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Abstract: Background: International guidelines for diabetes care emphasize the urgency of promptly
achieving and sustaining adequate glycemic control to reduce the occurrence of micro/macrovascular
complications in patients with type 2 diabetes mellitus (T2DM). However, data from the Italian
Association of Medical Diabetologists (AMD) Annals reveal that only 47% of T2DM patients reach
appropriate glycemic targets, with approximately 30% relying on insulin therapy, either solely or
in combination. This artificial intelligence analysis seeks to assess the potential impact of timely
insulin initiation in all eligible patients via a “what-if” scenario simulation, leveraging real-world
data. Methods: This retrospective cohort study utilized the AMD Annals database, comprising
1,186,247 T2DM patients from 2005 to 2019. Employing the Logic Learning Machine (LLM), we
simulated timely insulin use for all eligible patients, estimating its effect on glycemic control after
12 months within a cohort of 85,239 patients. Of these, 20,015 were employed for the machine
learning phase and 65,224 for simulation. Results: Within the simulated scenario, the introduction
of appropriate insulin therapy led to a noteworthy projected 17% increase in patients meeting the
metabolic target after 12 months from therapy initiation within the cohort of 65,224 individuals.
The LLM’s projection envisages 32,851 potential patients achieving the target (hemoglobin glycated
< 7.5%) after 12 months, compared to 21,453 patients observed in real-world cases. The receiver
operating characteristic (ROC) curve analysis for this model demonstrated modest performance, with
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an area under the curve (AUC) value of 70.4%. Conclusions: This study reaffirms the significance
of combatting therapeutic inertia in managing T2DM patients. Early insulinization, when clinically
appropriate, markedly enhances patients” metabolic goals at the 12-month follow-up.

Keywords: machine learning; artificial intelligence; type 2 diabetes; therapeutic inertia; insulin

1. Introduction

The prevalence of type 2 diabetes mellitus (T2DM) is a mounting concern, placing
significant strain on healthcare systems and providers [1,2]. Despite notable progress
in T2DM management and the availability of novel and highly effective therapies, a
considerable gap persists between guideline recommendations and the real-world outcomes
observed in everyday clinical practice. The Association of Medical Diabetologists (AMD)
Annals Study Group publishes annually the results of analyses providing insights into the
diabetes landscape in Italy based on data collected from electronic medical records of all
patients treated in 271 Italian diabetes clinics between 2005 and 2019.

A recent update from the AMD Annals Study Group reveals that approximately half of
individuals with T2DM maintain glycosylated hemoglobin (HbAlc) values lower than 7.0%.
Conversely, a noteworthy 17.8% of patients exhibit HbAlc levels exceeding 8.0%. Intrigu-
ingly, only 32.3% of these patients are currently undergoing insulin treatment, either as a
sole intervention or in conjunction with oral agents and/or Glucagon-Like Peptide-1 Recep-
tor Agonists (GLP1-RAs) [3]. A recent meta-analysis evaluated the overall achievement of
the targets recommended by the American Diabetes Association (ADA), the European As-
sociation for the Study of Diabetes (EASD), and the National Institute for Health and Care
Excellence (NICE) for T2DM. The authors reported that recommended glycemic control is
achieved in 42.8% of patients and that despite the continuous updating, promotion, and
dissemination of evidence-based guidelines, there has not been a concurrent improvement
in reaching glycemic targets [4]. Therefore, it is crucial to prioritize timely, evidence-based,
and safe management of hyperglycemia in addressing T2DM to reduce the prevalence
of both immediate and long-term complications of this widespread and severe condition.
Early therapeutic inertia diminishes the likelihood of achieving glycemic targets as the
disease advances [5,6] and also deprives individuals of a well-documented legacy effect
according to which the early attainment of glycemic goals has a positive impact on reducing
the development and progression of complications even decades later [7]. In particular,
the inadequate control of glycemia often stems from two key factors: patients” inconsis-
tent adherence to prescribed medications and clinicians’ reluctance to initiate or escalate
glucose-lowering treatments, even when clinically warranted—commonly referred to as
“therapeutic inertia” [8]. This inertia is widespread, impacting up to 50% of individuals
diagnosed with T2DM [9]. Another recent study involving over 100,000 individuals diag-
nosed with T2DM reported that therapeutic inertia was present in 26% of the cases [10] and
is influenced by various barriers at the levels of clinicians, patients, and healthcare systems.
Addressing therapeutic inertia is a central priority to mitigate the impact of T2DM and its
associated complications [11]. This inertia is observed in different healthcare settings, from
primary care to specialized diabetes clinics. The complex interplay of factors contributing to
therapeutic inertia involves aspects related to health care providers, patients, and the health
care system in general. Numerous studies have delved into comprehending the underlying
reasons and associated factors contributing to therapeutic inertia, as highlighted in a recent
review and meta-analysis [12]. Factors contributing to health care providers’ therapeutic
inertia include lack of awareness of or adherence to clinical guidelines, concerns about
potential side effects of intensified treatments, and difficulties communicating with patients
about treatment goals. In addition, time constraints, competing clinical priorities, and gaps
in the implementation of evidence-based practices further exacerbate the problem. At-
tempts have also been made to estimate its impact in terms of economic consequences and
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its effect on individuals’ health [13]. However, to our knowledge, no scenario simulations
based on real-world data have been conducted so far to estimate the potential impact on
glycemic targets that would result from timely intervention in insulin therapy application,
where clinically appropriate. Since 2005, AMD has diligently collected patient data via
electronic medical records known as the AMD Annals. This initiative aims to monitor and
improve the quality of care for patients with T2DM. As of today, this network encompasses
271 clinics, constituting about half of the diabetes treatment centers in Italy, and gathers
clinical information collected over 12 years, as previously discussed [3].

