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Abstract

Background: Telemedicine systems based on mobile phones represent new promising educational tools. The “Diabetes
Interactive Diary” (DID) is a carbohydrate/bolus calculator promoting the patient-physician communication via short
message service. This study aimed to compare the efficacy of the DID versus usual care on metabolic control, hypoglycemia,
and quality of life.

Patients and Methods: Patients with type 1 diabetes on a basal:bolus regimen with insulin glargine and insulin glulisine, not
previously educated on carbohydrate (CHO) counting, were randomized to DID (Group A; n=63) or traditional education
(Group B; n=064). Generalized hierarchical linear regression models for repeated measures were applied to compare changes
between groups. Incidence of hypoglycemia was compared using Poisson regression models.

Results: Of 127 patients (age, 36.9+10.5 years; diabetes duration, 16.3+9.3 years), 15 (11.8%) dropped out. After 6 months,
hemoglobin Alc (HbAlc) levels decreased by —0.49+0.11 in Group A and —-0.48+0.11 in Group B (P=0.73). Group A
showed a 86% lower risk of grade 2 hypoglycemia than Group B. Compared with usual care, DID improved the “perceived
frequency of hyperglycemic episodes” scale of the Diabetes Treatment Satisfaction Questionnaire and the “social relations”
and the “fear of hypoglycemia” dimensions of the Diabetes Specific Quality of Life Scale. Results obtained with DID
markedly differ among patients and centers.

Conclusions: DID is no more effective than traditional CHO counting education in reducing HbAlc levels. DID reduces the
risk of moderate/severe hypoglycemia and improves quality of life. A better understanding of patients” and healthcare
professionals’ attitudes associated with an effective care supported by technology is essential to avoid waste of resources.

Introduction analysis of quality of care data in type 1 diabetes. Data from

routine clinical practice show that one in two patients with

BESIDES PHARMACOLOGICAL TREATMENTS, patient educa-
tion is an integral part of the diabetes care to teach a
healthy lifestyle and an appropriate nutrition for the control of
blood glucose levels and body weight."* Although the role of
education is widely recognized, evidence of a global insuffi-
cient access to educational support clearly emerges from the

type 1 diabetes have levels of hemoglobin Alc (HbAlc) above
8% and one in five have a body mass index above 27 kg/ m?,
whereas in type 2 diabetes one in two patients have levels of
HbA1lc above 7%, and about 60% are overweight or obese.?
The complexity of the information to be taught,4 a suboptimal
organization of the healthcare system and/or the allocation of
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resources devoted to educational activities,” and patient-
related psychosocial factors could be the main reasons for
these unsatisfactory outcomes. In this respect, the Diabetes
Attitudes, Wishes, and Needs (DAWN) initiative in 13 coun-
tries identified a major gap between the educational support
needs of people with diabetes and the care and support
available in the different countries. The study documented a
substantial lack of critical resources for education, in partic-
ular skill, time, and adequate referral sources.”” Furthermore,
different psychosocial factors (e.g., poor adherence to treat-
ment, distress, poor self-efficacy, and lack of motivation) that
negatively influence clinical outcomes can be effectively ad-
dressed through appropriate self-management education
with significant improvements in terms of therapeutic goals
and quality of life.>’

As part of education of patients treated with insulin, car-
bohydrate (CHO) counting represents a main strategy.* " It is
immediately translated into a flexible insulin therapy and
insulin dose adjustment, thus improving dietary freedom,
quality of life, and glycemic control, without increasing the
rate of severe hypoglycemia or cardiovascular risk.'> Never-
theless, flexible diet and insulin therapy require complex
training for patients, who need to be educated in the type and
amount of CHO found in foods, portion estimation, glycemic
index, relationships among blood glucose levels and food/
diabetes medication/physical activity, CHO/insulin ratio,
and specific algorithms to adjust insulin doses.'”'* The com-
plexity of this educational approach limits a widespread use
of CHO counting as an effective strategy to promote dietary
freedom, quality of life, and glycemic control.

