

In the prediction stage, given a bolus dosage and known carbohydrate amount intakes, by
iteratively feeding back the predicted mean of previous step into the input for the prediction, we
can obtain the prediction for each step using corresponding trained GPs. This prediction

corresponds to the difference between the current step and previous step. We then add this



prediction with the predicted mean of the previous step to determine the final prediction in
current step. Uniting the predictions for the all steps, the GPs are able to provide 8-step
predictions for the PG trajectories in respond to pre-prandial glucose situations, carbohydrate
intakes and meal boluses. Note that when the eating habit of a subject is approximately
consistent in terms of timing and sizes of meal intake, we can approximate the effect of similar
food intake as an invariant disturbance and the meal size information can be optional for
postprandial glucose prediction, utilizing the robust prediction ability of the GPs; this allows the
design of a bolus decision algorithm without meal announcements.
Asymmetric risk-sensitive control: We denote the 8-step predictions provided by the
GPsas ~ ( , 2, ={1,2, 8}, respectively, and collect them as a vector state =
[ 1. 2 . g]", which describes the probability distribution of postprandial glucose trajectories.
According to the principle of risk-sensitive analysis, an asymmetric risk-sensitive (RS) cost is
designed as follows:
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and (-) denotes the indicator function; is the target for the postprandial glucose
management;  is a positive penalty matrix for the glucose excursions above the target; ~isa
negative penalty matrix for the glucose excursions below the target; < O is a risk sensitivity
parameter that determines the system’s attitude towards uncertainty. As for the design of
asymmetric penalty, ~ is designed as a constant diagonal matrix. Based on the designed ¥, the
diagonal elements of ~ are devised to increase exponentially with the increase of the absolute
deviation from target while being restricted by upper and lower bounds. Specifically, the th

diagonal element of ~ has the form of

T T(/QFexp{ (=1 = DD+ 2), (5)
where 7 is the th diagonal element of *; [ . . 1, 1] isaquadruple determines the
penalty intensity, which is designed same for all diagonal elements. The lower and upper
bounds are determined by , and | + 1, respectively, and the rate of increase is controlled by

Given the designed asymmetric risk-sensitive cost in (2), a GP-based asymmetric risk-



sensitive control for the meal bolus decision is formulated as the following constrained stochastic

optimization problem:

min () + (=), (6)
st~ (, 2, ={12 ,8}, (7)
-3< - <3, (8)
0< < nan )

where is the meal bolus to be optimized, denotes the meal bolus for the previous same meal
type, 1is the input weight to compromise the asymmetric RS cost and the actual needed bolus
dosage, and 2 are parameters provided by the GPs.

Bayesian optimization: Since the gradient of the cost function cannot be obtained analytically,
Bayesian optimization (BO) is employed to solve the above constrained stochastic optimization
problem. Fundamentally, the Bayesian optimization is a sequential query-based approach to
solving an optimization problem. Through building a probabilistic surrogate model that consists
of a prior distribution that captures the behavior of the unknown objective function, an
acquisition function is developed to determine the optimal sequence of queries. After observing
the output of the objective function at each query, the prior is updated to produce
a more informative posterior distribution that describes the behavior of objective function.

Here, we utilize a new GP to construct an approximation of a complex map from the decision
variable to the cost function value ( ) in (6). Specifically, we consider a prior zero mean
function and the SE covariance function with a scalar input. Given the set of  past observations

1 ={ 1., ( 1. )} the GP is trained and then applied to predict the cost function value for a
candidate meal bolus . The prediction value is denoted as () and will be utilized to
construct the acquisition function. Note that the value of the cost function corresponding to the
decision variable is estimated by Monte-Carlo simulations. Specifically, given a bolus dosage,
we generate 1000 samples for the postprandial glucose trajectory based on the joint Gaussian
distribution provided by the GP. The average cost for these samples is further calculated and
regarded as the observed value of the cost corresponding to the bolus dosage.

As a critical ingredient of the BO, the acquisition function guides the optimization by

determining the optimum candidate point for the next evaluation. Specifically, utilizing the



prediction information offered by the model learning phase, the acquisition function is
constructed to determine the candidate point by maintain a trade-off exploration of the search
space and exploitation of current promising areas. Here, the expected improvement acquisition
function is considered. After  sequential operations of the BO, the final solution s
determined. For safety concern, an IOB constraint is enforced to prevent over-bolus based on
insulin delivery history. Denoting the IOB constraint as , the final meal bolus is determined
as = -