Using this wealth of information, we sought to estimate the clinical benefit of over-
coming therapeutic inertia. In particular, we aimed to assess via a machine learning-based
“what-if” scenario simulation applied to real data from the AMD Annals what the potential
improvement in glycemic target via the adoption of timely insulin therapy would be.

Simulation, particularly in the form of “what-if” scenarios or “counterfactual explana-
tions”, is a powerful tool used across various fields to explore hypothetical situations and
their potential outcomes. These tools consist of a specific approach used in the context of
explaining machine learning models by highlighting alternative scenarios that could have
led to different predictions. In essence, a “what-if” scenario simulation involves creating
a virtual environment or model where key variables are manipulated to observe the re-
sulting changes. This methodology is valuable in gaining insights into complex systems,
testing hypotheses, and making informed decisions without real-world consequences. In
healthcare, “what-if” scenario simulations are employed to model the potential impact of
different interventions, treatment strategies, or public health measures, as recently reported
in a work by Del Ser et al. [14]. Researchers and policymakers can use simulations to
project the consequences of policy changes, the introduction of new medications, or the
implementation of preventive measures on disease prevalence and healthcare outcomes.

2. Materials and Methods
2.1. Study Design and Eligibility Criteria

This is an observational, longitudinal, retrospective study based on data contained in
the AMD Annals database (2005-2019). Data were obtained from 9,954,976 consultations
in 1,186,247 patients diagnosed with T2DM, corresponding to 1.3 billion data points. This
constitutes pre-existing data that did not necessitate the direct involvement of patients.
Patient data were anonymized and stored with coded identifiers. All participating diabetes
centers obtained the authorization of local Ethics Committees.

2.1.1. Inclusion Criteria

In our machine learning analysis, we designated “inert behavior” as instances where
patients were receiving dual or triple therapy (considered as the second or third line of
intervention for T2DM) and exhibited an HbAlc level exceeding 7.5% (58.5 mmol/mol) for
at least two consecutive visits, with no therapy modification at the second visit. This classi-
fication led us to create two patient subgroups: the “Inertia-NO” group, which included
patients promptly prescribed insulin therapy, and the “Inertia-YES” group, comprising
patients experiencing medical inert behavior concerning insulin prescription. Specifically,
patients in the “Inertia-NO” group were all subjects in the AMD database with T2DM who
met the following criteria: patients who were currently on dual or triple therapy had either
one or two consecutive HbAlc measurements above the threshold of 7.5% (58.5 mmol /mol)
[or above 8% (63.9 mmol/mol) if the patient was older than 75] and were subsequently
prescribed insulin therapy (basal, basal-bolus, or rapid) after either the first or second
measurement surpassing the threshold (defined as the T-index moment for the Inertia-NO
group, i.e., the moment in which insulinization occurred).

Conversely, patients in the “Inertia-YES” group included all subjects with T2DM with
the following inclusion criteria: being on dual or triple therapy, exhibiting two consecutive
measurements surpassing the defined HbAlc threshold, and not being promptly prescribed
insulin therapy (basal, basal-bolus, or rapid) after the second measurement exceeding the
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threshold, yet faced delays in its initiation, resulting in a prescription issued at a later
stage [15] (defined as the T-index moment for the Inertia-YES group, i.e., the moment when
it would have been appropriate to use insulin, but, having not been carried out, a situation
of therapeutic inertia was established). Finally, for both groups, Inertia-NO and Inertia-YES,
the included patients were those for whom there was a sufficient observation period of
12 months to assess the achievement of the desired therapeutic outcome, as detailed in the
study flowchart (Figure 1).