Telemedicine is emerging as a possible solution to support
the diabetes patient, to simplify his or her training, and to
enlarge the proportion of patients receiving education.'* A
telemedicine system is any technology using telecommuni-
cations to support health care (i.e., accurate collection of data
in digital format; incorporation of data into an electronic
record that may be transmitted with fidelity; protocols for
distant analysis; communication tools to permit effective di-
alogue among primary managers, patients, and consul-
tants).'* Among telemedicine systems, those based on the use
of mobile phones are particularly promising.'”> Hundreds of
mobile applications for diabetes are now available to promote
self-empowerment or weight loss, to support patient diabetes
management, and to remind patients of clinic appointments;
however, their efficacy and safety have not been systemati-
cally tested or have been tested in studies with methodolog-
ical flaws.'®"'®

The “Diabetes Interactive Diary” (DID) is a telemedicine
system developed in Italy. DID is an automatic CHO/insulin
bolus calculator to be installed in the mobile phone. It also
works as a communication tool between patient and physi-
cian via text messages (short message services [SMSs]). DID
has been tested in a process of evaluation similar to that
usually adopted for pharmacological products.'®" First, its
feasibility, acceptability, and safety were documented in a
preliminary, pilot study,® which involved four diabetes
clinics and 50 patients with type 1 diabetes mellitus (T1IDM).
Second, its effectiveness on metabolic control, weight loss,
quality of life, and safety were tested in a randomized clinical
trial*! involving seven diabetes clinics from four countries.
The trial involved 120 TIDM patients not previously educated
to CHO counting, irrespective of insulin regimen and diabetes
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duration. The trial compared DID versus standard CHO
counting education; it documented a 0.5% reduction in
HbAlc levels in both groups, with a halving of the time de-
voted to education with DID compared with the standard
approach. Additional benefits of DID on several generic and
diabetes-related scales of quality of life were also found (e.g.,
treatment satisfaction and perceived frequency of hypergly-
cemic episodes, as expressed by the Diabetes Treatment Sa-
tisfaction Questionnaire [DTSQ]***® and Role Physical,
General Health, Vitality, and Role Emotional subscales of the
36-item Short Form Health Survey??).

Nevertheless, some questions remained open after the trial,
particularly related to the effectiveness of DID versus tradi-
tional education under routine clinical practice conditions. In
fact, standard educational approaches can differ among the
different centers according to healthcare operators” attitudes
and availability of resources; therefore, the expected benefits
of DID in the real world can differ from those that emerged in
the previous trial, where CHO counting was taught to all
patients. To better reflect the impact of DID in the real world,
we also wanted to evaluate the efficacy of DID on metabolic
control when all patients are treated with the same insulin
regimen and its impact on hypoglycemic episodes, glucose
variability, and additional diabetes-specific measures of
quality of life investigating social burden, worries, and daily
hassles.

These were the objectives of this new confirmatory ran-
domized clinical trial comparing the effects of DID versus
usual care in patients with TIDM all treated with the same
insulin regimen (basal:bolus of one daily injection of insulin
glargine + three injections of insulin glulisine), aiming to
complete the existing evidence on efficacy and safety of DID
and its potential contribution in simplifying the management
of education to patients and healthcare providers if integrated
in the usual care.

Patients and Methods
DID system

The DID is a software to be installed in the patient’s mobile
telephone that works as a CHO/insulin bolus calculator. It
supports patients in managing the CHO counting through a
food atlas and in recording the self-monitoring blood glucose
(SMBG) measurements. On the basis of the stored data (blood
glucose values deriving from self-monitoring, individualized
correction factor, and insulin:CHO ratio set by the physician,
food intake, and physical activities performed), DID auto-
matically calculates the most appropriate insulin dose to be
injected at each meal. All the recorded data are sent to the
physician on average each 1-3 weeks (depending on the needs
of the patient) via SMS and reviewed on the personal com-
puter of the diabetes clinic. Then, any new therapeutic and
behavioral prescription can be sent from the diabetes clinic
computer to the patient’s mobile phone. Further details on the
DID features are described elsewhere.'*™!

Study design and outcomes

This was an open label, multicenter, randomized (1:1),
parallel-group study, having as its primary aim the evaluation
of the superiority of the DID versus the usual practice in re-
ducing HbAlc levels, when applied in patients treated with
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the same insulin regimen (basal:bolus of one daily injection of
insulin glargine +three injections of insulin glulisine). Sec-
ondary end points were changes in fasting blood glucose
levels, glucose variability (expressed as mean amplitude of
glucose excursions [MAGE]),”*” mean daily doses of basal
and prandial insulin, frequency of hypoglycemic episodes,
changes in body weight, lipid profile (serum total cholesterol,
high-density lipoprotein-cholesterol, low-density lipoprotein-
cholesterol, and triglycerides), and blood pressure levels. Fi-
nally, quality of life and patient satisfaction were investigated
using the DTSQ**** and the Diabetes Specific Quality of Life
Scale (DSQOLS). 25!

Data were collected at baseline and after 3 and 6 months
from the randomization. The study involved 12 Italian dia-
betes outpatient clinics. The protocol was approved by local
Ethics Committees.

Participants

Patients were included if they fulfilled the following in-
clusion criteria: diagnosis of TIDM, 218 years of age, no
previous education on CHO counting, HbAlc levels >7.5%,
treatment with a basal-bolus regimen with insulin analogs,
SMBG measurements at least three times a day, and adequate
familiarity in the use of mobile phones according to the
physician judgment. All the patients were requested to give
written informed consent before randomization.