The performance of the proposed algorithm was evaluated on the 10-adult cohort of the US
Food and Drug Administration (FDA) accepted Universities of Virginia (UVA)/Padova TIDM
simulator, and compared with the standard meal bolus calculator. For the case of announced
meals, the proposed method achieved satisfactory and similar performance for scenarios of
nominal basal rates, in terms of mean glucose level and percent time in the safe range, without
increasing the risk of hypoglycemia. Similar results were observed for the case without the meal
information (assuming that the patient follows a consistent diet). Finally, the comparison
performance in terms of glucose regulation and meal bolus were further illustrated in Figures 2

and 3, respectively, where the 5%, 25%, 75% and 95% quartile curves together with the median

curves were presented.
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Figure 2 Performance comparison with meal information in terms of glucose regulation and meal bolus (red
and blue plots denote the proposed algorithm and standard meal bolus calculator, respectively). Yellow, blue,

green and purple triangles denote meals of 45 g, 55 g, 65 g and 85 g CHO, respectively.
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Figure 3 Performance comparison without meal information in terms of glucose regulation and meal bolus (red
and blue plots denote the proposed algorithm and standard meal bolus calculator, respectively). Yellow, blue,

green and purple triangles denote meals of 45 g, 55 g, 65 g and 85 g CHO, respectively.

Additionally, advisory mode analysis based on clinical data was also performed to evaluate the
safety and effectiveness of the proposed approach on realistic clinical application scenarios.
Specifically, the advisory-mode analysis allows the comparisons with insulin recommendations
made by clinicians, through feeding the identical glucose data obtained in the clinical trial to the
system. Here, by feeding the historical pre-prandial glucose data to the proposed method, the
corresponding meal boluses are determined and compared with the ones following the clinician’s
advice. The obtained meal boluses have no causal impact on historical data and are only for the
comparison. The results showed that the proposed method could determine similar meal boluses
compared with the ones determined by the physicians. The results for a particular comparison

were presented in Figure 4.
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Figure 4 Performance evaluation of the proposed method based on the clinical data (red and blue bars denote
insulin dosage recommended by the proposed method and physicians, respectively). Meals are denoted by

green triangles with sizes below them.
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Purpose and Objectives

This is a single-blind, parallel (two-arm), randomized controlled, prospective, non-inferiority
trial aiming to assess the efficacy and safety of a proposed artificial-pancreas-like algorithm (AP-
A) in MDI therapy in type 2 diabetes.

Hypothesis: Adopting AP-A in guiding pre-prandial insulin titration is non-inferior to the

standard clinical approach provided by diabetes specialists from academic center.

Study Population

Sample Size:

We hypothesized that use of the AP-A would not be inferior to physician-guided
recommendations in percentage of sensor readings within the target range of 3.9—10 mmol/L. For
the sample size calculation, data from the JDRF CGM randomized controlled study and the
REPLACE-BG study were used to estimate the properties of the primary endpoint and to define

the non-inferiority limit. The sample size was calculated using PASS 15.0 for non-inferiority



analysis, with a margin of 7.5% between arms in a parallel study design with a power of 90%, a
one-sided significance level of 5% and SD of 13%. The resulting analysis showed that 106
subjects were needed for the study. The sample size was set at 111-116 participants (we rounded
it off to about 120), given an estimated 5—10% dropout rate, with randomization in a 1:1 ratio

between the two study arms.

Inclusion Criteria:
Type 2 diabetes subjects receiving intensive insulin therapy;
Age = 18;

Unsatisfied glucose control, HbAlc = 8.0%.

Exclusion Criteria:

Type 1 diabetes;

Currently pregnant, planning to be pregnant or unwilling and unable to use contraception during
the study (female only);

Mental disorders;

Refusion to wear invasive examination equipment;

Reasons for not able to wear intermittently scanned continuous glucose monitoring (isCGM),
e.g., serious allergies, skin diseases, etc.;

Participants who have skin lesions, scarring, redness, infection or edema at the sensor application
site that may affect the accuracy of the sensor;

Serious comorbidities, including but not limited to heart disease, cerebrovascular disease, liver
and kidney disease, and serious diabetes complications;

Anticipated X-ray, MRI or CT examination during the study;

Usage of drugs that affect blood glucose, such as glucocorticoids, one-month prior enrollment;

Any other reason that investigators assessed to be unsuitable to participate in the study.

Design
This study aims to verify the effecacy and safety of the AP-A in pre-prandial insulin titration for
type 2 diabetes on MDI therapy. In the intervention group, the recommended dose of insulin

injection was given by the algorithm and implemented after the physician's approval. The control



group was given insulin injection dose directly by the physician. The differences in blood
glucose control level between the two groups were compared (determined by TIR and TBR). At
the same time, the differences between the actual administered dose and the algorithm

recommended dose after the physician's approval were also compared.

