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Insulin pump in people with type 2 diabetes mellitus

Article summarizes results of important clinical studies targeting on potential benefits of continuous subgtita-
neous insulin infusion (CSII) by means of an insulin pump in people with type 2 diabetes. The problefns are
comprised into four chapters: (1) Historical introduction; (2) Effectiveness of CSII in type 1 diabetes; (3) In-
fluence of CSII on HbAlc and global metabolic indices in type 2 diabetes; (4) Influence of temporasy CSII
on beta-cell recovery in recent type 2 diabetes. Conclusion: CSII appears to be an effective part of type2ydia-
betes treatment aiming to early recovery of beta cell function (if introduced without delay in a a€cent, diabe-
tes) and to long-lasting improvement of metabolic indices (if introduced any time of diabetegydevelopment).
Adequate education of pump treated persons and their family members is necessary.
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Abbreviations:

AUC — area under the curve;

CIT — conventional insulin therapy;

CGMS — continuous glucose monitoring;

CSII — continuous subcutaneous insulin infusion;
MDI — multiple daily injections;

OHA — oral hypoglycaemic agents;

PWD1 — person with type 1 diabetes;
PWD2 — person with type 2 diabetes.

(1) Historical introduction

In the year 1921 Paulesco infBucharest discovered the hypoglycaemic effect of pancreatic extract
(pancrein) injected to a diabetic dog\|1502]. Independetly, in January 1922, Banting, Best and Collip in To-
ronto first successfully used purified extract (isletin/insulin) to save life of a boy with diabetes [3, 4]. In the
course of the following 50 years warious insulin preparations were produced and injected by means of reusa-
ble glass syringes and needles.

In the year 1978 Pickupyin London described a new method of insulin administration, namely, the con-
tinuous subcutanous insulin/infusion (CSII) using Mill Hill Infusor [5] as the first small external personal
insulin pump. Néxt, technical evolution together with motivating approach of physicians, nurses, health care
givers, researchers and‘educators made insulin pumps available for more or less limited number of people
with diabefes 16].

As latesas five years after the first experience with a portable insulin pump, the era of manual insulin in-
gectors (pens)pstarted. The pens were developed since 1983 at Palacky University Olomouc and Institute of
Diabétes «G. Katschy», Karlsburg (MADI, MD2) [7-9] as well as by companies Novo (Novopen) [10] and
Notdisk (Insuject) followed by many others [11]. Some of the pens could be alternatively used as manually
directéd pumps called «catheter pens» [12—14]. Additional details have already been published else-
where [15].

(2) Effectiveness of CSII in type 1 diabetes

Since the year 1978 several papers demonstrated the advantages of insulin pump in persons with type 1
diabetes mellitus.

Yki-Yarvinen [16] studied in 1984 the influence of CSII for 6 weeks on sensitivity to insulin
(euglycemic clamp technique) and hepatic glucose production in 10 type 1 diabetic patients whose mean du-
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ration of diabetes was 8 yr. The improved metabolic control resulting from pump therapy was associated
with enhancement in sensitivity to insulin, and reduction in basal hepatic glucose production.

Chantelau [17] in Diisseldorf performed in 1989 a follow-up study of 116 Type 1 diabetic patients on
long-term continuous subcutaneous insulin infusion and concluded that CSII has proved to be beneficial to a
large proportion of experienced adult Type 1 diabetic patients, who voluntarily had opted for, and continued
with, this particular mode of insulin treatment.

Chlup [18] in the year 2000 summarized experience with CSII at Olomouc Teaching Hospital Diabetes
centre, including the start schedule for substitution of basal rates during the day (Fig. 1).
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Figure 1. Basal rates in Continuous Subcutaneous \Insulin Infusion (CSII) in persons
with type 1 and type 2 diabetes mellitusge=basalyrates schedule at CSII start to be
individually adopted according to plasma glucose evolution in the course of next weeks [18]

Pickup [19] performed in the year 20024 meta-analysis of 12 randomised controlled trials to compare
glycaemic control and insulin dosage in people with type™? diabetes treated by CSII or optimised insulin in-
jections. There were 301 people with typ€.1 diabetes allocated to insulin infusion and 299 allocated to insulin
injections for between 2.5 and 24 menths. Wlean blood glucose concentration was lower in people receiving
CSII compared with those receiving|insulin injections (standardised mean difference 0.56, 95 % confidence
interval 0.35 to 0.77), equivalent'te, a\difféerence of 1.0 mmol/l. The percentage of glycated haemoglobin was
also lower in people receivifigiinsulin infusion (0.44, 0.20 to 0.69), equivalent to a difference of 0.51 %.
Blood glucose concentrations werelless variable during insulin infusion. This improved control during CSII
was achieved with angaverageaeduction of 14 % in insulin dose. So, glycaemic control was better during
CSII compared with gptimisgd injection therapy, and less insulin was needed to achieve this level of strict
control. The différencefingControl between the two methods was small but should reduce the risk of
microvascular €emplications.

Doyled20] mythe year 2004 studied the efficacy of the insulin analogs available for multiple daily injec-
tion (MDI) an@ CSIT'therapy in type 1 diabetes in pediatric patients. Lower HbAlc and premeal glucose con-
centrationsiwere'more achievable in this short-term study with CSII than with glargine-based MDI treatment.
CSII appeared to be an efficacious treatment to improve metabolic control in youth with type 1 diabetes.

Retnakaran [21] performed in the year 2004 a pooled analysis of the randomized controlled trials that
compared CSII and optimized MDI therapy using rapid-acting analogs in adults with type 1 diabetes. The
three studies that met inclusion criteria provided data on 139 patients, representing 596 patient-months for
CSII and 529 patient-months for MDI. Mean age was 38.5 years, with duration of diabetes of 18.0 years.
When using rapid-acting insulin analogs in CSII and MDII regimens in adult patients with type 1 diabetes,
insulin pump therapy was associated with better glycemic control, particularly in those individuals with
higher baseline Alc. Thus, CSII emerges as an important modality for implementing intensive therapy and
may be uniquely advantageous in patients with poor glycemic control.

Bruttomesso [22] in the year 2009 concluded that when compared with traditional NPH-based multiple
daily injections (MDI), CSII provides a small but clinically important reduction of HbAlc concentrations,
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diminishes blood glucose variability, decreases severe hypoglycaemic episodes and offers a better way to
cope with the dawn phenomenon. Insulin analogues have improved the treatment of diabetes, eroding part of
the place previously occupied by CSII, but CSII still remains the first option for patients experiencing severe
hypoglycaemic episodes, high HbAlc values or marked glucose variability while being treated with opti-
mized MDI. Furthermore CSII is better than MDI considering the effects on quality of life and the possibility
to adjust insulin administration according to physical activity or food intake. CSII may be limited by cost.
The estimates suggest that CSII may be cost-effective just for patients experiencing a marked improvement
in HbAlc or a decrease in severe hypoglycaemic episodes, but the effects on quality of life are difficult to
measure. CSII does not merely imply wearing an external device; it requires a multidisciplinary team, inten-
sive patient education and continuous follow up.