THE INERTIA-NO GROUP THE INERTIA-NO GROUP
STEPS ACTIONS N. PATIENTS STEPS ACTIONS N. PATIENTS
1 Total Patients of AMD Annals (2005 —2019) 1,186,247 1 Total Patients of AMD Annals (2005 —2019) 1,186,247
Exclusion of: Exclusion of:
-T1DM and gestational diabetes; -T1DM and gestational diabetes;
2 -Outliers; 1,158,121 2 -Outliers; 1,158,121
-Situations with only 1 HbAlc measurement available; -Situations with only 1 HbAlc measurement available;
-Patients who have never been put on insulin therapy -Patients who have never been put on insulin therapy
Inclusion of:
-Patients who were put on double-triple therapy (without
Inclusion of: insulin);
-Patients who were put on double-triple therapy (without -Patients who have experienced at |least one "inertia situation";
3 insulin); 83,972 3 -Patients for whom it was possible to determine the T-index 96,621
-Patients for whom it was possible to determine the T-index (date at which insulin theapy would have been appropriate (i.e.
(date at which insulin theapy was prescribed) at the 2nd visit with HbAlc above the threshold)
Inclusion of: Inclusion of:
4 -Patients with at least 2 HbAlc measurements 83,972 4 -Patients with at least 2 HbAlc measurements 65,626
in the 12 months (+/- 3) after T-index inthe 12 months (+/ - 3) after T-index
Inclusion of:
-Patients who continued insulin therapy throughout the
observation period; Exclusion of:
5 -Patients with at least 2 visits after T-index; 33,546 5 -Dialized patients; 65,224
-Patients for whom insulin was prescribed with HbAlc out of -Patients with first visit after T-index <60 days;
target
Selected cohort:
Exclusion of: 6 -Patients with 1-2 consecutive visits with HbAlc above the 65,224
6 -Dialized patients; 20,018 threshold AND without prompt insulin prescription
-Patients with first visit after T-index <60 days; (INERTIA-YES situations).
Selected cohort:
7 -Patients with 1-2 consecutive visits with HbAlc above the 20,015
threshold AND with prompt insulin prescription (INERTIA-NO
situations)

Figure 1. Flowcharts illustrating the selection steps operated to create the INERTIA-NO and INERTIA-
YES cohorts.

2.1.2. Exclusion Criteria

The study did not include individuals who met any of the following criteria: patients
with only one HbAlc measurement and/or outliers with abnormal HbAlc values (<4.5%,
26 mmol/mol OR >14%, 130 mmol/mol) and/or patients who were never insulinized
and/or dialyzed patients and /or pregnant women.

2.2. Database Description

The AMD Annals database included records of 92 distinct variables (see Table S1 in
Supplementary Materials), covering a wide range of aspects. These encompassed biochem-
ical parameters linked to glucose and lipid metabolism, specifics regarding prescribed
statin and antidiabetic treatments, as well as clinical, anthropometric, organizational, and
therapeutic factors. The database also incorporates the Q-Score, an indirect indicator
of the overall healthcare quality at each diabetic center. This score is derived from the
achievement rate of specific targets (such as HbAlc, blood pressure, low-density lipopro-
tein cholesterol (LDL-C), and microalbuminuria), coupled with the appropriateness of
prescription rates [16,17].
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2.3. Machine Learning Analysis
2.3.1. General Criteria

Via a “what-if” scenario simulation, this analysis aims to assess the potential impact
on glycemic compensation if insulinization consistently occurred promptly, indicating
the absence of inert behaviors (Inertia-NO). The simulation employs the temporal marker
“T-index”, corresponding to the baseline timepoint in which insulin-based therapeutic
intervention occurs for “Inertia-NO” cases or the second consecutive HbAlc measurement
surpassing the threshold without therapeutic intervention for “Inertia-YES” cases. It is
crucial to note that, in addition to timely treatment for decompensated patients, various
other factors, if managed appropriately, can contribute to achieving the metabolic target.
Examples include physician factors such as patient education, proper titration, patient-
centered care, and follow-up visits, as well as patient factors such as therapy adherence,
self-monitoring, and adopting a healthy lifestyle [18-22].

Nevertheless, it is important to clarify that this analysis specifically aimed to assess
the potential benefit achievable exclusively by focusing on treatment timing, i.e., clinical
inertia, without taking into account these other factors.

2.3.2. Definition of the Outcomes

The objective of this analysis is to estimate the proportion of patients likely to achieve
the glycemic target within one year following the T-index if no inert behavior is observed
and insulin is promptly prescribed when clinically appropriate. This target, known as “1Y
Target”, is considered achieved (“1Y-Target-YES”) when the average of the last two HbAlc
values is equal or below 7.5% (58.5 mmol/mol) for patients aged 75 or younger and below
8% (63.9 mmol/mol) for those over 75. In fact, the American Diabetes Association (ADA)
recommends different HbAlc targets for older adults. As of 2016, the ADA lowered HbAlc
treatment goals to <7.5% for patients younger than 75 years and to <8.0% for patients older
than 75 years [23]. In addition, estimates of insulin requirements are reduced by 39.4%
when using HbAlc targets at 8% for people aged 75 years and older [24].