Patients were excluded in case of treatment with NPH in-
sulin or soluble regular insulin, continuous subcutaneous in-
sulin infusion, insulin regimens other than basal:bolus, eating
disorders (based on the physician’s judgment), pregnancy/
lactation, inability to send or receive SMSs, inability or un-
willingness to give informed consent, or any other disease or
condition that could interfere with the compliance with the
protocol or the study completion.

Randomization

Before the start of the study, investigators were involved in
a meeting for the standardization of the DID educational
training and the definition of criteria for determining the in-
dividualized CHO/insulin ratio and the correction factor.*?
These parameters had to be set in the DID for the activation of
the bolus calculator.

All recruited patients started (if they did not already use)
insulin glulisine as the mealtime rapid analog and insulin
glargine as the basal insulin; the pharmaceutical products
were provided to the centers by Sanofi-Aventis SpA (Milan,
Italy).

Patients were randomized to associate or not the DID sys-
tem as an aid for CHO counting and the calculation of the
most appropriate insulin dose. More specifically, patients
were allocated to:

® Group A. Patients were randomized to the experimental
group attended a course on the use of DID. The course
was provided as an outpatient program of a maximum
of three encounters with the physician and/or dietician
during a maximum period of 2 weeks. Patients had
three prandial injections per day of insulin glulisine
associated with basal insulin glargine. Prandial injec-
tions could be performed within 15 min before or up to
20min after the start of the meal, based on the physi-
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cian’s judgment and the patient’s needs.**** DID was
used to estimate the CHO content of the meal, and
prandial insulin doses were adjusted based on the DID
algorithm.

* Group B. Patients randomized to the control group re-
ceived the standard educational approach usually used
in the center. The insulin scheme was the same as in
Group A. Insulin doses in Group B were adjusted ac-
cording to the usual practice, on the basis of SMBG
values reviewed during the doctor’s office visit.

Randomization was performed through a telephone call to
the coordinating center. To control for bias deriving from
systematical differences in the usual-care approach adopted
in the different clinics, random lists were stratified by center.
To ensure equal allocation rates within centers, permuted
block randomization has been used.

Data collection (Table 1)

At visit —1 (15 days before visit 0), eligibility criteria were
verified, a blood sample for HbAlc, fasting blood glucose,
and lipid profile measurement was collected, and the patient
diary and glucose meter were delivered. The same model of
glucose meter (OneTouch® Ultra® 2; LifeScan Inc., Milpitas,
CA) was provided to all participants, who were instructed to
perform seven-point glucose profiles (before and 2h after
each meal and at 3:00 a.m.) at least three times (two working
days and one time during the weekend) during the last 2
weeks before visit 0 and before visit 1 (3 months after ran-
domization). During the last 4 weeks before visit 2 (6 months
from randomization), 12 SMBG profiles were requested (i.e.,
three times a week). Patients received education on hypo-
glycemia and instructions on how to record on the patient
diary throughout the study the results of glucose profiles,
daily insulin doses, and hypoglycemic episodes.

Grade 1 hypoglycemia was defined as any symptomatic
and/or an asymptomatic fingerstick plasma glucose of
<3.3mmol/L (<60 mg/dL) with the patient not requiring the
assistance of other people; grade 2 hypoglycemia was defined
as any episode resulting in coma, seizure, or significant neu-
rologic impairment so that the subject was unable to initiate
self-treatment or required the assistance of other people.

At study entry (visit 0, randomization), at 3 months (visit 1),
and at 6 months (visit 2), clinical information was collected on
case report forms. Baseline information included socio-
demographic (age, gender, highest level of school education
reached, smoking habits) and clinical (diabetes duration, use
of SMBG, insulin therapy, presence and severity of diabetes
complications, co-morbidities, concomitant treatments) char-
acteristics. HbAlc, fasting blood glucose, blood pressure, and
body weight were measured at each visit; lipid profile was
measured at baseline and after 6 months. Each of the local
laboratories used standard methods to measure these pa-
rameters. Furthermore, at each visit, the investigator took off
the pages of the patient diary already filled in and attached
them to Case report forms.