In the Czech Republic, Jankovec [23] in the year 2010 collected patient data from the Czech®™National
Register of patients treated with CSII to evaluate treatment indication, efficacy and safety#with specific|re-
gard to the type of diabetes. Evaluation was done on complete data sets of at least 3 years frem either DM 1
(n=730, 93.1%) or DM2 (n=54, 69%) between 1995 and 2006. HbAlc deecreased from
9.65 (+/-0.07) and 9.66 (+/-0.05) for DM1 and DM2 respectively to 8.24 (+/—0.07)@foriDM1 and
8.52 (+/-0.27) for DM2 after 1 year of treatment, 8.34 (+/-0.07) and 8.54 (+/—0.26) after 2 years and
8.44 (+/-0.07) and 8.71 (+/-0.25) after 3 years (adjusted mean values, +/~SEM). Thisicedugtion is significant
for both diabetes types. Results gathered from the safety analysis revealed almost compatableesults for both
patient groups (rates of adverse events of 42.5 and 34.8 for DM1 and DM2j per 100, patients and year). Both
patient groups achieved substantial reduction of HbAlc. Safety evaluation/shewed that fewer patients with
DM2 were affected by adverse events. Hence, CSII treatment DM2 is similagly eftective with a slightly bet-
ter safety profile.

(3) Influence of CSII on HbAIc and global metabelic indices in type 2 diabetes

Clinical evidence on CSII effectiveness for DM2 were seughtifor in many studies. When compared to
MDI, CSII has resulted in both equivalent and lower HbAjc values. However, the studies are heterogeneous
in design and subject population. Some persons with.diabetes'have indicated a preference for the CSII. Two
questions of paramount importace need to be answeted: (I)ywhether CSII provides incremental clinical bene-
fits after MDI has failed in treating DM2 and (ii) whether undelayed CSII start at the time of diagnosis of
DM2 may support and prolong the potential gecovery ofibeta cell. In this chapter, attempts are made to an-
swer the first (i) question.

Jennings [24], 1991, compared thé effects"®6f CSII and conventional insulin therapy (CIT) in patients
with poorly controlled sulfonylureastteated diabetes mellitus. Outpatient treatment consisted of CIT (twice-
daily injections of regular and NPH insulin) or CSII (basal infusion and prandial boluses of regular insu-
lin).Glycemic control improved with\ both methods. Insulin treated patients achieved satisfactory control
(HbA1 < 50 mmol hydroxymethylfutfural/mol Hb), whereas only 3 of 10 CIT-treated patients achieved the
values of CSII. Patients' satisfaction with treatment improved during insulin therapy.

Pouwels [25], 2003, inyestigated whether a period of euglycaemia using i.v. insulin, followed by CSII,
would ameliorate the deleterious effects of hyperglycaemia on insulin sensitivity and result in sustained, im-
proved metaboli¢'kontrolin®DM?2 who are poorly controlled despite high-dose s.c. insulin treatment. A peri-
od of 2 weeks“of euglycaemia achieved by i.v. insulin reverses hyperglycaemia-induced insulin resistance
and substanfially improves metabolic control. Subsequent CSII treatment, using insulin analogues, appears to
maintain impfoveéd metabolic control for at least 1 year.

Raskin)[26], 2003, compared the efficacy, safety, and patient satisfaction of CSII with MDI therapy for
patients with type 2 diabetes. A total of 132 CSII-naive MD2 were randomly assigned (1:1) to CSII (using
insdlin aspart) or MDI therapy (bolus insulin aspart and basal NPH insulin) in a multicenter, open-label, ran-
domized, parallel-group, 24-week study. Efficacy was assessed with HbAlc and eight-point blood glucose
(BG) profiles. Treatment satisfaction was determined with a self-administered questionnaire. Safety assess-
ments included adverse events, hypoglycemic episodes, laboratory values, and physical examination find-
ings. A total of 93 % of CSlI-treated subjects preferred the pump to their previous injectable insulin regimen
for reasons of convenience, flexibility, ease of use, and overall preference. Safety assessments were compa-
rable for both treatment groups. Insulin aspart in CSII provided efficacy and safety comparable to MDI ther-
apy. Patients with type 2 diabetes can be trained as outpatients to use CSII and prefer CSII to injections, in-
dicating that pump therapy should be considered when initiating intensive insulin therapy for type 2 diabetes.
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Herman [27], 2005, compared the efficacy and safety of CSII and MDI in older adults with insulin-
treated type 2 diabetes and assessed treatment satisfaction and quality of life in 107 adults. Forty-eight CSII
subjects (91 %) and 50 MDI subjects (93 %) completed the study. Mean A1C fell by 1.7 £ 1.0 % in the CSII
group to 6.6 % and by 1.6 = 1.2 % in the MDI group to 6.4 %. The difference in A1C between treatment
groups was not statistically significant (P=0.20). Eighty-one percent of CSII subjects and 90 % of MDI sub-
jects experienced at least one episode of minor (self-treated) hypoglycemia (P=0.17), and three CSII and six
MDI subjects experienced severe hypoglycemia (P=0.49). Rates of severe hypoglycemia were similarly low
in the two groups (CSII 0.08 and MDI 0.23 events per person-year, P=0.61). body mass gain did not, differ
between groups (P=0.70). Treatment satisfaction improved significantly with both CSII and\MDI
(P=0.0001), and the difference between groups was not statistically significant (P=0.58). Hence, in'elder
subjects with insulin-treated type 2 diabetes, both CSII and MDI achieved excellent glycemie cofitrel with
good safety and patient satisfaction.

Wainstein [28], 2005, compared the efficacy of insulin pump treatment with multiple daily injectiofis in
the treatment of poorly controlled obese PWD?2 already receiving two or more daily injections @f insulin plus
metformin. Forty obese PWD2 using insulin were randomized to CSII or MDI. Atfthe“end“of the first
18-week treatment period, patients underwent a 12-week washout period during which they were treated
with MDI plus metformin. Then they were crossed-over to the other treatment fop@nil8-week follow-up pe-
riod. Patients performed 4-point daily self blood-glucose monitoring (SBGM) oni\a xegular basis and 7-point
monitoring prior to visits 2, 8, 10 and 16. A subset of patients underwentcontinuous glucose monitoring
(CGMS, Minimed) at visits 2, 8, 10 and 16. A standard meal test was perfermedyin which serum glucose was
tested at fasting and once each hour for 6 h following a test meal. Glucosellevels were plotted against time
and the area under the curve (AUC) was calculated. HbAlc, body imass, dailyiinsulin dose and hypoglycae-
mic episodes were recorded. Treatment with CSII significantly reduced HbAlc levels compared with treat-
ment with MDI. An additional CSII benefit was demonstrated byjreduced meal-test glucose AUC. Initial re-
duction of daily insulin requirement observed in CSlI-treated subjects during the first treatment period was
attributable to a period effect and did not persist over times, S@, imythe intent-to-treat analysis, CSII appeared
to be superior to MDI in reducing HbA1c and glucosesAUCvalues without significant change in body mass
or insulin dose in obese, uncontrolled, insulin-treated Type 2 diabetic subjects.

Lane [29], 2006, determined the safety and cfficacy of U-500 regular insulin delivered by CSII as
treatment for PWD2 (n = 9) and severe insuliff resistancey(mean 24-hour insulin requirement, 1.46 U/kg dai-
ly) who had failure of previous insulin therapyawith gither MDI or CSII using U-100 insulin analogues. After
3 months, treatment with U-500 regulasinsulin by CSII resulted in mean decrease in HbAlc (P = 0.026) of
1.14 %, a marginal mean increase ingbody mass of 4.1 1b (P = 0.078), no significant change in total daily in-
sulin dose (P = 0.622), and no clinicallysignificant hypoglycemic episodes. Moreover, all study patients pre-
ferred the new treatment option over their'previous regimens. So, U-500 regular insulin by CSII is a safe and
effective therapeutic intervefition for‘patients with type 2 diabetes who have had treatment failure with MDI
insulin regimens or CSIL with use of U-100 insulin or insulin analogues.