Study Procedures

e Type 2 diabetes patients who meet inclusion/exclusion criteria will be offered
participation in the study. The research physician would explain the informed consent
form and answer relevant questions. Written informed consent form should be signed
before the enrollment. Consent will be obtained in a private examination room at the
clinic where the patient is receiving care.

¢ Baseline clinical information will be collected by the research physician including age,
sex, diabetes duration, comorbidities, complications, and concomitant medications.

e Height, weight, blood pressure, and waist circumference are measured.

e After an overnight fasting of 10 to 12 hours, fast venous blood (6:00 AM) is collected to
measure fasting plasma glucose, creatinine, alanine aminotransferase, aspartate
aminotransferase, uric acid, total cholesterol, triglycerides, high-density lipoprotein
cholesterol, low-density lipoprotein cholesterol, fasting serum insulin and C-peptide, and
HbA Ic. Urinary sample is also collected.

e Participants will be randomly assigned to the intervention arm or the control group
according to their random number. Participants are masked to the arm assignment,
whereas physicians are not masked due to the nature of the intervention.

e Research nurse will place an isCGM sensor for each participant. isSCGM wearing
methods are as follows:

Location selection: select the dorsal part of the upper arm (note: avoid scars, moles,
pregnancy or obesity marks, lumps, and insulin injection sites). To prevent skin irritation,
replace the part when applying the sensor again.

Cleaning: Clean the application area with alcohol cotton. Allow the applied area to dry

before continuing the other steps.



Prepare the sensor applicator: completely tear the packaging film from the sensor
assembly package, and unscrew the sensor applicator cover (note: the sensor code must
match the sensor assembly package and the sensor applicator).

Align the black mark: Align the black mark on the sensor applicator with the black mark
on the sensor assembly package. Press the sensor applicator firmly until it stops.

Lift the sensor applicator from the sensor assembly package.

The sensor applicator is ready to apply the sensor.

Application: Place the sensor applicator on the application part, and press down firmly to
apply the sensor (Note: Do not press down before placing the sensor applicator on the
prepared application part, to prevent unexpected results or injuries).

Gently remove the sensor applicator from the patient.

Ensure that the sensor is firmly applied. Discard the used sensor applicator and sensor
assembly package.

In the intervention AP-A arm, isCGM data are collected before meal and uploaded into
the proposed closed-loop meal-bolus decision algorithm, which could automatically
output suggested insulin dosage. The physician would review the suggested dosage and
choose either to adopt it, or override the recommended dosage. In the physician arm,
insulin dosage adjustment is determined by certified endocrinologists according to
current clinical strategies based on isSCGM readings.

The titration period will depend on the actual hospitalization days. We assume that the

hospitalization period is 7 days, and the titration period will be 7 days (Figure 5).
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Figure 5. Study procedure



e After the participants are discharged from the hospital, both arms are treated according to
physician's instructions.

e Outpatient appointment visit 14 days after enrollment. During the visit, isCGM data will
be downloaded and instructions according to the isCGM data will be shared with
participants. The participants will then be treated according to routine treatment. 2 ml of
blood will be taken for examination of glycosylated albumin. And the study follow-up is

over.

Statistical Methods, Data Analysis and Interpretation

Sample Size and Randomization:

We hypothesized that use of the AP-A would not be inferior to physician-guided
recommendations in percentage of sensor readings within the target range of 3.9—10 mmol/L. For
the sample size calculation, data from the JDRF CGM randomized controlled study and the
REPLACE-BG study were used to estimate the properties of the primary endpoint and to define
the non-inferiority limit. The sample size was calculated using PASS 15.0 for non-inferiority
analysis, with a margin of 7.5% between arms in a parallel study design with power of 90%, a
one-sided significance level of 5% and SD of 13%. The resulting analysis showed that 106
subjects were needed for the study. The sample size was set at 111-116 participants (we rounded
it off to about 120), given an estimated 5—10% dropout rate, with randomization in a 1:1 ratio
between the two study arms.

Eligible patients were randomly assigned (1:1) to AP-A or physician arm. The randomization
was stratified by age and HbA . at screening using a computer-generated random sequence, and

had random block size.

Outcomes

Primary endpoints

The primary endpoint was the non-inferiority for percentage time spent with sensor glucose level

in 3.9-10.0 mmol/L (70-180 mg/dL) between the two study arms.



The primary safety endpoint was the percentage time spent with sensor glucose level below 3.0

mmol/L (54 mg/dL).

Secondary endpoints

1. Glycated albumin level at the last visit.

2. Proportion of isSCGM stored glucose data<3.9mmol/L during treatment adjustment.
3. Proportion of isCGM stored glucose data<2.8mmol/L during treatment adjustment.
4

. Proportion of isCGM stored glucose data > 10.0mmol/L during treatment adjustment.
5. Proportion of glucose stored in isCGM > 13.3mmol/L during treatment adjustment.