Patients were requested to fill in the quality of life ques-
tionnaires at study entry and 6 months after randomization:

* DSQOLS. The DSQOLS was designed to assess specifi-
cally the four main components of quality of life (i.e.,
physical, emotional, and social burdens along with daily
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TABLE 1. STUDY PROCEDURES

Visit Time Group A (DID) Group B (standard care)
-1 15 days before ® Check of eligibility ¢ Check of eligibility
randomizzation * Blood sample for HbAlc, fasting blood * Blood sample for HbAlc, fasting blood
glucose, and lipid profile glucose, and lipid profile
¢ Diary of insulin doses and blood glucose  ® Diary of insulin doses and blood glucose
self-monitoring measurements self-monitoring measurements
® Prescription of three 7-point glycemic ® Prescription of three 7-point glycemic
profiles profiles
¢ Instructions for identification, manage- ¢ Instructions for identification, manage-
ment, and treatment of hypoglycemia ment, and treatment of hypoglycemia
0 Randomization e Informed consent ¢ Informed consent
e Randomization e Randomization
e (Clinical data collection e (Clinical data collection
* Download of blood glucose self-monitoring ¢ Download of blood glucose self-
monitoring
¢ Diary of insulin doses and blood glucose  ® Diary of insulin doses and blood glucose
self-monitoring measurements self-monitoring measurements
* QOL questionnaire * QOL questionnaire
e Education on DID e Standard education
1 3 months after ¢ (Clinical data collection e (Clinical data collection
randomization ¢ Blood sample for HbAlc and fasting * Blood sample for HbAlc and fasting
glucose glucose
* Download of blood glucose self-monitoring ® Download of blood glucose self-moni-
and data stored on DID toring
¢ Diary of insulin doses and blood glucose  ® Diary of insulin doses and blood glucose
self-monitoring measurements self-monitoring measurements
2 6 months after ¢ (Clinical data collection e (Clinical data collection
randomization ¢ Blood sample for HbAlc and fasting * Blood sample for HbAlc and fasting

glucose

glucose

* Download of blood glucose self-monitoring ® Download of blood glucose self-moni-

and data stored on DID

toring

¢ Diary of insulin doses and blood glucose  ® Diary of insulin doses and blood glucose

self-monitoring measurements

* QOL questionnaire

self-monitoring measurements
* QOL questionnaire

DID, Diabetes Interactive Diary; HbAlc, hemoglobin Alc; QOL, quality of life.

functioning) in patients with T1DM.?® After its initial
release, the questionnaire was revised to include a new
set of questions investigating fears about hypoglycemia.
Furthermore, three additional items in the “diet restric-
tions” scale, two additional items in the “daily hassles”
scale, and one item in the “physical complaints” scale
were also added.”® The scale comprises 57 items cover-
ing six areas: social relations (11 items), leisure time
flexibility (six items), physical complaints (nine items),
worries about future (five items), diet restrictions (nine
items), daily hassles (six items), and fears about hypo-
glycemia (11 items). Answers are given on a 6-point
Likert scale, and the scores range between 0 and 100,
with higher scores indicating better quality of life or
higher satisfaction. The translation and cultural adap-
tation of the Italian version of the instrument were
performed using standard forward/backward tech-
niques to ensure conceptual equivalence.”® The Italian
version of the instrument has been extensively validated
in a previous study.?!

* DTSQ. The DTSQ has been specifically designed to
measure satisfaction with diabetes treatment regi-
mens.” The instrument was originally developed to
detect changes in satisfaction related to changes in
treatment modalities, but it is also appropriate for

comparing levels of satisfaction in subjects using dif-
ferent treatment regimens. It is composed of eight items,
six of which are summed in a single score ranging from
0 (very dissatisfied) to 36 (very satisfied). The remaining
two items are treated individually and explore the per-
ceived frequency of hyperglycemic and hypoglycemic
episodes. The Italian version of the instrument has been
previously translated and validated.”

Statistical analysis

Sample size was estimated by assuming as clinically rele-
vant between groups a minimum mean difference of 0.5% in
HbAlc levels after 6 months, assuming a HbAlc baseline SD
of 1.0 (as derived from the previous DID studies). Given these
assumptions, 60 patients per group were needed to ensure a
statistical power of 80% («=0.05). The same sample size also
allowed detection of a difference between groups of 0.5 SD in
MAGE with a statistical power of 80% (x=0.05), assuming
an SD of 25% of MAGE, based on the data from the litera-
ture.”” " Assuming a dropout rate of about 10%, 130 patients
were needed.

Baseline patient characteristics according to the randomi-
zation arm are expressed as means and their SDs or fre-
quencies. Between-group comparisons are based on the j” test



TELEMEDICINE SYSTEM IN TYPE 1 DIABETES

for categorical variables and the Mann-Whitney test for
continuous variables.