The decision to set the 12-month measurement timeframe was guided by the average
frequency of patient visits to Italian diabetes centers, typically fewer than 2 visits per year.
Despite guidelines recommending more frequent check-ups for many patients, limitations
in the healthcare system’s organization restrict the average visit frequency [25].

Consequently, our assessment focused on measuring therapy change outcomes within
these practical timeframes. Further details are provided in Figure 2.

HALF
Observation period covered by the AMD Annals 2019

||» ||mu»

T-INDEX

T-index is defined as follows:

1) INERTIA-NO situations:

T-index: initiation of insulin therapy at the 1st or 2nd

GLYCEMIC TARGET AFTER 1 YEAR
(1Y TARGET)

Verification of target achievement after one year from T-

consecutive HbA1c above the threshold; index

2) INERTIA-YES situations:

T-index: 2nd HbA1lc measurement above the threshold and no

-Average of the last 2 HbA1lc values < 7.5% (8% if the
patient is more than 75 years old) > 1Y TARGET- YES
-Average of the last 2 HbA1lc values > 7.5% (8% if patient

insulin therapy (the moment when insulin prescription would over 75 years old) - 1Y TARGET-NO
have been appropriate, but it was not employed)

Figure 2. Schematic representation of the scenario simulation.
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2.3.3. Logic Learning Machine Characteristics

In this investigation, Rulex®, an exclusive artificial intelligence (AI) algorithm developed
by Innovation Lab, Rulex Analytics, was employed. The Rulex® Logic Learning Machine
(LLM) implements the Switching Neural Network method within supervised data mining,
and previous analyses have consistently demonstrated LLM’s superior performance in ac-
curacy compared to other ML algorithms [26]. However, it should be noted that in our
prior publication, the support vector machine (SVM) achieved similar results in terms of
performance compared to LLM. Nevertheless, the advantages of using LLM over an SVM
include, among others, the possibility of better interpretability with decision rules expressed
as logical expressions, more effective handling of nonlinear relationships between variables,
intrinsic selection of rule-forming features, transparent model structure, robustness in han-
dling missing data, and the possibility of incorporating prior knowledge or domain expertise.
One of the distinct advantages of LLM over conventional tools for supervised data analysis is
its capacity to unveil straightforward and easily understandable rules, even for individuals
lacking specific statistical or mathematical expertise. In contrast to numerous “black-box” Al
algorithms, Rulex® stands out for its transparent and explainable nature. It inherently gener-
ates variable rankings and explicit threshold values, obviating the necessity for supplementary
software such as the Shapley additive explanations algorithm. Specifically, Rulex® addresses
classification problems by formulating rules in the “if premise . .. then consequence . ..” struc-
ture, where “premise” comprises conditional clauses on input variables and “consequence”
denotes the outcome of the target function. Leveraging “Shadow Clustering”, the algorithm
aggregates patterns belonging to the same output class during iterations to construct the final
model. Operating without prior knowledge, the LLM constructs models by selecting the most
relevant variables to elucidate an initial premise.

From a methodological point of view, as described in one of our previous articles [26],
we detail below the system used by our LLM for variable selection via rule construction.
A defined set of quality measures governs each rule generated by Rulex®, encompassing
metrics like the covering (proportion of correct classifications, denoted as C(r)) and false
positive fraction (E(r)). For a binary classification task, C(r) corresponds to either sensitivity
or specificity based on the identified class by the rule r. Let 7’ denote the rule obtained
from r by eliminating the condition c from its premise. The relevance of this condition is

measured by R(c), where R(c) = AEz(gc()r():(r)

Here, AE (c) = E(r") — E(r). Subsequently, the relevance Ru(xj) for each variable xj is
determined by applying the following equation: Rv(xj) =1 —[Tk(1 — R(ck,j)).

Here, k varies across the indices of rules rk that include a condition ckl on the variable xj.
As a practical guideline, Ro(xj) < 10% is employed to identify a predictor xj, offering a marginal
contribution to the accuracy of LLM classifiers. Additionally, a rule with C(r)(1 — E(r)) < 10% is
often indicative of subjects with anomalous values, suggesting potential outliers.

The primary phases of the Rulex® data analysis encompass the following:

(1) Training phase: starting from the input variables, LLM technology builds a model
composed of a set of intelligible rules employing 70% of the available data.

(2) Validation phase: assessment of the model’s performance using the remaining 30% of
data, computing metrics including sensitivity, specificity, precision, accuracy, and the
ROC-AUC are calculated.

(3) Feature ranking creation: the LLM automatically identifies and transparently produces
a ranking of the most pertinent variables explaining the initial premise.

