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B aeuenuu caxaproeo ouadbema (CJ) ucnoav3yromes Kak eeHHOUHdyceHepHbvle uncyaunsl yeaoseka (I'H9), mak u eennounice-
HepHble ananoeu uHcyauna uesosexa (AUY) yaempakopomroeo u oaumenvroeo oeiicmeus, Kkomopbvie, 6 omauvue om THY,
umerom bonee ghuzuonsocuHbLl NPodhub Oeticmeus, MaKCUMAAbHO NPUOAUNCEHHBLI K NPODUAI0 0elicBus SHO02eHHO020 UHCY-
auna. Mcxods uz smoeo, 102u4Ho 0610 Obl npednoaoicums, ¥mo oaumenvroe (MHozonemuee) npumererue AHY npueodum
K MeHbulell yacmome pazeumusi no30Hux ocaodxcHeruil CI no cpasunenuro ¢ TMHY. Oonako 0o Hacmosujeeo epemeru Hem
O0aHHbIX 00120CPOUHBIX HAOAIOCHUL, NO380AIOWUX CPABHUMb 00a KAacca npenapamos UHCYAUHA He MOAbKO 8 OMHoule-
HUU 3¢hhekmusHoCmu 2AUKeMu4ecK020 KOHMpoAs, HO U 8 OMHOUWEHUU YaCMOMbl PA38UMUsL MUKDOCOCYOUCbIX 0CAONCHEHUT
6 omoanennom nepuode y nayuernmog ¢ C I muna (CA1).

Ileasv. PempocnekmugHo cpasuumos 3¢hheKkmueHocmos KOHMPOAS eAUKeMUU U HACMOMY PA38UMUL MUKDPOCOCYOUCMbIX OC-
A0dcHeHull (Hegpponamuu u pemurnonamuu) y navueumos ¢ CJ11, noayuasuiux ¢ meuernue 10 1em mepanuro T'HY uau AUY.
Mamepuaavt u memoowt. Ha ocnose dannbix snexmponnsix 6as «Pecucmpa caxaproeo ouabema» Heckoabkux pecuonos PO
obira cghopmuposara evibopra 6oavrbix CA 1 (n=260), komopowie Ha npomsixcenuu 101em noayuanu aubo F'HY (n=130), aubo
AUY (n=130). [layuenmoi 0beux epynn 61U NONAPHO CONOCMABACHYL NO 0A308bIM KAUHUMECKUM XAPAKMePUCMUKam (nouy,
eo3pacmy debroma duabema, oarumenvrocmu 3a604eeanus u 3naveruro HbA,,). Bce nayuenmot Habawodaruce epavamu-s1-
00KPUHOM02AMU 8 YCA08USX PYMUHHOU KAUHUYECKOU NPAKMUKU.

Pe3zyavmamot. Yepes 10 rem nabarodenus HbA,. cnusuica Ha 0ocmosepro 60AbUiyI0 8eAUMUHY NO CPABHEHUI) C UCXOOHbIM
3Hauenuem y 6oavnbix, noayuarouux AHY no cpasuenuio ¢ 6oavrvimu Ha THY (na 1,30% u na 0,81% coomeemcemeento;
p<0,05). K konuyy Habarodenus pacnpocmpanenHocms duabemu4eckoil pemunonamuu (110000 cmaouu) y8eauuunacs 6 obeux
2PYNnax u 0ocmoBepHo He pasnuianacs mexcoy epynnamu,; pacnpocmpaneHHocms duabemu4eckoil Hegpponamuu maxice yge-
AUMUAACH 8 00eUX epYNnax, HO ee NPUPOCm 0KA3aacs 00CHOBEPHO Hudce y nayueHmos, noayyasuux AHY, 6 cpasnenuu
¢ bonvnoimu, noaywasuumu T'HY (+20,5% u +33,9% coomeemcmeenno; p<0,05). B epynne nayuernmos, noayyasuiux THY,
noayuer 00cmogepHo 6oaee 8blCOKUILL PUCK PA38UMUSL MUKPOcocyoucmbix ocroxchenuti (OP (omuowenue puckos): 1,84; 95%
MU: 1,37—2,48) u, 6 wacmrocmu, pazgumus ouabemuueckoi pemunonamuu (OP: 1,37; 95% JHU: 0,98-1,90).

Boieoowt. 10-aremuuit pempocnexmugHblii anaau3z severusi 60avHoix CI 1 6 pymunHOU KAUHUYECKOU npaKkmuke nokasan 0o-
cmoeepHo bonee agpgpexkmusroe chuxcenue HbA,, u boree Huskyro uacmomy pazgumus ouabemu4eckoil Hegpponamuu y na-
yuenmoes, noayvaeuiux AU, é cpaenenuu ¢ nayuenmamu na mepanuu 4.