Efficacy analyses were based on generalized hierarchical
linear regression models for repeated measures.>® They were
applied to assess trends over time between groups. The pri-
mary end point was evaluated as the difference between arms
at 6 months versus baseline. An unstructured correlation type
was used to take into account incomplete follow-up (ie.,
dropouts). Because of a between-group imbalance in patient
mean age at baseline, this variable was included as a covariate
in the regression models. The same method was applied for all
the secondary end points. Incidence of grade 1 and grade 2
hypoglycemic episodes was compared between study arms
using Poisson regression models. All the analyses were per-
formed on the intention-to-treat population.

Results

Overall, 127 individuals were recruited by 12 diabetes
clinics (Fig. 1). Overall, 15 patients dropped out during the
study: seven in the standard group and eight in the DID
group. Causes of withdrawals are shown in Figure 1. Four
patients (two in each arm) dropped out for organizational
problems in one diabetes clinic, independently of patients’
willingness. No dropout cause was directly related to the DID
system or to the insulin treatment. Despite a dropout rate
slightly larger than expected (11.8%) and an overall sample of
127 patients instead of 130, the study retained a power of 91%
to detect a between group difference of 0.5% in HbAlc levels
because the SD of HbAlc at baseline was smaller than hy-
pothesized, being 0.79%.

Patients’ characteristics according to the randomization
arm are shown in Table 2. The two groups did not differ for
any sociodemographic and clinical characteristic, with the
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exception of a higher mean age in the DID group (38.4+10.3
vs. 34.3+10.0 years; P=0.04). Compared with the standard
group, patients in the DID arm also showed a lower frequency
of daily SMBG, although statistical significance was not
reached.

Between- and within-group changes after 6 months are
shown in Table 3. The study failed in demonstrating the su-
periority of DID compared with the standard care in deter-
mining a reduction in HbAlc. In fact, a decrease in HbAlc
levels of 0.5% was found in both groups. The between-group
comparison in the mean changes of HbAlc levels was not
statistically significant, but the improvement in metabolic
control was statistically significant and clinically relevant
within each group.

The use of DID was associated with a 86% lower risk of
grade 2 hypoglycemic episodes compared with the control
group (Table 4).

No additional benefits were found on the other clinical
secondary end points, such as body weight, fasting blood
glucose, lipid profile, and blood pressure. A nonstatistically
significant greater reduction in fasting blood glucose was
detected in the standard group than in the DID group. Mean
daily doses of basal insulin slightly decreased in the DID
group (-0.93+0.511U) and slightly increased in the control
group (0.59+0.501U), leading to a statistically significant
between-group difference (P=0.04).

The evaluation of MAGE did not show any impact of the
DID versus the standard care in reducing glucose variability.
However, the compliance with the required frequency of
SMBG measurements was low, especially for the nocturnal
measurement. Overall, only 31 patients correctly performed
all the 18 SMBG profiles requested by the protocol.

The use of DID was associated with improvements in
several scales of quality of life: the “perceived frequency of

No. centers= 12
No. Randomized patients = 127

DID group (A)
N=63

Lost to follow-up N=8
2 fordrop-outof center
4 patients unable to continue follow-up
1 for pregnancy
1 for starting of CSII

Study completers
N=>55 (87.3%)

FIG. 1.

Standard group (B)
N=64

Lost to follow-up N=7
2 fordrop-outof center
2 patients unable to continue follow-up
3 withdrawal of informed consent

Study completers
N=57 (89.0%)

Study flowchart. CSII, continuous subcutaneous insulin infusion; DID, Diabetes Interactive Diary.



TABLE 2. BASELINE CHARACTERISTICS ACCORDING
TO THE RANDOMIZATION ARM

Standard
Characteristic DID care P?
Number of patients 63 64
Males (%) 46.0 49.1 0.75
Age (years) 38.4+10.3 34.3+10.0 0.04
Highest level of school education completed (%)
Low level (less than 15.7 14.8 0.57
college degree)
Intermediate level (less than 54.9 66.7
university degree)
High level (university 294 18.5
degree)
Diabetes duration (years) 16.2+10.0 15.0+84 0.73
BMI (kg/m?) 24.0+35 24.8+42 031
Number of daily blood glucose tests (%)
3 tests/day 314 20.0 0.06
4 tests/day 294 50.9
5 tests/day 314 16.4
>5 tests/day 7.8 12.7
Short-acting insulin (%)
Aspart 21.6 204 0.83
Lispro 47.1 42.6
Glulisine 314 37.0
Basal insulin (%)
Glargine 98.0 100 0.30
Detemir 2.0 0
Complications (%)
Retinopathy 15.6 18.7 0.64
Symptomatic neuropathy 1.6 1.6 1.00
Other chronic 17.2 15.6 0.81
complications

2?2 test for categorical variables and Mann-Whitney test for
continuous variables.
BMI, body mass index; DID, Diabetes Interactive Diary.

hyperglycemic episodes” dimension of the DTSQ and the
“social relations” dimension of the DSQOLS were signifi-
cantly improved in the DID group compared with the stan-
dard group; the “fear of hypoglycemia” dimension improved
in the DID group but worsened in the standard group, with a
borderline statistically significant difference (P=0.06).