(4) Display of threshold values: the LLM explicitly indicates threshold values for the
variables selected in the feature ranking.

(5) Prediction: In addition to delivering outcome-related responses, the model elucidates
the rationale behind predictions, considering specific variables characterizing the
individual. For instance: For a given patient, the likelihood of achieving a certain
target is influenced by a set of specific factors.
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2.3.4. How LLM Has Been Used for the Scenario Simulation What-If Analysis

Using the Logic Learning Machine (LLM), we conducted a learning and modeling pro-
cess to pinpoint, at T-Index, the distinctive combinations of characteristics associated with
the absence of therapeutic inertia, which could either facilitate or hinder the achievement
of the desired outcome (1Y Target).

Following this, in the scenario simulation, for patients belonging to the “Inertia-YES”
group, insulin prescription was enforced at the second visit, where HbAlc surpassed the
threshold. Subsequently, the previously developed model was applied to this dataset,
simulating a scenario without inert behaviors. This process enabled the LLM to provide
predictions, explicitly indicating which patients could have achieved the desired outcome
if timely therapeutic measures had been taken. For a more detailed explanation of LLM’s
role in the what-if analysis, please refer to Figure S1 in the Supplementary Materials.

3. Results
3.1. General Characteristics of the Patients

The LLM modeling focused on the “Inertia-NO” subgroup, aiming to allow the
algorithm to discern the factors’ combinations that heightened the probability of achieving
the glycemic outcome during insulin prescription. Therefore, we compared the baseline
values for pivotal parameters after stratifying patients according to the achievement of the
outcome (1Y-Target).

Table 1 illustrates that patients experiencing early insulinization (Inertia-NO cases)
but failing to achieve the 12-month glycemic target exhibit a more severe clinical profile
at baseline. Specifically, patients who do not reach the target have significantly higher
non-HDL cholesterol, HbAlc, and BMI levels compared to those who reach the target.

Table 1. Characteristics of patients: baseline (T-INDEX) values for the INERTA-NO cohort, divided
into “1Y TARGET” YES/NO subgroups.

T-INDEX
Variable 1Y TARGET Mean Median SD Mi:ﬁ’ing I““I’{r;ll‘l‘gae‘tﬂe ( All’;'h‘;ai“(i 05)
Patients (n.) INERTIA-NO NO (12,321-62%) . .
GROUP (20015  yES (7694-38%)
Age NO 66.087 67 104 0 5073
¥) YES 69.59 71 1035 0 63-77 <0.0001
HbAlc NO 9.43 9.2 12 0 8.5-10.1
(%) YES 9.07 8.8 12 0 8.2-9.6 <0.0001
HbAlc gap between visits (%) ilEOS 1(1)3 1 11;8 202 gijz <0.0001
Cholesterol NO 179.07 174.20 45.96 59% 148.8-204.1
(mg/dL) YES 174.56 170.20 4475 74% 146.0-175.56 =0.0001
LDL-C NO 98.5 95 37.8 32% 73-119
(mg/dL) YES 96.1 93 37.4 30% 72-116 <0.0001
HDL-C NO 462 44 134 23% 37-53
(mg/dL) YES 472 45 140 24% 38-55 <0.0001
TGD NO 181.8 149 145 21% 106-216
(mg/dL) YES 161.6 135 1195 2% 96-190 <0.0001
BMI NO 305 297 59 4% 26.4-33.7
(Kg/m2) YES 29.1 284 55 4% 25.3-32.3 <0.0001
eGFR NO 746 779 236 18% 56.2-93.4
(mL/min/m?) YES 71.0 733 234 16% 50.7-71.03 <0.0001
Glucose NO 206.7 199 622 12% 165-241
(mg/dL) YES 200.4 192 62.1 13% 160-232 <0.0001
DBP (diastolic) NO 78.9 80 9.8 15% 70-83
(mmHg) YES 77.8 80 9.8 15% 70-80 <0.0001
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Table 1. Cont.
T-INDEX
Variable 1Y TARGET Mean Median SD Mi:/s"ing I“t;{;ll‘l‘gaertﬂe ( Al’r’,'h‘;alz“(i 05)
Patients (n) INERTIA-NO NO (12,321-62%)
GROUP (20,015) YES (7694-38%)
SBP (systolic) NO 137 140 19.0 15% 125-150
(mmHg) YES 137 140 192 15% 125-150 ikt
GOT NO 245 20 2.6 44% 15-26
(mU/mL) YES 246 19 267 43% 1526 0.886
GPT NO 30.8 24 28.2 40% 17-35
(mU/mL) YES 292 2 312 39% 16-32 0.005
NO 25.1 249 25 20% 23.4-26.8
Q-Score <0.0001
YES 254 252 24 24% 23.8-27.0
Number of out-of-range HbAlc NO 5.1 4 4.2 0% 2-7
values in the patient’s history YES 40 3 35 0% 2.6 <0.0001

HbA1c (%)

Abbreviations: SD, standard deviation; BMI, body mass index; HbAlc, glycated hemoglobin; eGFR, estimated
glomerular filtration rate; SBP, systolic blood pressure; DBP, diastolic blood pressure; LDL-C, low-density lipopro-
tein cholesterol; TGD, triglycerides; HDL-C, high-density lipoprotein cholesterol; 1Y target, achievement of
glycated hemoglobin target at the 1-year follow-up.