Karouegvie caosa: caxapnuiii duabem 1 muna; pecucmp caxapnoeo duabema,; pempocneKmugHoe ucciedoganue; aHaioeu
UHCYAUHA YeN08eKA; 2eHHOUHIICEHEPHbIe UHCYAUHB! YeN08eKa, PeMUHONAMUsL; He(hponamus
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Background. The treatment of diabetes mellitus generally involves genetically engineered human insulin (GICH) or genetically
engineered analogues of human insulin (AIC). Compared to GICH, AIC better physiologically mimics endogenous insulin func-
tionally. It would thus be logical to assume that long-term (multi-year) application of AIC leads to a lower incidence of diabetic
angiopathy compared to GICH. To date, however, no long-term comparisons of both classes of insulin preparations (in terms of
efficacy of glycemic control or incidence of microvascular complications in patients with type 1 diabetes) have been performed.
Aims. To retrospectively compare the efficacy of glycemic control and incidence of microvascular complications (nephropathy
and retinopathy) in patients with type 1 diabetes treated for at least 10 years with either GICH or AIC.

Materials and methods. Based on data from electronic databases (diabetes registry) from several regions within the Russian
Federation, the following patient samples were examined (n=260): group 1 received GICH for 10 years (n = 130) and group 2
received AIC for 10 years (n = 130). Patients in both groups underwent pairwise matching for baseline clinical characteristics
(sex, age of diabetes onset, duration of disease and HbA,, level). All patients were observed by endocrinologists in the clinic.
Results. After 10 years of follow up, HbAlc levels declined more significantly in group 2 than in group 1 (1.30% vs. 0.81%,
respectively, P < 0.05). By the end of the observation period, the presence of diabetic retinopathy (any stage) increased in both
groups and was not significantly different between groups; the presence of diabetic nephropathy was also increased in both
groups, but the increase was significantly lower in group 2 than in group 1 (20.5% vs. 33.9%, respectively, P < 0.05). Overall,
the risk of microvascular complications was significantly higher in group 1 than in group 2 [HR (hazard ratio): 1.84; 95% CI:
1.37—2.48), specifically, the risk of diabetic retinopathy (HR: 1.37; 95% CI: 0.95—1.90).

Conclusions. A 10-year retrospective analysis of patients treated with AIC for type 1 diabetes in the clinic showed a significantly
more effective reduction in HbAIc levels and a lower incidence of diabetic nephropathy, compared with patients treated with
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GICH.
Keywords: type 1 diabetes mellitus; diabetes register; retrospective study; human insulin; insulin analogues; retinopathy; ne-
phropathy

Buckg round glycaemic control in the postprandial period. AHI of long

n recent times, significant progress in the treatment
I of type 1 diabetes mellitus (DM) was made, allowing

patients to manage the chronic disease better. Meanwhile,
the problem of diabetes vascular complications has been the
major cause of disability and premature death for type 1 DM
patients. According to various estimates, the life expectancy
of type 1 DM patients with disease onset prior to 18 years of
age is 20 years shorter compared to the general population [1],
which is due to the development of acute complications and
the progression of diabetic micro- and macroangiopathy. The
main cause for microvascular complications is poor glycaemic
control, especially in young patients who cannot reach the
target values of glycaemia with the increase of the disease
duration [2, 3]. The causes of poor glycaemic control can be
due to poor patient compliance or the pharmacokinetics and
pharmacodynamics of the insulin used.

Nowadays, in the treatment of type 1 DM both
genetically engineered human insulin (GEHI) and more
modern drugs are used, such as genetically engineered
analogues of human insulin (AHI) with ultrashort and
long action. The disadvantages of GEHI are variability
of its absorption from the tissue at the injection site,
significant intra- and inter-individual differences in
pharmacokinetics, delayed onset of action of prandial
insulin and prominent peaks of action of basal insulin.
These issues cause instability of glycaemia during the
day and the alternating of hyper- and hypoglycaemic
conditions [4, 5]. Compared to GEHI, modern AHIs with
ultrashort and long-term action have a maximum action
similar to endogenous insulin. AHIs of ultrashort action
(Lispro, Aspart, Glulisin) begin to act almost immediately
after the injection, which ensures the best indicators of

and ultralong action (Glargine, Detemir, Degludec) are
characterized by a peakless action profile, significantly
reducing the risk of hypoglycaemic states compared to
GEHI, especially at night [4, 5]. AHI's pharmacokinetics
characteristics allow to achieve better glycaemic control
and also may contribute to lower development of micro-
and macrovascular complications in the long-term period.