Patients requiring at least one extra visit were 25.0% in the
DID group and 31.3% in the control group (P=0.43).

Results obtained with DID markedly differ among patients:
the median (minimum; maximum) change was —0.5% (-1.5;
+1.3) for HbAlc, 0 (-5;+4) kg for body weight, and +1 (-21;
+18) for the DTSQ. The analysis of HbAlc changes according
to some key sociodemographic and clinical patient charac-
teristics (i.e., gender, age, and school education) was also
performed. The following mean changes of HbAlc after 6
months were documented: —0.64+0.58% in male patients
and —0.40+0.61 in female patients (P=0.21); —0.66+0.46 in
patients <30 years old, —0.39+0.84 in those between 31 and
40 years old, and —0.50+0.54 in those >40 years old
(P=0.64); —0.13+0.73 in patients with less than a college
degree, —0.57+0.54 in those with less than a university de-
gree, and —0.61£0.60 in those with a university degree
(P=0.24); and —0.63+0.54 in patients with diabetes duration
<10 years, —0.49 +0.54 in those with duration between 11 and
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20 years, and —0.43+0.68 in those with duration >20 years
(P=0.65).

The median number of SMSs exchanged between patient
and healthcare professionals also varied markedly, averag-
ing 20 (0; 135). Mean changes in HbAlc according to
the number of exchanged SMSs showed the following results:
—-0.45+0.64% in the subgroup with none to 10 exchanged
SMSs, —0.61+0.48 in the subgroup with 11-25 exchanged
SMSs, and —0.21%£0.71 in the subgroup with 25-135 ex-
changed SMSs (P=0.23).

The average benefit obtained in the different participating
centers varied substantially, with mean HbAlc changes
varying from +0.3+0.6% to —1.0+0.4%, mean body weight
from +1.7%+3.0 to —0.7+1.2kg, mean number of SMSs ex-
changed between patient and healthcare professionals rang-
ing between 2+0 and 36+10, and mean DTSQ changes
varying from 0.4+4.7 to 9.0+5.2.

Discussion

Among telemedicine systems for mobile phones available
today, DID offers the advantage of robust efficacy and safety
data deriving from a comprehensive research program in-
cluding three main studies and subanalyses.'*™'

Our study confirms previous findings, showing that DID is
as effective as the standard educational approach based on
CHO counting in improving metabolic control. Although in
the previous study patients were treated with any insulin
regimen, in the current study all the patients received the
same basal:bolus regimen with insulin glargine and insulin
glulisine; the effect of DID is thus largely independent of the
insulin regimen adopted.

The improvement in metabolic control is obtained while
improving quality of life in terms of perception of hyper-
glycemia, fear of hypoglycemia, and satisfaction with social
relations. Improving quality of life and treatment satisfac-
tion represents a key objective of the care of any chronic
disease.**® Furthermore, quality of life is widely recog-
nized as an important correlate of adherence to treatment
and favorable diabetes outcomes.”’?® It is thus plausible
that the positive impact of DID on several dimensions of
quality of life could translate in the long run into better
clinical results.

The study adds information on an important effect of DID:
its use was associated with a 86% lower risk of grade 2 hy-
poglycemia than the standard care. This result is particularly
valuable, considering the heavy impact of hypoglycemia
on clinical outcomes, quality of life,**° and costs of diabetes
care.*!

The study failed to document an effect of DID on the re-
duction of glucose variability. This should be in part due to
the application of the MAGE formula, which today tends to be
replaced by other formulas less influenced by the inherent
asymmetry of the blood glucose scale (the most indexes are
primarily dependent on hyperglycemic blood glucose excur-
sions and generally insensitive to hypoglycemia) and based
on a larger number of blood glucose measures deriving from
the continuous glucose monitoring.**** In the DID study, a
primary problem was the difficulty of the participating pa-
tients in recording the seven-point glucose profiles. All re-
quired profiles were completed only by one out of four of the
recruited patients, and the statistical methods applied could
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TABLE 3. BETWEEN- AND WITHIN-GROUP DIFFERENCES IN CLINICAL PARAMETERS AND QUALITY OF LIFE SCORES
AT VISIT 3 WITH RESPECT TO BASELINE VALUES