3.2. Comparison of HbAlc Average Levels among the Different Cohorts and Subgroups of Patients

Figure 3 displays the HbAlc trend for both the “Inertia-YES” and “Inertia-NO” cohorts,
aligning the T-Index for all patients and delineating the HbAlc curve before and after T-
Index. Of note, at the T-index, HbA1lc levels were significantly higher in the “Inertia-No”
group. Moreover, as expected, these patients also presented consistently lower HbAlc
levels in the follow-up visits. Furthermore, we stratified the “Inertia-NO” cohort according
to the achievement of the “1Y-target”. As outlined in Table 1, 62% of patients did not
achieve the desired outcome despite insulin therapy.

cohorts
20,015 pts m INERTIA-NO
W INERTIA-YES

65,224 pts

T-INDEX

Figure 3. HbAlc trend for the 2 cohorts “Inertia-YES” and “Inertia-NO” before and after T-index.

Figure 4 separately illustrates the HbAlc trend in “Inertia-NO” patients, according to
the attainment of glycemic goal at the 1-year follow-up.

Figure 5 shows a graphical representation of the two “Inertia-YES” and “Inertia-
NO” cohorts at T-index and the percentage of patients reaching the glycemic target at
12 months from T-index (T1-Target) in each of them. It is worth noting that, despite a
substantial number of individuals exhibiting inert behavior (65,224 versus 20,015), the
percentage of patients who, despite receiving timely insulin treatment, do not reach the
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target at 12 months remains elevated. Specifically, among the 20,015 cases with timely
insulin treatment, only 7694 (38%) achieved the desired outcome. In contrast, in the inertia
situations, 21,453 patients (33%) achieved the metabolic goal, while 43,771 (67%) did not.
Furthermore, it is crucial to note a significant difference in the average HbAlc level at
T-Index between the “Inertia-NO” and “Inertia-YES” situations (refer to Figure 6, which
illustrates the distribution between the various HbAlc ranges). This HbAlc level at baseline
appears to be correlated with the probability of reaching the target by one year.

Target NO cohorts

B 1Y-TARGET-NO
B 1Y-TARGET-YES

Target YES

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
T-INDEX months

Figure 4. HbAlc trend after T-Index for the cohort of patients characterized by Inertia-NO, divided
into achievement of “1Y TARGET” Yes/No'.

INERTIA-YES SITUATIONS INERTIA-NO SITUATIONS
(65,224 patients) (20,015 patients)

Number of patients

1Y-Target NO 1Y-Target YES 1Y-Target NO 1Y-Target YES

Figure 5. Patient cohorts categorized under Inertia-YES and Inertia-NO scenarios, with the percentage
of patients achieving or not achieving the “1Y TARGET” outcome for each respective cohort.
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Figure 6. Distribution across different HbAlc ranges for the INERTIA-YES and INERTIA-NO cohorts
at T-index.

3.3. LLM Analysis

Among the 92 variables examined in the LLM analysis, six demonstrated notable
significance in predicting the likelihood of achieving the HbAlc goal within a year in
“Inertia-NO” patients (Table 2). The remaining variables in the database were either consid-
ered insignificant or had marginal relevance. The factors of greatest relevance, showing the
strongest correlation with the outcome, are presented first. The most significant parameter
is the HbAlc level at the time of insulin prescription. The higher it is (with a threshold
value of 8.9% (>74 mmol/mol)), the less likely the outcome is achieved. Subsequently, age
emerges as a significant factor. Individuals older than 73 are associated with a higher chance
of attaining the target, whereas younger individuals have a lower likelihood. Interestingly,
patients with a history of more than nine instances of decompensated HbAlc exhibit a
reduced probability of reaching the target, while those with less than seven instances above
the target in their medical history have a higher likelihood of achieving it. Additionally,
the difference in HbAlc from the previous visit, denoted as the HbAlc gap, plays a role:
values below the threshold of +1.45% (<+14.6 mmol/mol) are linked to a higher likelihood
of reaching the target, while greater values indicate situations with a lower probability
of success. A Q-Score < 24 is associated with situations where the target is not attained;
however, no precise threshold value is indicated for achieving the target. Finally, BMI
also displays threshold values: a BMI < 25 is linked to a higher probability of reaching the
12-month target, while a BMI > 34 is associated with a reduced probability of achieving it.