. The area of glucose in AGP map under the curve of<10.0mmol/L during treatment adjustment.

6
7. The area of glucose in AGP map under the curve 0f<3.9 mmol/L during treatment adjustment.
8. Mean value of isSCGM stored glucose data during treatment adjustment (MEAN).

9. Standard deviation (SD) of isCGM stored glucose data during treatment adjustment.

10. Differences between physician approved dose and algorithm recommended dose in
intervention group.

11. Number of physician overrides in the intervention group.

12. In the intervention group, if physician overrides occurred, the proportion of glucose within

the range of 3.9mmol/L to 10.0mmol/L within 4 hours after insulin injection.

Data Analyses

The analyses will be performed in the intention-to-treat participants. And per-protocol analysis
will also be performed. The co-primary end points used a stepdown strategy designed to
maintain type I error at 5% or less for multiple comparisons. The AP-A guided arm was
considered non-inferior compared to the control arm if co-primary end points were met. A non-
inferiority test was conducted for the other endpoints using a randomization test with a
significance level of 5%. The non-inferiority was assessed based on the defined margin. For the
endpoints related to the hypoglycemia and describable by time in range, the non-inferiority limits
were all selected as 2%. The secondary endpoints were then tested in a prespecified order until
one of the null hypotheses was nonrejected. The physician’s overrides analysis was computed as

the percentage of change from the original algorithm recommendations. The statistical analyses



for baseline characteristics of participants were conducted using SPSS, version 27 (IBM

Software). Statistical significance was defined as p values less than 0.05 with two-sided testing.

Time schedule of study
The time schedule of study will be organized as follows:

IRB .
Clinical Study Filing |y
Clinical Trial Filing [N

Enrollment of Participants | EEaaaaaaa——————————
Data Cleaning and Analysis e
Research Reports and Papers Writing e
Nov. Dec. Jan. Feb. Mar  Apr. May Jun Jul. Ang.  Sep. Oct. Nov. Deec.
2020 2021

Privacy protection for participants
In order to protect the privacy of the participants, the researchers will use their initials instead
of original name during data entry and data analysis, and the data entry does not involve any

other content related to their privacy. All data will be saved in the USB flash disk with password.

Summary of changes
1. The protocol has not been changed since the IRB approval (15/Jan/2021).
2. We made one modification of the protocol since it was approved (12/0Oct/2020) according to

the IRB amendments: adding “Privacy protection for participants” part in the protocol.
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Original Version (from final version of IRB approvement, 15 Jan 2021)

1 Study aim

This single-blind, parallel (two-arm), randomized controlled, prospective, non-
inferiority trial aims to determine whether pre-prandial insulin dose adjustments
guided by the artificial-pancreas-like algorithm (AP-A) under the supervision of
physicians is as effective and safe as those guided by physicians alone.

Hypothesis: Adopting AP-A in guiding pre-prandial insulin titration is non-inferior to
the standard clinical approach provided by diabetes specialists from academic center.

2 Ethical approval

This study will be conducted in Peking University People’s Hospital, Beijing, China.
This study has been registered with Chictr.org (registration number:
ChiCTR2200055328), and approved by the institutional review board at Peking
University People's Hospital (2020PHB338-01).

3 Sample size

The main study is a randomized controlled trial with noninferiority design.
Participants will be assigned 1:1 to either the AP-A arm or the physician arm. We
hypothesized that use of the AP-A would not be inferior to physician-guided
recommendations in percentage time of sensor readings within the target range of
3.9-10 mmol/L. For the sample size calculation, data from the JDRF CGM
randomized controlled study and the REPLACE-BG study were used to estimate the
properties of the primary endpoint and to define the non-inferiority limit [1][2]. The
sample size was calculated using PASS15.0 for non-inferiority analysis, with a margin
of 7.5% between arms in a parallel study design with power of 90%, a one-sided
significance level of 5% and SD of 13%. Besides, we assumed that there is no
difference between the two arms in achieving the percentage time of sensor readings
within the target range of 3.9—10 mmol/L. The resulting analysis showed that 106
subjects were needed for the study. The sample size was set at 111-116 participants
(which is rounded off to 120), given an estimated 5—-10% dropout rate, with
randomization in a 1:1 ratio between the two study arms.