DID group (n=63) Standard group (n=64) P
Estimated Estimated ~ Between- Within ~ Within
Baseline 6 months change Baseline 6 months change group®  DID®  standard®
HbAlc (%) 84+01 79+0.1 -049+0.11 85+01 81+01 -048+0.11 0.73 <0.0001 <0.0001
FBG (mg/dL) 186.7+10.1 185.0+8.9 —1.66+12.26 183.2+£9.9 150.9+£8.3 —-32.28+11.76 0.07 0.89 0.01
Blood glucose (mg/dL)
Preprandial 161.0+4.6 159.6+4.6 —1.42+4.51 162.8+4.6 162.0+45 -0.77+4.63 091 0.75 0.86
Postprandial 162.9+49 168.4+52 548+4.92 1669+49 169.4+51 251£490 091 0.27 0.61
MAGE 128.8+59 134.2+6.0 5.36%6.60 132.9+59 127.5+59 -547+640 0.24 0.42 0.39
Body weight 68.7+1.8 69.0£1.8 038+038 703*1.7 705+1.8 0.28+0.36 0.85 0.32 0.44
Insulin mean daily dose (IU)
Short-acting 283+2.0 273%1.8 -0.99+093 29.1+19 289+1.7 -023+091 0.56 0.29 0.80
Long-acting 20.8+1.4 199%15 -0.93+£051 24.0+1.4 246+14 059050 0.04 0.07 0.24
SBP (mm Hg) 119.0+14 118.3+1.6 —0.72+1.51 120.0+£1.3 118.0£1.6 -2.00+1.45 0.54 0.63 0.17
DBP (mm Hg) 729+1.0 722+10 -2.00+094 715+1.0 71.7+1.0 0.16+091 047 0.40 0.86
Total cholesterol 189.1+£3.8 192.8+5.1 3.74+4.36 187.5+3.7186.9+49 -0.63+4.21 047 0.39 0.88
(mg/dL)
HDL-cholesterol 619£21 63.0£21 1.09+1.60 61.0+2.0 61.3£2.0 025157 0.71 0.50 0.87
(mg/dL)
LDL-cholesterol 109.4+£3.7 117.6+53 8.27+4.39 109.1+3.6 1141+52  5.08%£4.37 0.61 0.06 0.25
(mg/dL)
Triglycerides 83.1+5.6 834+52 039+3.82 869+55 80.6+51 -6.23+3.73 022 0.92 0.10
(mg/dL)
DTSQ
Score 25.0+09 259%09 0.89+£0.89 22.6+09 24.6+09 197+£0.88 0.39 0.32 0.03
Hyperglycemia 3.6+02 3.0+02 -053£022 3.6+02 4.0+02 0.39£022 0.004 0.02 0.08
Hypoglycemia 3.0+02 27+02 -030%£026 26+02 25+02 -0.09+£025 0.57 0.25 0.71
DSQOLS
Social relations 793+21 81.3+£23 200+1.63 852+21 825+23 -270+1.62 0.04 0.22 0.10
Leisure time 765+25 78.0+26 143+182 815+25 80.1£26 -135+1.82 0.28 0.43 0.46
flexibility

Physical complaints  71.0+2.4 733+2.6 234+1.61 748+23 751+26 035%x1.60 0.38 0.15 0.83
Worries about future 45.0£29 47.0+£3.0 2024276 51.8+29 523+29 058+276 0.71 0.47 0.83

Diet restrictions 61.0+29 61.3+26 0.32+2.04 649+28 679+25 3.07+2.04 034 0.87 0.14

Daily hassles 66.3+25 64.0+2.7 -228+192 69.7+25 683+26 -132+191 0.72 0.24 0.49

Fear of 65.7+2.6 67.7+32 2.03+223 708+26 669+3.1 -391+222 0.06 0.36 0.08
hypoglycemia

Total burden 67.8+19 69.1+22 1.30+£136 726+19 71.7+22 -091+135 025 0.34 0.50

of diabetes

Data are mean+SE values.

DBP, diastolic blood pressure; DSQOLS, Diabetes Specific Quality of Life Scale Questionnaire; DTSQ, Diabetes Treatment Satisfaction
Questionnaire; FBG, fasting blood glucose; HbAlc, hemoglobin Alc; HDL, high-density lipoprotein; LDL, low-density lipoprotein; MAGE,
mean amplitude of glycemic excursions; SBP, systolic blood pressure.

only partly overcome the problem of lack of power on this end Efficacy, intensity of use, and satisfaction with the DID
point. Further efforts to improve patient compliance with varied markedly among patients and centers. The greater
SMBG are therefore strongly needed in order to decrease HbAlc reduction was obtained in younger patients, those of
blood glucose fluctuations, irrespective of the use of tele- male gender, and those with shorter diabetes duration, al-
medicine. though no statistically significant difference was detected.