The model exhibited acceptable performance across a range of evaluation metrics.
Specifically, an accuracy of 0.64, a specificity (true negative rate) of 0.65, and a recall (true
positive rate) of 0.61 were achieved on metrics assessing the model’s ability to accurately
classify test data. Regarding the receiver operating characteristic (ROC) curve analysis for
this model, the area under the curve (AUC), a probabilistic measure reflecting the model’s
predictive capability, was 0.704 (Figure S2).

The difference in the performances reported by the two types of metrics can be ex-
plained by the fact that the analysis was applied to imbalanced data (the analyzed outcomes
had both a significantly greater number of cases with situations: “outcome = no”). In cases
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like these, it appears that the AUC score is more reliable, as it takes into account prediction
probabilities, unlike accuracy.

Table 2. Ranking of most relevant factors for the “1Y TARGET” outcome YES/NO situations.

“1Y target” “1Y target” Relevance

Relevant Factors Outcome-NO Outcome-YES 0-1)
HbAlc at current visit >8.9% (>74 mmol/mol) <8.9% (<74 mmol/mol) 0.752
Age at current visit <73 >73 0.601
Nu.mbeir of. out-of-range HbAlc values in the -9 <7 0.298
patient’s history

. . >+1.45% <+1.45%

HbAlc gap from previous visit (>+14.6 mmol/mol) (<+14.6 mmol/mol) 0136
Q-Score <24 No threshold 0.058
BMI >34 <25 0.052

Abbreviations: BMI, body mass index; HbAlc, glycated hemoglobin.

3.4. What-If Scenario Simulation

A “what-if” scenario simulation is a tool used in analyses to project potential outcomes
or evaluate hypothetical situations. It allows researchers to explore the potential impact of
certain actions or events that have not yet occurred or were not observed in the original
dataset. Afterward, by implementing the findings from the LLM model to situations
characterized by therapeutic inertia (“inertia-YES” cases), a prospective enhancement of
17% has been identified in the proportion of patients achieving the HbAlc outcome (<7.5%)
at the 12-month follow-up (1Y-target). To elaborate, within the cohort of 65,224 individuals
where physician inert behavior was noted, an estimated 32.851 patients could potentially
attain the target after 12 months, compared to the observed 21,453 patients in the real
scenario, as illustrated in Figure 7.

60

Potential
improvement

40+ of 17%

Prevalence %

20

REAL SCENARIO WHAT-IF SIMULATION

Figure 7. Graph displaying the potential improvement in patients achieving the “1Y TARGET” in the
what-if simulation.

4. Discussion

In the context of T2DM, the term “inertia” refers to the delay or failure to initiate
or intensify a treatment when it is clinically indicated. This phenomenon can lead to
prolonged periods of uncontrolled hyperglycemia, increasing the risk of diabetes-related
complications and reducing life expectancy [27,28]. Clinical inertia is still a significant
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concern, as it hinders the achievement of glycemic control and the timely adjustment
of therapy when treatment goals are not met [29]. This issue is present at all stages of
treatment intensification, from the first oral antihyperglycemic drug (OAD) to the initiation
of insulin. In this regard, a recent study conducted in a cohort of 28,000 patients with T2DM
found that approximately half of the patients displayed therapeutic inertia after 6 months;
this percentage rose to more than 60% after 24 months. Patients who were prescribed only
one or no OADs exhibited a lower degree of therapeutic inertia (36% or 28%, respectively,
at 6 months), while a higher level of inertia was observed among those utilizing multiple
OAD:s or basal insulin [9]. In previous work by the AMD-AI group, we used a transparent
LLM to uncover potential drivers influencing the decision to commence insulin therapy
in individuals with T2DM. HbA1c threshold values were linked with insulin therapeutic
inertia with an accuracy of 0.79 [30].

In this study, utilizing patient data such as demographics, medical history, and
biomarkers, we trained the same transparent ML algorithm (Rulex®) to pinpoint fac-
tors within the “Inertia-NO” group that might predict achieving the glycemic target at a
12-month follow-up.

Interestingly, we found that higher glycated hemoglobin values at insulin initiation cor-
related with a reduced probability of reaching the target. This finding might be associated
with physicians’ concerns about higher insulin titrations and heightened hypoglycemia
risk perception, resulting in suboptimal dosages for metabolic control [31].

Nevertheless, emerging continuous glucose monitoring technology holds promise
in reducing hypoglycemic events and addressing therapeutic inertia related to insulin
therapy [32]. Similarly, our analysis showed that younger patients with a history of
consistently high glycemic values and significant glycemic variability had a lower likelihood
of achieving the target, suggesting that potential glycemic variability impacts on the
outcome more than reduced pancreatic reserve and long-standing diabetic disease. Our
findings suggest that patients with a prolonged history of unstable glycemic trends, despite
not having consecutive out-of-target HbAlc until T-Index, may retain a compromised
metabolic memory [33].