4 Statistical analysis

The study’s primary efficacy endpoint is the non-inferiority for percent time spent
with sensor glucose level in 3.9-10.0 mmol/L (70-180 mg/dL) between the two study
arms. The primary safety endpoint is the percent time spent with sensor glucose level
below 3.0 mmol/L (54 mg/dL). For the co-primary endpoint comparisons, the
statistical analysis will be performed to evaluate the differences between the two
groups during insulin titration period, respectively. Specifically, the mean (95%
confidence intervals, CIs) of between-group differences will be calculated. For the



primary efficacy endpoint, non-inferiority will be established if the lower bound of
the CI does not less than the noninferiority margin of -7.5%. For the primary safety
endpoint, non-inferiority will be established if the upper bound of the CI does not
greater than the non-inferiority margin of 2%, which is selected according to previous
reports [1][3]. The co-primary end points use a stepdown strategy designed to
maintain type I error at 5% or less for multiple comparisons. The secondary endpoints
will then be tested in a prespecified order until one of the null hypotheses was non-
rejected.
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1 Study aim

This single-blind, parallel (two-arm), randomized controlled, prospective, non-
inferiority trial aims to determine whether pre-prandial insulin dose adjustments
guided by the artificial-pancreas-like algorithm (AP-A) under the supervision of
physicians is as effective and safe as those guided by physicians alone.

Hypothesis: Adopting AP-A in guiding pre-prandial insulin titration is non-inferior to
the standard clinical approach provided by diabetes specialists from academic center.

2 Methods
2.1 Ethical Approval

This study will be conducted in Peking University People’s Hospital, Beijing, China.
This study has been registered with Chictr.org (register number: ChiCTR2200055328),
and approved by the institutional review board at Peking University People's Hospital
(2020PHB338-01).

2.2 Study design

This is a single-blind, parallel (two-arm), randomized controlled, prospective, non-
inferiority study. The participants will be randomly divided in 1:1 ratio into AP-A arm
and the physician arm. This study aims to assess the efficacy and safety of a proposed
AP-A in multiple daily injection (MDI) therapy in type 2 diabetes. In the AP-A arm,
the recommended dose of insulin injection was given by the algorithm and
implemented after the doctor's approval. The physician arm was given insulin
injection dose directly by the physician.

2.3 Randomization and Blinding

After signing the informed consent forms, the participants will be enrolled according
to the inclusion and exclusion criteria. The participants who meet the eligibility
criteria will be randomized into two arms. Local investigators randomly allocated
participants after their enrolment. The randomization was stratified by age and
glycated hemoglobin Alc (HbAlc) at screening using a computer-generated random
sequence, and had random block size. The participants and statisticians will be
masked to the arm assignment, whereas physicians are not masked due to the nature
of the intervention.

3 Study outcomes
3.1 Primary endpoints

The primary endpoint is the non-inferiority for percentage time spent with sensor
glucose level in 3.9-10.0 mmol/L (70-180 mg/dL) between the two study arms. The
primary safety endpoint is the percentage time spent with sensor glucose level below
3.0 mmol/L (54 mg/dL).



3.2 Secondary endpoints

1) Proportion of isCGM stored glucose data < 3.9mmol/L during treatment adjustment.

2) Proportion of isCGM stored glucose data < 2.8mmol/L during treatment adjustment.

3) Proportion of isCGM stored glucose data > 10.0mmol/L during treatment
adjustment.

4) Proportion of glucose stored in isCGM > 13.3mmol/L during treatment adjustment.

5) The area of glucose in AGP map under the curve of < 10.0mmol/L during treatment

adjustment.

6) The area of glucose in AGP map under the curve of < 3.9 mmol/L during treatment

adjustment.

7) Mean value of isCGM stored glucose data during treatment adjustment (MEAN).

8) Standard deviation (SD) of isCGM stored glucose data during treatment adjustment.

9) Differences between physician approved dose and algorithm recommended dose in

intervention group.

10) Number of physician overrides in the intervention group.

11) In the intervention group, if physician overrides occurred, the proportion of
glucose within the range of 3.9mmol/L to 10.0mmol/L within 4 hours after insulin
injection.

12) In the intervention group, if physician overrides occurred, the sensor glucose level
at 4 hours after insulin injection.

4 General considerations
4.1 Population
4.1.1 Sample size

The main study is a randomized controlled trial with noninferiority design.
Participants will be assigned 1:1 to either the AP-A arm or the physician arm. We
hypothesized that use of the AP-A would not be inferior to physician-guided
recommendations in percentage of sensor readings within the target range of 3.9-10
mmol/L. For the sample size calculation, data from the JDRF CGM randomized
controlled study and the REPLACE-BG study were used to estimate the properties of
the primary endpoint and to define the non-inferiority limit [1][2]. The sample size
was calculated using PASS15.0 for non-inferiority analysis, with a margin of 7.5%
between arms in a parallel study design with power of 90%, a one-sided significance
level of 5% and SD of 13%. Besides, we assume that there is no difference between
the two arms in achieving the percentage time of sensor readings within the target
range of 3.9-10 mmol/L. The equation for calculating the sample size is as follow

[31[4]:

(- + - )7
(A —3)?