Berthe [30], 2007, compated the effectiveness of two intensified insulin regimens, i.e., pump delivery
versus multiple daily mjections in PWD2 (n = 17) not optimally controlled with CIT by two daily injections
of regular plus NPHjtheyaswere randomly assigned in a cross-over fashion to either three daily injections of
lispro plus NPHyor pumip device delivering lispro. HbAlc, 6 points capillary blood glucose, 24-hour CGMS
and globalgsatisfaction score were evaluated at the end of each 12-week treatment period. Pump therapy pro-
vides,a bettermetabolic control than injection regimens, and seems to be safe and convenient in PWD2 who
fail to'respond 10 CIT.

Labrousse-Lhermine [31], 2007, compared over 3 years the efficacy of two treatment regimens combin-
ing(CSII and oral hypoglycaemic agents (OHA) in PWD2 with HbAlcs>8 % despite OHA+/—insulin. Fifty-
nine'patients were randomized. During the 3 years follow-up, overall mean HbA1c values decreased similar-
ly for both groups from baseline (9.45+/-0.83 %) to 1, 2, 3 years (7.76+/-0.85 %; 8.06+/—1.10 %; 8.27+/—
1.06 % P < 0.0001). The mean frequency of minor hypoglycaemia was 1.3+/-2.3 events per month per pa-
tient and 14 severe hypoglycaemic events occurred with no difference between the two groups. In both
groups we observed a significant and similar body mass gain and improvement in quality of life. Hence,
long-term combination therapy with OHA and CSII with only basic manipulation and optimization of insulin
doses exerted on basal rate or on boluses is feasible, effective and well accepted in PWD2.

Jeitler [32], 2008, compared the effects of CSII with MDI on glycaemic control, risk of hypoglycaemic
episodes, insulin requirements and adverse events in type 1 and type 2 diabetes mellitus. The electronic data-
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bases MEDLINE, EMBASE and CENTRAL were systematically searched for randomised controlled trials
up to March 2007. A systematic review and meta-analysis were performed. Overall, 22 studies were included
(17 with PWD1, 2 with PWD2, 3 with children). In PWDI, our meta-analysis found a between-treatment
difference of —0.4 % HbA 1c (six studies) in favour of CSII therapy. Available median rates of mild or over-
all hypoglycaemic events were comparable between the different interventions (1.9 [0.9-3.1] [CSII] vs 1.7
[1.1-3.3] [MDI] events per patient per week). Total daily insulin requirements were lower with CSII than
with MDI therapy. In PWD2, CSII and MDI treatment showed no significant difference for HbAlc. In ado-
lescents with type 1 diabetes mellitus, glycated haemoglobin and insulin requirements were significantly
lower in the CSII groups; no data were available on hypoglycaemic events. So, CSII in adults and adoles-
cents with type 1 diabetesmellitus resulted in a greater reduction of HbAlc. No beneficial effect of{(CSII
therapy could be detected for PWD2.

Chlup [33], 2009, demonstrated that CSII in PWD2 may in comparison to MDI impro¥e the metabolic
control with less insulin and was from all investigated PWD2 well accepted.

Health Quality Ontario [34], 2009. In June 2008, the Medical Advisory Secretariat begamwork on the
Diabetes Strategy Evidence Project, an evidence-based review of the literature surrognding strategies for
successful management and treatment of diabetes. The objective of this analysis is to review the efficacy of
CSII pumps as compared to MDI for the type 1 and type 2 adult diabetics. The database seareh identified 519
relevant citations published between 1996 and March 24, 2009. Of the 519 abstragts teviewed, four RCTs
and one abstract met the inclusion criteria outlined above. While efficacy outcomes§ were reported in each of
the trials, a meta-analysis was not possible due to missing data around standardydeyiations of change values
as well as missing data for the first period of the crossover arm of the trial. Meta-analysis was not possible on
other outcomes (quality of life, insulin requirements, frequency ofshypoglycemia) due to differences in re-
porting. HBA1C: In studies where no baseline data was reported, the, final values were used. Two studies
(Hanaire-Broutin et al. 2000, Hoogma et al. 2005) reported ayslight Teduction in HbAlc of 0.35 % and
0.22 % respectively for CSII pumps in comparison to MDI. Adslightly larger reduction in HbAlc of 0.84 %
was reported by DeVries et al.; however, this study was®he onlyjstudy to include patients with poor glyce-
mic control marked by higher baseline HbAlc levelsg@ne stady (Bruttomesso et al. 2008) showed no differ-
ence between CSII pumps and MDI on Hbalc lewels andywas the only study using insulin glargine (con-
sistent with results of parallel RCT in abstract by, Balli 2004). While there is statistically significant reduc-
tion in HbAlc in three of four trials, there ig'no evidenege to suggest these results are clinically significant.
Three of four studies reported a statistically» significant reduction in the mean daily blood glucose for patients
using CSII, though these results were gotyclinically significant. One study (DeVries et al. 2002) did not re-
port study data on mean blood glucese but neted that the differences were not statistically significant. There
is difficulty with interpreting study findings as blood glucose was measured differently across studies. Three
of four studies used a glucose diagy,\while one study used a memory meter. In addition, frequency of self
monitoring of blood glucos¢ (SMBG) wvaried from four to nine times per day. Measurements used to deter-
mine differences in mean daily'blood glucose between the CSII pump group and MDI group at clinic visits
were collected at varyifig time points. Two studies use measurements from the last day prior to the final visit
(Hoogma et al. 2005, DeVries et al. 2002), while one study used measurements taken during the last 30 days
and another study used measurements taken during the 14 days prior to the final visit of each treatment peri-
od. All four studies shewed a statistically significant reduction in glucose variability for patients using CSII
pumps compated tothose using MDI, though one, Bruttomesso et al. 2008, only showed a significant reduc-
tionat the mernifig time point.

Parkner |35], 2008, compared insulin and glucose profiles during basal CSII of a rapid-acting insulin
analogue and once daily subcutaneous injection of a long-acting insulin analogue in PWD2. Twenty-one
PWD?2 diabetes treated with oral glucose-lowering agents were randomized in this two-period crossover
studydto an equivalent 24-h dose of CSII of insulin aspart and subsequently once-daily bedtime subcutaneous
injection of insulin glargine, or vice versa, for eight consecutive days. Plasma profiles of insulin and glucose
were recorded. Basal CSII of a rapid-acting insulin analogue improved plasma insulin (more flat insulin pro-
file with a lower variability) and glucose (lower AUC) profiles compared with once-daily subcutaneous in-
jection of a long-acting insulin analogue in PWD?2.

Edelman [36], 2010, demonstrated that CSII using a simple dosing regimen significantly improved gly-
cemic control in PWD2. Patients experienced limited body mass gain, there was no severe hypoglycemia,
and overall treatment preference improved significantly.
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Monami [37], 2009, compared CSII and MDI for at least 12 weeks in PWD2 assessing between-group
differences in HbAlc and insulin daily dose at endpoint, and incidence of hypoglycemia. However data do
not justify the use of CSII for basal-bolus insulin therapy in type 2 diabetes.