TABLE 4. AVERAGE NUMBER OF HYPOGLYCEMIC EPISODES PER PATIENT PER YEAR BY RANDOMIZATION ARM
AND Risk oF HYPOGLYCEMIA IN THE DIABETES INTERACTIVE DIARY GROUP COMPARED WITH THE STANDARD GROUP

IR (95% CI)

Hypoglycemic episodes DID group (n=63) Standard group (n=64) IRR (95% CI)
Grade 1 49.2 (46.7-51.9) 45.6 (43.2-48.1) 1.08 (1.00-1.16)
Grade 2 0.33 (0.17-0.63) 2.29 (1.80-2.91) 0.14 (0.07-0.29)

CI, confidence interval; DID, Diabetes Interactive Diary; IR, incidence rate; IRR, incidence rate ratio.
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This aspect needs attention. In fact, data on efficacy and safety
of technology in diabetes are increasing,'®'® and new modal-
ities of communication (SMS, e-mail, telephone calls, and other
devices) are daily applied by clinicians as surrogates for edu-
cational activities to support patients, to reduce the time de-
voted to education, and to regularly monitor stable pa’cients.44
Consequently, new policies regulating the execution and the
reimbursement of this kind of activities® are expected in the
next few years. For this reason, the identification of patient
characteristics and healthcare professionals attitudes and skills
associated with positive results with a care supported by
technology will be essential to avoid waste of resources.

No statistically significant correlation was found between
number of exchanged SMSs and outcomes. The greater
HbAlc reduction was obtained in patients with a number of
SMSs exchanged between 11 and 25. The lower decrease in
HbAlc levels in those who have had a higher number of SMS
exchanges can be explained by the fact that patients with
greater problems in managing their disease were more likely
to contact the diabetes center.

Furthermore, it is important to underline that the DID
system undergoes continuous updates. Now DID is produced
as a smartphone application available online for download. In
our opinion, more satisfactory results with DID could be ob-
tained by accompanying its technological evolution with a
rigorous training to its use, promoting an optimal use also by
healthcare operators and patients with a lower attitude to
technology. This could be the next challenge for the DID
producers.

Our study has limitations. First, expected benefits associ-
ated with the use of DID may at least partially depend on the
level of education provided by centers. In those centers where
education is already provided to the vast majority of patients
with high qualitative standards, the gains associated with the
use of DID can be less evident. Second, the lack of statistical
power limits the evaluation of specific sociodemographic
(e.g., gender, age, school education) and clinical characteris-
tics (e.g., diabetes duration, HbAlc levels) correlated to a
higher effectiveness of the device. The identification of the
subgroups of patients more likely to gain benefits from tech-
nology should guide the prescription of the devices in routine
clinical practice. Future developments will include the anal-
ysis of data deriving from routine clinical practice and to in-
vestigate the impact of the system on the different outcomes
on a larger sample and in centers and patients using the sys-
tem according to their own willingness and preferences.

In conclusion, DID is no more effective than traditional
education based on CHO counting in reducing HbAlc levels,
irrespective of the insulin regimen prescribed to the patient.
DID reduces the risk of moderate/severe hypoglycemic epi-
sodes and improves several quality of life dimensions. The
effect of DID on glucose variability requires further investi-
gation. The prescription of DID and any similar device needs
an accurate evaluation of patient attitudes and beliefs, as well
as an adequate training of the professionals, in order to exploit
all the potential of telemedicine.

Appendix

DID Study Group
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Participating centers. Valerio Miselli, Elisa Rabitti, Sus-
anna Valenti, Paola Accorsi, and Cristina Dotti, Ospedale
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Rome; Gabriella Galimberti and Andrea Laurenzi, Istituto Sci-
entifico San Raffaele, Milan; Cristina Trojani and Matteo Bruglia,
Ospedale Infermi, Rimini; Luigi Sciangula, Alessandra Ciucci,
Elisa Bellini, and Adele Tono, Az. Ospedale S. Anna P.O Canti,
Mariano Comense (CO); Silvia Acquati, Ospedale G.B. Mor-
gagni, L. Pierantoni, Forli; Andrea Matteo Bonomo and Elena
Meneghini, Ospedale Niguarda Ca Granda, Milan; Stefano Del
Prato, Alessandra Bertolotto, and Michele Aragona, Ospedale
Cisanello, Pisa; Giorgio Grassi and Michela Tomelini, A.O.U. S.
Giovanni Battista, Torino; and Mauro Rossi, P.O. di Grosseto
Stabilimento Misericordia, Grosseto.

Coordinating center. Antonio Nicolucci, Maria Chiara
Rossi, Giuseppe Lucisano, Fabio Pellegrini, Miriam Valentini,
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Barbara Di Nardo, Department of Clinical Pharmacology and
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