In the equation, is the sample size of each arm, A is the non-inferiority margin of the



primary endpoint, & is the mean difference at which the power is computed, is the
type I error, is the type II error, and 2 is the polled standard deviation of both
comparison arms. The resulting analysis showed that 106 subjects were needed for the
study. Finally, the study enrolled 119 participants, which met the sample size
requirement.

4.1.2 Full analysis set

The major aim of this study is to investigate whether pre-prandial insulin dose
adjustments guided by the AP-A under the supervision of physicians is as effective

and safe as those guided by physicians alone. The primary endpoint of this study is

the percentage of sensor readings within the target range of 3.9—10 mmol/L. Therefore,
the full analysis set are defined as all participants who were randomized. The
assessment of primary endpoint will be performed based on full analysis set.

4.1.3 Per protocol set

Participants who receive randomization and underwent multiple daily injection
therapy, and complete the study according to the study protocol will be included in the
per protocol set. The per protocol set is mainly used for sensitivity analysis.

4.2 Covariates analysis

As this is an RCT study, the probability of imbalance in baseline data between the two
arms is speculated to be 5% (a minor probability event). Therefore, no multivariate
analysis with the adjustment of covariates will be performed to analyze primary
endpoint.

4.3 Missing data

Regarding the primary endpoint, the isCGM sensor is wore and collected carefully
during MDI therapy or during hospitalization, and thus the probability of missing data
associate with primary endpoint remained relatively low. However, if missing data
were found, then the percentage of missing data will be reported, the potential
patterns of missing data should be examined, and appropriate method should be used
for imputation of missing data. The multiple imputation method will be preferred for
analyzing the missing data, and the results should be reported in the manuscript as
sensitivity analysis.

4.4 Interim analysis
No interim analysis is planned in this study.
S Statistical analysis

5.1 Data management and general analysis



Electronic dataset system will be used for data collection and management. The data
analyses mainly include statistical description and statistical inference. Quantitative
data will be described by central tendency and dispersion tendency. The normally
distributed data of central tendency and dispersion tendency will be described as
means and standard division, respectively. The non-normally distributed data of
central tendency and dispersion tendency will be described as median and quartiles.
The qualitative data will be described as frequency and percentage. Statistical
inference, independent ¢ test or non-parameter test will be used to compare the
quantitative data between the two arms, while chi-square test or Fisher’s exact test
will be used for comparing the qualitative data between the two arms.

5.2 Analysis of primary endpoints

For the co-primary endpoint comparisons, the statistical analysis will be performed to
evaluate the differences between the two groups for the two primary endpoints during
MDI therapy. Specifically, the co-primary endpoints used a stepdown strategy
designed to maintain type I error at 5% or less for multiple comparisons. The primary
endpoint followed no Gaussian distribution, will be presented as median (interquartile
range). The mean (95% confidence intervals, Cls) of between-group differences of the
median will be calculated by bootstrap method (1000 replications). For the primary
efficacy endpoint, non-inferiority will be established if the lower bound of the CI does
not less than the noninferiority margin of -7.5%. For the primary safety endpoint, non-
inferiority will be established if the upper bound of the CI does not greater than the
non-inferiority margin of 2%, which is selected according to previous reports [1][5].
The per-protocol (PP) sets will be also used for sensitivity analysis.

5.3 Analysis of other endpoints

For secondary endpoints, continuous data will be presented as means (SDs) or median
(IQRs), as appropriate. The qualitative data will be described as frequency and
percentage. Specifically, the isSCGM derived secondary endpoints from 1) to 8) in
Section 3.2 followed no Gaussian distribution, will be presented as median
(interquartile range). The mean (95% CIs) of between-group differences of the
median will be calculated by bootstrap method (1000 replications). For the endpoints
related to the hypoglycemia and describable by time in range, the non-inferiority
limits were all selected as 2% [5]. The secondary endpoints will then be tested in a
prespecified order until one of the null hypotheses was nonrejected. Non-inferiority is
met when the upper confidence limit is greater than the non-inferiority margin or
when the lower confidence limit is less than the non-inferiority margin.