Chlup [38], 2010, in an open prospective uncontrolled study compared develop- ment of HbAlc con-
centration, daily insulin dose, BMI and well-being in PWD?2 using IP. Data are presented as medians with
minimum and maximum values. A total of 44 poorly controlled PWD2 previously on intensive plasma glu-
cose selfmonitoring (up to 10 measurements/d) and supplementary insulin therapy, aged 58.5 (27-75) y, dia-
betes duration 13 (0-36) y, C-peptide 534.5 (101-4038) nmol/l, 33 men, were put on IP (various models;
short-acting insulins or insulin aspart were used) and checked in 1- to 3-month intervals as before.\Well-
being incl. satisfaction with the IP therapy was assessed according to the routine questionnaire and ‘inter-
views. Wilcoxon Signed Ranks Test was applied to compare the results (Table 1).

Tablegl'l
Comparison of investigated parameters before IP (at start) and at the last check-up of the periodion IP (n = 44)

Before IP Last check-up on IP P
Parameter median median Difference (Wilcoxon)
(min — max) (min — max)
7.3 6.8 0.4
ay ro
HbA, (IFCCY) [%] (3.9-14.1) (2.9-12.0) (-39-9/6) 0.560
. 48.0 37.9 11.0
Insulin aspart [TU/d] (16-138) (1.2-87) (—45-101) 0.0003
2 30.9 30.7 0.3
BMI [kg/m’] (21.2-42.5) (24.5°41 8) (-5.3-6.7) 0.763
Well-being . . improved
(satisfaction with therapy) unsatisfactory satigctONg (in 43/44PWD2) N/A

¢ Conversion of HbAlc values: NGSP = (0.915 * IFCC) + 2.15 [%].

The treatment period on IP lasted 3.0 (0.1-8)gzl One PWD2 gave up using the pump 2 y after the start
due to discomfort. Eight PWD2 died (coronary heart'disease 3, stroke 2, Alzheimer disease 2, renal failure 1)
at the age of 68 (66—78) y and diabetes duration of 23.5(h5—34) y having used the pump for 4 (2-6) y. In this
trial, IP therapy contributed to a significanpreduction’ of insulin dose/d, and, in approximately 50 % of PWD
2 to a better metabolic control in compdrigson to conventional therapy. There was no change in BMI. IP was
well accepted in the majority of educated PWD2.

Rubin [39], 2010, found out,thatimsulin pump therapy improved qualitz of life and treatment preference
in PWD2.

Bode [40], 2010, perfotmed.a metaanalysis of CSII treatments for PWD2 and foud out that large ran-
domized controlled trials have concluded that CSII was equivalent to MDI, whereas smaller trials have con-
cluded that CSII was@uperier&The presently available evidence demonstrates that CSII improves glucose
control, even with a simple insulin regimen. CSII also improves measures of quality of life and treatment
satisfaction. As stich)CSllsmay be a suitable option for PWD2 who have not reached their glycemic goals.

Reznik [41]y 2010)¢cvaluated the long-term efficacy of CSII for treating PWD2 uncontrolled by MDI
and conclud€dthatithe use of CSII in PWD?2 is safe and effective for improving glycemic control, particular-
ly ingthose patiefits with baseline HbAlc above 8 %. Such beneficial effect of CSII may persist until 6-year
follow=up,'suggesting the durability of CSII efficacy in our study population

Peyrot [42], 2011, assessed the relationship between changes in glucose control and changes in patient-
reported outcomes (PRO)—health-related quality of life (HR-QoL) and treatment satisfaction (TxSat) — in
PWDZ2, initiating insulin pump therapy. Findings suggest that A1C, representing an «average» of both high
and low blood glucose values throughout the day, may not capture aspects of glucose control with the great-
est impact on HR-QoL. Although TxSat was more strongly associated with A1C and mean glucose readings
than with glycemic variability, HR-QoL was more strongly associated with glycemic variability.

King [43], 2012. 1t has been reported that most pump-treated PWD2 require only two or fewer basal
rates. Using daily continuous glucose monitoring (CGM)-directed titration, this premise was re-evaluated at
near-normal glycemic control. This study confirms that one basal rate is adequate for the majority of subjects
with type 2 diabetes. The mathematical proportionality between dosing factors closely agrees with those ob-
tained in CGM-titrated pump-treated type 1 diabetes but differs from those derived from clinical studies in
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which insulin titration was based on infrequent self-monitored plasma glucose testing and while on an un-
structured diet.

Aronson [44, 45], 2014, reported on the ongoing project: OpT2mise study is a multicenter, randomized,
trial comparing CSII with MDI in a large cohort of subjects with evidence of persistent hyperglycemia de-
spite previous MDI therapy.

Reznik [44, 45], 2014, reported on first outcomes of study OpT2mise: 495 of 590 screened patients en-
tered the run-in phase and 331 were randomised (168 to pump treatment, 163 to MDI). Mean glycated hae-
moglobin at baseline was 9 % (75 mmol/mol) in both groups. At 6 months, mean glycated haemoglobin had
decreased by 1,1 % (SD 1,2; 12 mmol/mol, SD 13) in the pump treatment group and 0,4 % (SD\L,1; 4
mmol/mol, SD 12) in the MDI group, resulting in a between-group treatment difference of —0,7 % (95%o CI
—0,9 to —0,4; —8 mmol/mol, 95 % CI —10 to —4, p<0,0001). At the end of the study, the meandotalidaily, in-
sulin dose was 97 units (SD 56) with pump treatment versus 122 units (SD 68) for MDI (p0,0001), with no
significant difference in body mass change between the two groups (1,5 kg [SD 3,5fws 1,1 kg [8,6],
p =0,322). Two diabetes-related serious adverse events (hyperglycaemia or ketosis without aeidosis) result-
ing in hospital admission occurred in the pump treatment group compared with one infthe " MDEgroup. No
ketoacidosis occurred in either group and one episode of severe hypoglycaemia occurred in the MDI group.
Hence, in patients with poorly controlled type 2 diabetes despite using MDI of inSulin, pimp treatment can
be considered as a safe and valuable treatment option.

Reznik [46], 2014. Insulin pump therapy may be offered to PWD2 not controlleddby MDI. PWD2 may
suffer from unrecognized cognitive disabilities, which may compromisc‘the'usegof a pump device.A total of
39 PWD2 from our database (n = 143) after CSII initiation using (1) an autenomy questionnaire evaluating
the patient's cognitive and operative capacities for CSII utilizationg(2) the Meontreal Cognitive Assessment
(MOCA) for the detection of mild cognitive disabilities, (3) the \Hospital Anxiety and Depression Scale
(HADS) for the detection of anxiety and depression, and (4),theyDiabetes Treatment Satisfaction Question-
naire (DTSQ) were evaluated. Patients were selected to constitute'3 groups matched for age, with different
degrees of autonomy at discharge after the initial trainingiprograms; complete (n = 13), partial (n = 13), or no
autonomy (n = 13). The satisfaction level with the pump, dewice was high. At the last follow-up visit, only
23 % of patients did not reach complete autonomy.! The ‘autonomy score correlated fairly with the MOCA
score (R =0.771, P <.001). A receiver operatingscharacteristic (ROC) analysis showed that at a cut-off score
of 24, the MOCA identified autonomous versus dependent patients at long-term follow-up (area under the
ROC curve [AUC], 0.893; sensitivity, 8 l¢%; specificity, 81 %). The HADS correlated negatively with the
autonomy score, and the sociocultural Jével also“influenced autonomy with pump utilization. Hence. PWD?2
with partial autonomy at discharge may progress to complete autonomy. The MOCA and HADS may help
predict a patient's ability to manage withha pump device.