This could lead to increased insulin resistance, posing challenges in achieving op-
timal metabolic regulation. While our transparent LLM’ performance was suboptimal
in certain metrics due to its exclusive reliance on baseline characteristics, the acceptable
ROC-AUC underscores the critical role of timing in achieving glycemic compensation in
patients requiring insulin therapy. Via a “what-if” scenario simulation, we also evaluated
the potential glycemic benefits of timely insulin initiation in T2DM patients. Interest-
ingly, our analysis showed that a timely insulinization in “Inertia-YES” patients would
have led to a significant increase in the percentage of subjects achieving glycemic control
(50% vs. 33%), further underscoring the need to overcome therapeutic inertia. While
various factors influence metabolic target achievement in insulinized patients, addressing
timing alone—by avoiding delays in insulin prescription when appropriate—could prevent
patient deterioration and significantly increase those reaching metabolic targets.

While our study provides valuable insights, it is important to acknowledge its limita-
tions. Firstly, it lacks a direct comparison with other ML algorithms applied to the same
cohort of patients. Additionally, specific information on lifestyle, patients” preferences,
adherence to therapy, as well as insulin formulation, dosage, and titration within the
“Inertia-NO” group, was not included in AMD Annals, potentially impacting therapeutic
goal attainment. Moreover, it is crucial to consider the potential impact of unaccounted
batch effects, which may introduce variability in the data due to factors such as differences
in sample processing or variations in data acquisition methods. These batch effects could
influence the robustness and generalizability of our findings. Moreover, patients’ obesity
status might have influenced the decision not to prescribe insulin therapy in the “Inertia-
YES” subgroup, as the ADA 2022 recommendations emphasize the importance of weight
control in the management of T2DM [34]. However, it should be noted that our analysis
included patients seen in a period between 2005 and 2019 when new antidiabetic drugs
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with a positive impact on weight, such as GLP1RA and SGLT?2i, were not widely adopted,
and these patients were already on dual or triple therapy. Consequently, this population
represented cases in which insulin was almost the only treatment that could be introduced
to improve glycemic compensation. Our objective was to assess how, within the cohort
and over the specified period, noninert behavior would affect the percentage of patients
achieving glycemic goals.

Furthermore, the model generated did not perform satisfactorily with certain metrics
like accuracy, recall, and specificity; this lack of performance stems from the fact that the
patient’s characteristics at the baseline alone cannot solely determine optimal glycemic
compensation. In emphasizing this point, it is essential to note that despite these limita-
tions, the achievement of a good ROC-AUC indicates the potential significance of timing
among the factors contributing to successful glycemic compensation in patients requiring
insulin therapy.

5. Conclusions

Therapeutic inertia represents a critical obstacle in improving long-term outcomes for
individuals with T2DM. The integration of machine learning (ML) approaches emerges
as a promising solution for effectively scrutinizing patient data, thereby identifying those
who would benefit from insulin treatment. Our study confirms that early insuliniza-
tion, when clinically appropriate, significantly improves patients’ metabolic goals at the
12-month follow-up. This technological support has the potential to greatly assist healthcare
providers by enabling more timely and personalized interventions, ultimately enhancing
glycemic control and overall patient well-being.

Moving forward, overcoming therapeutic inertia via innovative solutions, such as
machine learning, is imperative for advancing the management and outcomes of T2DM.
The Rulex platform, with its streamlined approach to data collection and aggregation
across diverse sources and formats, is poised to play a pivotal role. Immediate efforts
focus on enhancing user-friendly environments for efficient data analysis and cleansing.
In the context of the Logic Learning Machine (LLM) method, developers recognize the
significance of addressing uncertainties in predictions, with ongoing efforts directed toward
robust methods for quantifying and communicating such uncertainties.

Furthermore, active pursuits include adaptive learning strategies for LLMs, ensur-
ing continuous model improvement as fresh data becomes available. Simultaneously,
exploration into transfer learning techniques is underway, aiming to leverage knowledge
acquired in one domain and apply it effectively to related but distinct domains. These
strategic initiatives underscore a strong commitment to advancing the LLM methodology,
fostering trust, and adapting to the evolving landscape of data analytics.

Supplementary Materials: The following supporting information can be downloaded at https:/ /www.
mdpi.com/article/10.3390/make6010021/s1. Table S1. Summary of the AMD Annals variables
included in the Logic Learning Machine analysis. Figure S1. Schematization of LLM’s use in the
“what-if” analysis process. Figure 52. The ROC-AUC for the “1Y TARGET” outcome model.
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