For the secondary endpoint described in 9), the differences between physician
approved dose and algorithm recommended dose in intervention group will be
represented using Bland-Altman plots, where mean value of the differences, the 95%
limits of agreement together with the proportion of the differences falling in the limits
will also be calculated. For the secondary endpoint described in 10), the total number
of AP-A recommendations made for participants and physician overrides in the



intervention group will be collected, respectively. Besides, the reasons for the

physician overrides will also be provided. For the secondary endpoints described in 11)

and 12), we will divide the total dosages suggested by AP-A into three parts: in

consistent with physician approvement, greater than actual administered dosage, and

less than actual administered dosage. For each part and physician arm, the percent

time spent with sensor glucose in 3.9-10.0 mmol/L within 4 hours after insulin

injection, and sensor glucose at 4 hours after insulin injection will be calculated. If the

outcomes do not follow Gaussian distribution, they will be presented as median

(interquartile range). Besides, the between-part differences will also be analyzed using

Mann-Whitney U test. Specifically, the analyzed differences are presented in the

following items:

® When the recommended insulin dosages are greater than actual administered ones,
the percent time spent with sensor glucose in 3.9-10.0 mmol/L within 4 hours
after insulin injection will be compared with the circumstances consistent with
physician decisions in the AP-A arm and that in the physician arm using Mann-
Whitney U test, respectively.

® When the recommended insulin dosages are greater than actual administered ones,
the sensor glucose at 4 hours after insulin injection will be compared with the
circumstances consistent with physician decisions in the AP-A arm and that in the
physician arm using Mann-Whitney U test, respectively.

® When the recommended insulin dosages are less than actual administered ones,
the percent time spent with sensor glucose in 3.9-10.0 mmol/L within 4 hours
after insulin injection will be compared with the circumstances consistent with
physician decisions in the AP-A arm and that in the physician arm using Mann-
Whitney U test, respectively.

® When the recommended insulin dosages are less than actual administered ones,
the sensor glucose at 4 hours after insulin injection will be compared with the
circumstances consistent with physician decisions in the AP-A arm and that in the
physician arm using Mann-Whitney U test, respectively.

5.4 Graphical analysis

To clearly present the between-arm differences of the endpoints, a forest plot will also
be provided for the isSCGM derived endpoints. Besides, a comparison plot of isCGM
glucose pattern between the two arms during the study period will also be presented,
where the hypoglycemia events (< 3.0 mmol/L (54 mg/dL)), median, areas enclosed
by 25%-75% and 5%-90% quantiles of sensor glucose level of each arm will be
plotted. Finally, to compare the insulin dosage recommended by AP-A with the actual
executed dosage, a Bland-Altman plot of the agreement between proposed and actual
administered insulin dosage will be provided, together with a plot of the differences
between proposed and actual administered insulin dosage during the titration period
for each participant, where the differences between proposed and actual administered
insulin dosage will be represented as dots, and the sizes of the dots will be
proportional to their frequency. Besides, the median line (smoothed) of differences
during the titration period will also be provided. Finally, the zone enclosed by the



10% and 90% quartile lines (smoothed) of the differences during the titration period
will also be presented, and the number of the differences in each titration day will be
identified in the plot. The pseudo-codes for the aforementioned plots are provided as
follows:

Algorithm 1 Pseudo-code of the forest plot using R
Require: Data of the isCGM derived endpoints for each arm, data of the
between-arm differences (mean (95% ClIs)) of the isCGM derived
endpoints
Ensure: A forest plot for the isCGM derived endpoints
1: Read data as fp — read.csv(“data address”) in R
2: Determine the style of forest plot Data — fpShapesGp(lines, box) in R
3: Output forest plot — forestplot(fp, options, style) in R
4: return

Algorithm 2 Pseudo-code of the comparison plot of isCGM glucose pattern
between the two arms using Matlab
Require: isCGM data files for the two arms
Ensure: Comparison plot of isCGM glucose pattern between the two arms
1: for each file in the AP-A arm do
2: GetisCGM data
3 Get isCGM data sampling time
4 for = to the length of isCGM data
5 if th isCGM data < 54 mg/dL
6: - th isCGM data sampling time
7.
8

end
Determine the location of th isCGM data in the day (24h)
according to its sampling time

9: Fill the NaN value in the location of vacant isCGM data in the day
10: Get daily isCGM data in chronological order stored in the rows of
a matrix
11: end
12: -
13: end

14: for each file in the physician arm do
15:  GetisCGM data
16:  Get isCGM data sampling time

17: for = to the length of isCGM data

18: if th isCGM data < 54 mg/dL

19: - th isCGM data sampling time

20: end

21: Determine the location of th isCGM data in the day (24h)
according to its sampling time