Chlup [47], 2015, reported oma\prospective single-center study which recruited insulin-resistant CSII-
naive PWD2, uncontrolled,@sing,insulin analogues-based MDI therapy (+ metformin). Insulin dosing was
optimized over an 8-week run-in period and subjects with persistent HbA1c >8 % were randomly assigned to
the CSII arm or to MDI contin@iation arm to explore global metabolic improvement: glucose control, body
mass loss, reduction of insulin and insulin resistance. After 6 months, the MDI arm crossed over to CSII
therapy as well¢"AGtotalmet 23 PWD2 (16 men) were randomized (meantSD, age 57.6+7.94 y, BMI
35.4+6.54 kg/mz, diabetes duration 14.3+5.93 y, HbA1lc 10.0+1.05 %). At 6 months, subjects, assigned to the
CSII arm gachievedya significant mean HbAlc reduction of —0.9 % (95 % CI=-1.6, —0.1) while reducing
theigtotal daily insulin dose (TDD) by —29.8+28.41 U/d (33 % of baseline 92.1+20.35U/d) and achieving
body massireduction of —0.8+5.61 kg (0.98 % of baseline 104.8+£16.15 kg). PWD2 on MDI demonstrated a
non-significant HbA lc reduction of —0.3 % (95 % CI=-0.8, 0.1) with TDD reduction of 5 % from baseline
99:0£25.25 U/d to 94.3+21.25 U/d, and body mass reduction of —1.0£2.03 kg (0.99 % of baseline
108.9:£20.55 kg). At 12 months, patients continuing on CSII demonstrated an additional mean 0.7 % HbAlc
reduction with 54.6 % achieving HbA1c¢<8 %. TDD and body mass increased during the perusing 6 months,
the final reduction achieved in TDD was —9.7 U/d in comparison to baseline; body mass increased by 1.1 kg
from baseline. MDI patients crossed to CSII showed a HbAlc reduction of —0.5£1.04 %, HbAlc response
rate 27.3 %, TDD reduction of —17.4+21.06 U/d and body mass reduction of —0.3+3.39 kg. No ketoacidosis
or severe hypoglycemia occurred in either group. Hence, in insulin resistant PWD2, CSII significatively and
safely improved meta- bolic control with less insulin and with no sustainable reduction of body mass.

Thrasher [48], 2015, provided clinical information regarding the use of insulin lispro versus insulin
aspart in CSII in adult PWD?2. Insulin lispro and insulin aspart performed similarly after 16 weeks of treat-
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ment, with noninferiority for HbAlc and no significant difference in parameters measured. These findings
indicate that insulin lispro and insulin aspart can both be used safely and effectively in PWD2 using CSII.

Conget [44, 45, 49, 50], 2016, reported on the OpT2mise randomized trial designed to compare the ef-
fects of CSII and MDI on glucose profiles in PWD2. Changes in glucose profiles were evaluated using con-
tinuous glucose monitoring data collected over 6-day periods before and 6 months after randomization. After
6 months, reductions in HbAlc were significantly greater with CSII (-1.1 — 1.2 % [-12.0 —13.1 mmol/mol])
than with MDI (0.4 — 1.1 % [—4.4 — 12.0 mmol/mol]) (P < 0.001). Similarly, compared with patients receiv-
ing MDI, those receiving CSII showed significantly greater reductions in 24-h mean sensor glucose (SG)
(treatment difference, —17.1 mg/dL; P =0.0023), less exposure to SG > 180mg/dL (-12.4 %; P = 0.0004)
and SG >250mg/dL (5.5 %; P = 0.0153), and more time in the SG range of 70-180 mg/dL (12.3 %;
P =10.0002), with no differences in exposure to SG <70 mg/dL or in glucose variability. ChangeSuin,post-
prandial (4-h) glucose area under the curve 180 mg/dL were significantly greater with CSI'than with MDI
after breakfast (—775.9 — 1,441.2 mg/dL/min vs. —160.7 — 1,074.1 mg/dL/min; P = 0.0015)%and after difiner
(=731.4 - 1,580.7 mg/dL/min vs. =71.1 — 1,083.5 mg/dL/min; P = 0.0014). Hence, compared with MDI,
CSII treatment in suboptimally controlled PWD2 provides a significant improvement inggluc@se ptefile, with
increased time spent within target ranges and less exposure to hyperglycemia, without\increasing time spent
in hypoglycemia.

Aronson [44, 45, 49, 50], 2016 (Randomized multicentric study Opt2miise 2014—20.14)3This overview
deals with the first outcomes of the 4-year study (Opt2mise) to compare insulin pump therapy and (MDI)
(Table 2) in PWD2 diabetes receiving basal and prandial insulin ‘analogues. After a 2-month dose-
optimization period, 331 patients with glycated haemoglobin (HbAlc) levels >8.0 % and <12 % were ran-
domized to pump therapy or continued MDI for 6 months [randomization phase (RP)]. The MDI group was
subsequently switched to pump therapy during a 6-month continuatien phase (CP). The primary endpoint
was the between-group dif- ference in change in mean HbA 1¢ from'baseline to the end of the RP. The mean
HbA Ic at baseline was 9 % in both groups. At the end of the' RP, the reduction in HbAlc was significantly
greater with pump therapy than with MDI (—1.1£1.2 % v§:—0.4=Wl %; p < 0.001). The pump therapy group
maintained this improvement to 12 months while the®MDIygroup, which was switched to pump therapy,
showed a 0.8 % reduction: the final HbAlc level 4vas identical in both arms. In the RP, total daily insulin
dose (TDD) was 20.4 % lower with pump therapy,than,with MDI and remained stable in the CP. The MDI-
pump group showed a 19 % decline in TDDj suchthat By 12 months TDD was equivalent in both groups.
There were no dif- ferences in body massgainior ketoacidosis between groups. In the CP, one patient in each
group experienced severe hypoglycaendia:iHence, pump therapy has a sustained durable effect on glycaemic
control in uncontrolled type 2 diabet€sy(see Fig. 2 and Fig. 3).

In addition, several studiesgdemonstrated further improvement of metabolit indices in PWD 1 and in
PWD 2 treated by means of amginsulin\pump when continuous glucose monitoring have been used (so called
sensor augmented CSII). We havegparticipated in the following studies.