22: Fill NaN value in the location of vacant isCGM data in the day

23: Get daily isCGM data in chronological order stored in the rows of
a matrix

24: end

25: -

26: end

27: Compute median, 5%, 25%, 75% and 90% quartile values of sensor glucose
level in the day for AP-A arm using
28: Compute median, 5%, 25%, 75% and 90% quartile values of sensor glucose




level in the day for physician arm using

29: Plot areas enclosed by 25%-75% and 5%-90% quartile lines of sensor
glucose level in the day for AP-A arm, respectively

30: Plot a median line of sensor glucose level in the day for AP-A arm

31: Plot hypoglycemia events for AP-A arm using

32: Plot areas enclosed by 25%-75% and 5%-90% quartile lines of sensor
glucose level in the day for physician arm, respectively

33: Plot a median lines of sensor glucose level in the day for physician arm

34: Plot hypoglycemia events for physician arm using

Algorithm 3 Pseudo-code of Bland-Altman plot using Matlab

Require: Data of the differences between proposed and actual administered
insulin dosage
Ensure: A Bland-Altman plot of the agreement between proposed and
actual administered insulin dosage

1: Compute the mean value of the differences

2: Compute the standard deviation value of the differences

3: Compute upper value of 95% limits of agreement using +1.96
4: Compute lower value of 95% limits of agreement using —1.96
5: for each difference do

6: ifdifference< +1.96 && difference> —1.96

7: - +

8: end

9: end

10: Compute the proportion of the differences falling in the limits using
11: Plot the differences as dots

12: Plot a mean line of the differences

13: Plot lines of 95% limits of agreement

Algorithm 4 Pseudo-code of the plot of differences between proposed and
actual administered insulin dosage during the titration period
for each participant using Matlab

Require: Data of the differences between proposed and actual administered
insulin dosage during the titration period for each participant
Ensure: A plot of differences during the titration period for each participant
1: Determine the longest titration period among all the participants
2: Generatea X< matrix that stores all the differences; is the
number of the participants and is the longest titration period
: for each participant do
Store the differences of each participant in the row of
Fill the value of NaN in the location of vacant differences
: end
:for = to do
Count the number of the kind of difference and the number of each
kind of differences in (:, )
9:  Plot each kind of differences at abscissa as a dot whose size is
proportional to its number
Count the number of the total differences in each titration day
10: end
11: Compute median, 10%, and 90% quartile values of the differences during
the titration period using




12: Plot a median line (smoothed) of the differences

13: Plot areas enclosed by 10%-90% quartile lines (smoothed) of the
differences

14: Identify the number of the differences in each titration day

5.5 Software and significant level of the statistical analyses

The statistical analyses for baseline characteristics of participants will be conducted
using SPSS, version 27 (IBM Software). Other statistical analyses will be performed
using MATLAB 2017b (Mathworks, Inc., Natick, MA) for Windows and R, version
4.2.1 (R Foundation for Statistical Computing). Statistical significance is set as
P<0.05 with two-sided testing. All plots will be generated by the MATLAB 2017b
(Mathworks, Inc., Natick, MA), except for the forest plot, which will be provided
using R, version 4.2.1.
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Summary of Changes for Statistical Analysis Plan

[1] Amendments at secondary endpoints after the study

One of the secondary endpoints, glycated albumin (GA) level at the last visit was not
included in the of the final analysis, since GA was not obtained from more than half
of the participants due to frequent partial lock-down because of COVID-19 during the
study period in Beijing.

Meanwhile, to further explore the safety of the algorithm, an additional secondary
endpoint was included in the final statistical analysis plan. In the intervention group,
if physician overrides occurred, the sensor glucose level at 4 hours after insulin
injection.

[2] Amendments at the analysis of physician overrides

To further explore the performance of the algorithm, the dosages suggested by AP-A
will be divided into three categories: in consistent with physician approvement,
greater than actual administered dosage, and less than actual administered dosage.
The percent time spent with sensor glucose in 3.9-10.0 mmol/L within 4 hours after
insulin injection, and sensor glucose at 4 hours after insulin injection will be
calculated in each category and the physician arm. If the outcomes do not follow
Gaussian distribution, they will be presented as median (interquartile range) and
tested by Mann-Whitney U test.

[3] Graphical analysis

To clearly present the between-arm differences of the endpoints, a forest plot will be
provided for the isCGM derived endpoints. Besides, a comparison plot of isCGM
glucose pattern between the two arms during the study period will also be presented,
in which the hypoglycemia events (< 3.0 mmol/L (54 mg/dL)), median, 25%-75% and
5%-90% sensor glucose level of each arm will be plotted. Finally, to compare the
insulin dosage recommended by AP-A with the actual executed dosage, a Bland-
Altman plot of the agreement between proposed and actual administered insulin
dosage will be presented, together with a plot of the differences between proposed and
actual administered insulin dosage during the titration period for each participant.
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