590 subject assessed for eligibility

§5 scn;a]; failure
495 subjects enter run-in phase
164e>.tluﬂ[
1331 randomly assigned |

|168 allocated to CSII/CSli group]

|
|146 CSII/CSII finished the study phase |14

Figure 2. Study OpT2mise: Randomization of PWD2 at the end of run-in period [44, 45, 49, 50]
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Figure 3. Devolpement of HbAlc in the course of run-in period and throug th
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Table 2
Selected studies comparing CSII and MDI in
arameters
Author | Year | Ref. Type n Keto. | Satisf Satisfaction
Results
. Parallel ran- Posit. for
Raskin 2003 | 26 domized 132 - + CSII
Posit. for
Herman | 2005 | 27 Parallel 107 - + CSTI
. . Crossover ran- Posit. for
Wainstein | 2005 | 28 domized 40 - + CSII
Labrousse.. | 2007 | 31 | Parallel ~ | + |Positinboth
groups
43 % use
Chlup 2010 | 38 A-8y | + + + — — + CGSM after
the study
Reznik 2010 | 41 o 0-13y | + + + - - - -
Aronson | 2014
Reznik 2014
Conget ly + + + + + - -
Aronson | 201
rospective _ _
Chlup single center 23 ly " i i i i

fference number of citation in resources; n — number of patients in the study; Observ. Time — observation
month; y — year; Alc — HbAlc; Ins/D. — dosage of insulin per day; BM — body-mass; Hypo. — hypogly-
eto. — Ketoacidosis; Satisf. — satisfaction with the treatment; Labrousse.. — Labrousse-Lhermine.

Micak [51], 2004. This pilot study deals with the possibilities of a CGMS (Minimed-Medtronic) to op-
timize insulin substitution. Ten persons with type 1 diabetes mellitus treated by means of an insulin pump
entered the study and eight of them completed the protocol. CGMS was introduced for a period of 5 days.
The standard dinner (60 g of carbohydrates) and overnight fasting were designed to ensure standard night
conditions in all persons in the study while maintaining their usual daily eating routine, physical exercise and
assessment of prandial insulin boluses. The only adaptation of basal rates of insulin pump was performed on
day 3. Comparison of the mean plasma glucose concentration (0:00—-24:00 hrs) between day 2 (before adap-
tation) and day 4 (following adaptation) was made. An independent comparison of the mean plasma glucose
concentration between the night from day 2 till day 3 (22:00—6:00 hrs) and the night from day 4 till day 5
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(22:00-6:00 hrs) was performed. The mean plasma glucose investigated by means of CGMS improved in the
24-hour period in 5 out of 8 persons and in the night fasting period (22:00 to 6 hrs) in 6 out of 8 persons. The
CGMS is a useful means for assessment of the effectiveness of basal rate and prandial insulin doses in per-
sons with type 1 diabetes treated by means of an insulin pump.

Chlup [52], 2008. The aim of this prospective study was to asses the demands for long-lasting use of
sensors in persons with diabetes (PWD) on insulin pumps. Forty PWD aged 19 to 83 years, duration of dia-
betes 1 to 44 years, using insulin pump Paradigm X22 were given a concise 30-min lecture on CGM and of-
fered transcutaneous sensors for a 3-month period free of charge. The education of PWD was performed in-
dividually or in small groups by an experienced educator. Several months later the same offer was repeated.
The diabetes control at start and end of the study was compared. Twenty two of 40 PWD (55 %) accepted the
suggestion and entered the 3-month sensor study. The reasons for a primary sensor refusal (# = 18m45,%)
were insufficient educational capacity of the center (n=9), lack of time due to occupationg# = 5) or family
(n =2) and blindness (n = 1), nevertheless, 13 of them (33 % of 40) would be interested in aghort use of€en-
sor (up to one week) without being involved in the study. In the course of 3 study-weeks, 5 persons (12 %)
interrupted CGM due to technical problems with the transmitter (z = 1) or due to persénal‘teasons (n = 4);
To date, 17 PWD (43 %) are using the sensor continuously, all of them are showing nterest in long-lasting
use in the future. Hence, the sensors (free of charge) are demanded for long-lastingyusetby*about 43 % of
PWDs on insulin pumps Paradigm X22. The main reason for the CGM denial was the imsufficient education-
al capacity of the diabetes center.

Peterson [53], 2009. The Paradigm 722 insulin pump, Medtronic MiniMedsUSA, enables daily reading
of 288 interstitial fluid glucose concentrations determined by a sensor inserted into subcutaneous tissue; the
sensor signals are transmitted into the insulin pump, enabling the patient to see real-time glucose concentra-
tion on the display and adapt further treatment. The purpose of thisystudy was to assess the evolution of
HbAlc over the course of a 3-month period in two cohorts, offRWD 1%~ = 39) or PWD2 (n = 3) diabetes
(PWD): 1) PWD on Paradigm 722 using sensors for continugus, glicose monitoring (CGM group), 2) PWD
on other types of insulin pumps performing intensive selfamonitoting as before (3 to 6 times/d) on glucome-
ter Linus, Wellion, Agamatrix (control group). Compliant PWDs using insulin pump with insulin aspart for
several previous months were included in the studys'Seventeen were put on Paradigm 722 with CGM and 25
were included in the control group. Paired t-test.and the stafistical program SPSS v.15.0 were used to analyze
the data. There was no significant difference in agebetween the two groups (P = 0.996), in diabetes duration
(P=0.482) or in daily insulin dose (2= 0:469)/In the CGM group (but not in the control group)
HbA1c/IFCC dropped from 6.98+0.43 S%to 5.98%0.36 % (P = 0.006) within 1 month and remained reduced.
Hence the use of the Paradigm 722 d@nsulin‘pump with CGM resulted in significant improvement in HbAlc
which appeared within one month and‘temained throughout the whole 3-month study period. No significant
improvement in HbA 1c was seen imthe control group.

Cohen [54], 2009. Thi§ study was conducted by highly experienced investigators with abundant time
and resources, phase III studies ofl¢ontinuous glucose sensing (CGS) may lack generalizability to everyday
clinical practice. Method: Comfunity or academic practices in six Central and Eastern European or Mediter-
ranean countries prospectively established an anonymized registry of consecutive PWD1-dependent diabetes
mellitus startingfCGS-augmented insulin pump therapy with the Paradigm® X22 (Medtronic MiniMed,
Northridge, CA)jjundereveryday conditions, without prior CGS with another device. We compared glycosyl-
ated hemoglobin (GHDb) values before and after 3 months of CGS and assessed relationships between insulin
therapy variables\and glycemia-related variables at weeks 1, 4, and 12 of CGS. Of 102 enrolled patients, 85
(B3 %) withycomplete weeks 1, 4, and 12 sensor data and baseline/3-month GHb data were evaluable. Evalu-
able patients were ~54 % male and ~75 % adult (mean age, 33.2 + 16.9 years) with longstanding diabetes
and high personal/family education levels. Mean GHb declined significantly after 3 months of CGS (7.55 +
1.339% at baseline to 6.81 + 1.08 % after 12 weeks, 0.74 %.

Valensi [55], 1996, studied the effect of a CSII associated with a low-calorie diet and metformin 1,700
mg/day on glycaemic control and basal and stimulated insulin secretion in a series of 82 overweight NIDD
before (T1), during CSII (T2), and after CSII withdrawal (T3). Patients were treated for 8 to 23 days with a
mean amount of 0.50 +/— 0.02 IU/kg/day. Glycaemic control was very good after 3—5 days of CSII and re-
mained good at T3. At T2, fasting and postprandial plasma C peptide levels decreased significantly. At T3,
fasting C peptide was very similar to T1, and postprandial C peptide was significantly higher than at T1.

«Biology. Medicine. Geography» Series. No. 4(84)/2016 65



R. Chlup

(4) Influence of temporary CSII on beta-cell recovery in recent type 2 diabetes

The molar fasting and postprandial plasma C peptide/glycaemia ratios increased significantly at T3. Af-
ter glucagon injection, the molar delta C peptide/glycaemia ratio was significantly increased at T2 and even
higher at T3. At T2, as at T1 and T3, there were significant correlations between fasting and postprandial C
peptide levels and between the glucagon-induced C peptide peak and fasting and postprandial C peptide lev-
els. Between T1 and T3 body mass changes correlated significantly with the molar fasting
C peptide/glycaemia ratio at T1. Twenty-nine of the 30 patients for whom this ratio was > 6.6x10(-8) lost
body mass. The length of CSII treatment did not correlate with body mass changes or other biologigal pa-
rameters. Hence, CSII with moderate amounts of insulin associated with a low-calorie diet and metformin
provided rapid glycaemic control, led to body mass loss, maintained regulation of insulin seetretionjand
seemed to improve insulin secretion and sensitivity. These results were obtained in only 8 to l0'days.

1lkova [56], 1997, (Table 3) studied whether the induction of euglycemia, using inten§ive insulin thera-
py at the time of clinical diagnosis, could lead to a significant improvement in insulin secretion and action
and thus alter the clinical course of the disease. Thirteen newly diagnosed diet-unrespemsive"BWD2 were
treated with CSII for 2 weeks and followed longitudinally while being treated with digt alone) Four patients
were considered therapeutic failures since CSII failed to induce euglycemia (n = 1).or gliecose/control deteri-
orated within 6 months after CSII (n = 3). The remaining nine patients wese mgintainied on,diet alone with
adequate control from 9 to > 50 months (median + SE, 26 + 4.8 months). In five patients, glycemic control
deteriorated after 9-36 months, but a repeat 2-week CSII treatment reestablishedteontrol in four patients.
One of these patients underwent a third CSII treatment 13 months later. At'the time this article was written,
six patients of the initial group were still controlled withoutgmedication®h6—59 months (median + SE,
45.5 + 6.6 months) after the initiation of treatment. Body bedy mass remained unchanged in all patients.
Hence, in a significant proportion of PWD2 who fail to respond t0 dietary measures, short-term intensive
insulin treatment can effectively establish responsiveness, allowingylong-term glycemic control without med-
ication. Further studies are required to establish whether simplefytreatment regimens could be equally effec-
tive. If the hypothesis offered here finds support, present approaches to the management of newly diagnosed
type 2 diabetes may need to be revised.

Table 3
Months of CGS (7.5+£1.33 % at baseline t06.81+1.08 % after 12 weeks, 0.74 %)
Author | Year | Ref. | n | Treating | CSLMDI Other Insulin/day OHA/d Duration of remission
FCP, PCP — After treat-
. 0.50+0.02 ) ment the remission was
Valensi | 1997 | 55 | 82 | 823 dy| = — | CSIl+met. TU/kg met: 1,7 g reached, but the lenght was
not observed.
Ikova | 1997| 56 | 13 | o“s0'm ) + | - - - ~ |2759 months, in some still
continued
Remission  rates  third,
sixth, twelfth, and twenty-
) max. 0.7
Li 2004 | 457 NR6 1T 2w + - - units/k - fourth months were
& 72.6 %, 67.0%, 47.1%,
and 42.3 %
) Remission after 1 year:
Wen® [ 2008 |58 [261| 2w | + | + | SU, met. 01,671((),5 Slfl'lelf,ozmg’ CSII 51,1 %, MDI 44,9 %,
£ ““% |PAD26,7%
4.14+8.59 CPI, SUIT — after treat-
. CSII, . ment the remission was
Wagp | 20161 60 | 60 2w * - | CSI+Sig. 2.12+7.50 Sig: 100 mg reached, but the lenght was
CSII+Sig. not observed.

Note. Ref. — Ref. — reference number of citation in resources; n — number of patients in the study; Treatment — duration of
treatment; PAD/D./day — dosage of PAD per day; d- day; w — week; m — month; met. — metformin; Sig — sitagliptin; FCP —
Fasting C-peptide; PCP — Postprandial C-peptide; CPI — C-peptide reactivity index; SUIT — Secretory unit of islet in transplanta-
tion index.
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Li [57], 2004, (Table 3) investigated whether long-term optimal glycemic control can be achieved with-
out medication by transient CSII and the possible mechanisms responsible for this remission. Newly diag-
nosed PWD2 (n = 138, fasting glucose > 11.1 mmol/l) were hospitalized and treated with CSII for 2 weeks.
Intravenous glucose tolerance tests (IVGTTs) were performed, and blood glucose, HbAlc, lipid profiles,
proinsulin, insulin, and C-peptide were measured before and after CSII. Patients were followed longitudinal-
ly on diet alone after withdrawal of insulin. Optimal glycaemic control was achieved within 6.3 + 3.9 days
by CSII in 126 patients. The remission rates (percentages maintaining near euglycemia) at the third, sixth,
twelfth, and twenty-fourth month were 72.6, 67.0, 47.1, and 42.3 %, respectively. Patients who maintained
glycemic control >12 months (remission group) had greater recovery of beta-cell function than those who did
not (non-remission group) when assessed immediately after CSII. Homeostasis model assessment of\beta-
cell function (HOMA-B) and the area under the curve (AUC) of insulin during IVGTT wereshighemin\the
remission group (145.4 £+ 89.6 vs. 78.5+68.5, P = 0.002, and 1,423.4 £ 523.2 vs. 1,159.5( 476.8 pmal.x
x]'xmin"', P = 0.044). Change in acute insulin response was also greater in the remission gteup than thét in
the nonremission group (621.8 + 430.4 vs. 387.3 +428.8 pmol.-1"“min"', P = 0.033). Hence, $hort-term in-
tensive insulin therapy can induce long-term glycemic control in newly diagnosed PWD?2 paticnts with se-
vere hyperglycemia. The improvement of beta-cell function, especially the restorationtof firstiphase insulin
secretion, could be responsible for the remission.

Weng [58], 2008, (Table 3) hypothesized that early intensive insulin therapy indiewly diagnosed PWD2
might improve beta-cell function and result in extended glycaemic remissions. Multicentre, randomised trial
to compare the effects of transient intensive insulin therapy (CSII or MDI)/withyoral hypoglycaemic agents
on beta-cell function and diabetes remission rate was performed. a total ofi882 patients, aged 25-70 years,
were enrolled from nine centres in China between September, 2004, and October, 2006. The patients, with
fasting plasma glucose of 7.0-16.7 mmol/L, were randomly assignedito therapy with insulin (CSII or MDI)
or oral hypoglycaemic agents for initial rapid correction of hyperglycaemia. Treatment was stopped after
normoglycaemia was maintained for 2 weeks. Patients werg then‘followed-up on diet and exercise alone.
Intravenous glucose tolerance tests were done and blood‘gluceseinsulin, and proinsulin were measured be-
fore and after therapy withdrawal and at 1-year follow=up. Rrimary endpoint was time of glycaemic remis-
sion and remission rate at 1 year after short-term inténsiveitherapy. Analysis was per protocol. More patients
achieved target glycaemic control in the insulinggroups (97.1 % [133 of 137] in CSII and 95.2 % [118 of
124] in MDI) in less time (4.0 days [SD 2.5]fin CSI and,5.6 days [SD 3.8] in MDI) than those treated with
oral hypoglycaemic agents (83.5 % [101 of 121] and 9.3 days [SD 5.3]). Remission rates after 1 year were
significantly higher in the insulin groupg'(§1.1 %" CSII and 44.9 % in MDI) than in the oral hypoglycaemic
agents group (26.7 %; p =0.0012). beta-cellpfunction represented by HOMA B and acute insulin response
improved significantly after intensive mterventions. The increase in acute insulin response was sustained in
the insulin groups but significantlyadeclined in the oral hypoglycaemic agents group at 1 year in all patients
in the remission group. INTERPRETATION: Early intensive insulin therapy in PWD2 has favourable out-
comes on recovery and maintenance of beta-cell function and protracted glycaemic remission compared with
treatment with oral hypoglycaefic agents.

Kohnert [59],,2005. Type 2 diabetes mellitus is a complex metabolic disorder characterized by a rela-
tive deficiency of insulin¥ifi the presence of hepatic, adipose tissue, and skeletal muscle insulin resistance.
The pathologicalprocess underlying the B-cell dysfunction occurs already prior to the disease onset. While at
the initial st&8e, [3-¢ell mass and insulin secretory function are sufficiently well maintained in the majority of
individuals withftype 2 diabetes, the later stages are characterized by aggravating insulin deficiency. The
elinical\course of the disease requires escalating therapy with oral drugs over time and eventually consistent
application of insulin at the late stage for control of glycemia. Oral therapies are quite effective in improving
thefshort-term insulin secretory capacity, but are incapable of preventing the inexorable decline in B-cell
function during diabetes progression. On the other hand, long-term use of antidiabetic agents is not without
various side effects. Since a series of clinical trials have recently shown that implementation of short-term
intensive insulin therapy in individuals with newly diagnosed type 2 diabetes can drastically improve and
preserve B-cell function and induce glycemic remission, this treatment strategy has gained considerable in-
terest. However, whether early intensive treatment with insulin can really provide longer-term protection of
the pancreatic 3-cells and may be preferable to other therapy modalities is a question that is not yet clearly
established and requires appropriate clinical studies.

Wan [60], 2016, (Table 3) tried to identify a new regimen to optimize treatment for patients with newly
diagnosed type 2 diabetes (PWD2) by short-term CSII alone. Sixty newly diagnosed PWD2 were random-
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ized into two groups (n =30 each) and treated for 2 weeks with CSII alone (CSII group) or with CSII plus
sitagliptin (CSII + Sig group). The glycemic variability of the patients was measured using a CGMS for the
last 72 hours. A standard meal test was performed before and after the interventions, and the levels of
glycated albumin, fasting glucose, fasting C-peptide, postprandial 2 h blood glucose, and postprandial 2 h
C-peptide were examined. Compared with the CSII group, the indicators of glycemic variability, such as the
mean amplitude of glycemic excursion (MAGE) and the standard deviation of blood glucose (SDBG), were
decreased significantly in the CSII + Sig group. The changes before and after treatment in the C-peptide re-
activity index (ACPI) and the secretory unit of islet in transplantation index (ASUIT) indicated a significant
improvement in the CSII + Sig group. So, add-on therapy with sitagliptin may be an optimized treatment for
patients with newly diagnosed T2DM compared with short-term CSII alone.

Cohen [61], 2016. The goal is to assess the usability and satisfaction of implemenfing theyGet-
ting2Goal(SM) protocol by physicians transitioning PWD2 from MDI to CSII. PWD2 froim three diabétes
clinics were switched from MDI to CSII. Physicians used the Getting2Goal type 2 pumpingiprotocol to*pre-
scribe and manage insulin pump therapy for T2DM. Surveys were conducted in which the physicians rated
their feedback related to acceptability of the Getting2Goal on a 5-point Likert scale. The data indicate Get-
ting2Goal materials as a standard approach that is simple and efficient to initiate pumpitherapy for T2DM.
At the same time, it is safe and a useful tool for physicians that are starting to preseribepimp therapy for
T2DM.

Conclusion

Insulin pump (CSII) appears to be an effective part of both type 1 andytype 2 diabetes complex treat-
ment aiming to early recovery of beta cell function and/or to longlasting improvement of metabolic indices.

CSII may be considered either as a tool for potential recoyery of,beta-cells and also as a part of com-
bined therapeutic approach for general recovery of metabolit statejin{longlasting (neglected) diabetes.
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P. Xnyn

2-TunTi KaHT AUadeTiHe MAJABIKKAH HAYKACTAPAbI eM/iey 0apbIChbIHA
WHCYJIMH/I COPFBIIITHI NalIaJIaHy

Makasazna aBTop KyprisreH 1- xoHe 2-THnTi JuabeTreH ayblpaThlH HayKacTapFa WHCYJIMHAI COPFBIITHI
TYPaKThl HHCYJIMH MH(]Y3MACBIH KOJIIaHya aca MaHbI3/Ibl XKOHE Y3aK YaKbIT OOHBI KYPri3iireH KIMHUKAJIbIK
3epTTeysep HOTKeci OepinreH jxoHe oa 4 GeniMHeH Typansl: 1) Tapuxu dKCKypc; 2) HHCYIUHII (MHCYIHHI
HAcOC) Y3MIKCi3 eHri3ydal KoJjaHy THIMILNri; 3) HMHCYMHHII Y3[IKCi3 eHri3yai KOJJaHy KaHIarbl
TJIMKOJIM3/IEHT€H TEMOTTIOONH JIeHreli »oHe 2-TUNTi JuabeTTiH rio0aaabl METa0OIUTTI HHAEKCI THIMIIIIr;
4) uHCYNMUHII Y37IKCi3 eHri3yaAl Koinany 2-TunTi quadertiy B-kacymanapsl QyHKIMSCHH KaIbIHA KENT]
Makanasa MHCYJIUHJI HacOCTapAbl y3aK YakbIT OOMBI KOJaHy eMiaey THIMALTITIH KOFapbhuIaTy FaHa
COHBIMEH KaTap YHKbI Oe3iHiH B-jkacynranapbiH KarmbslHa KeNTipyae aca MaHbI3AbIIBIFB KOPCETLII.

P. Xnyn

Hcnosib30BaHne HHCYJIMHOBBIX HACOCOB NPH JieYeHUH THA0€ a

HBIX | KII X WCclie-
COB JIJISL TI0-
cC BaHUE COCTOUT
0 BBEJICHUS UHCY-
CHEHUS HEMIPEPHIBHOTO
KpPOBU U 'TIO0ANbHBIC METa0OIH-
sI MHCYJIMHA Ha BOCCTAHOBIICHHE

B pabote 0000LIeH 3HAYMTENbHBIH 00BEM PE3yJIbTATOB CEPHE3HBIX M JUTHT
JIOBaHHMI1, MPOBEICHHBIX aBTOPOM U HOCBSIICHHBIX M3y4E€HHIO NPUMEHEHHS HH
CTOSIHHOM MH(]Y3UH HHCYJIMHA B TIpoLecce JIeueHHs 0OIbHBIX auadbeToM |
u3 4 pasznenoB: 1) ucropuyeckuii 3kckypc; 2) 3pdhexTHBHOCTh MPUMEHEHHS

¢ynknnn B-xierok npu quabdete 2 tumna. [TokaszaHo, 4To anTens
TOJBKO BechbMa 3((EKTHBHO B IIAHE IOBHIMIECHHUS d(PHEKTH €HHUsI, HO M, YTO OCOOEHHO BaXXHO,
CHOCOOCTBYET BOCCTAHOBIICHUIO (DYHKIMHU B-KIIETOK MOMKEITY,

O
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