AHIs with ultrashort action have been used in clinical
practice since 1995 when Russia became the first country
in the world to register the new generation of insulin, which
was the insulin Lispro (Humalog®). This was followed by
the registration of Aspart (NovoRapid) in 2000 and Glulisin
(Apidra) in 2004. The first long-acting AHI Glargine
(Lantus) was registered in 2000, and then in 2005 the
Detemir (Levemir) was approved for clinical use. Thus, the
opportunity to jointly use ultrashort and long-acting AHIs in
the treatment of type 1 DM has existed for more than 15 years.
However, studies analysing the long-term microvascular
complications development differences in AHI and GEHI
in type 1 DM patients have rarely been performed.

Aims

To compare the efficacy of glycaemic control and the
incidence of microvascular complications (nephropathy
and retinopathy) between type 1 DM patients who used
GEHI or AHI therapy for 10 years.

Methods

Study design
This retrospective cohort study was performed using
data of the state diabetes register of the Russian Federation.
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Study methods

The diabetes registry data of seven regions of Russia was
used (the Moscow Region, the Republic of Bashkortostan,
the Republic of Tatarstan, the Omsk region, the Rostov
region, the Sverdlovsk region, the Nizhny Novgorod
region). In 2003, according to these databases, the number
of type 1 DM patients with the onset of the disease at
young age was 765 people. A total of 486 of these patients
consistently received only GEHI (regular insulin coupled
with neutral protamine Hagedorn insulin (NPH insulin))
or only AHI (ultrashort acting and long peakless acting
insulin analogs) during the 10-year period (from 2003 to
2013) and were included in the analysis. Those patients
who received insulin of different classes (e.g. ultrashort
AHI coupled with NPH insulin, or regular insulin coupled
with long-acting AHI) were excluded, and also those
patients who alternated GEHI and AHI therapy over the
10-year follow-up period.

It should be noted that the GEHI group received their
insulin at the onset of disease, and the patients of the AHI
group were transferred to the insulin analogs for 2.6 = 1.8
months prior to their inclusion in observation period of this
retrospective study.

The examination of patients during the entire
follow-up period was performed as routine clinical
practice by endocrinologists according to methodological
recommendations approved by the Ministry of Health of
the Russian Federation ‘Federal Target Program, Diabetes
Mellitus (2002) [6], and was recorded on paper (The
register card form number 40-99 approved by order number
193 0of 31/05/2000 by the Ministry of Health of the Russian
Federation).

We have analyzed collected in the register database
information of participant's medical history, yearly
dynamic of the HbA,,, the data from the fundoscopy and
the urine albumin (protein) excretion. In cases of multiple
measurements of HbA,, concentration per year, the annual
average HbA,. value was used for the analysis. In the
absence of a certain studied indicator, the actual indices
were taken in the registration cards within one year as
the data recorded in the previous or the subsequent year.
Patients without the necessary data in the register in 2
consequent years were excluded.

Pairs of type 1 DM patients were formed out of the
remaining patients for matching by gender to determine
the onset age of DM, the duration of DM, and the level of
HbA,,; there were 260 people in total (130 patients in each
AHI and GEHI group).

The results of the annual examination performed as
routine clinical practice were determined as follows:

1. HbA, concentration was determined using high
performance liquid chromatography (HPLC) with
BioRad analysers (D-10) and standard Kkits (the
BioRadD-10 devices were delivered to medical
institutions in the seven regions within the Federal
Target Program ‘Diabetes Mellitus’).

2. Determination of albumin in the morning urine
sample was performed using various standard analysers

Diabetes Mellitus

and diagnostic kits. If the test result was positive (the

urine albumin concentration exceeded 20 mg/L, or

albuminuria in the morning urine portion exceeded 20

mg/min), the test was performed again. If the repeated

test was also positive, then diabetic nephropathy

(DN) was diagnosed. The stage of microalbuminuria,

proteinuria and chronic renal failure was determined

according to the results of an additional examination).

Since the study started in 2003, when the classification

of chronic kidney disease stages was not accepted

in Russia, we adhered to the previously accepted
classification of DN.

3. The examination of the fundus was performed by an
ophthalmologist using the standard method after pupil
dilation without photographing. The diagnosis of
diabetic retinopathy (DR) was determined based on
the presence of microaneurysms and/or haemorrhage
(bleeding in the retina) in the paramacular zone, solid
or soft exudates, macular edema, proliferation of
retinal blood vessels and retinal detachment. The stage
of non-proliferative, preproliferative or proliferative
was determined for the DR patients.

The data from the annual examination are presented in
the regional register databases.

The local ethics committee at Endocrinology Research
Centre of the Russian ruled on 12.05.2016 (Protocol
Nel11A2) that is was unnecessary to perform a detailed
ethical review of the study protocol due to the nature of
the planned study (processing of retrospective data from a
registry of patients in the depersonalized form).

Statistical processing

Processing of the results was carried out using the
software StatSoft© STATISTICA® 6.0. Normally
distributed quantitative traits in groups are presented in
the dispersed analysis form (mean * standard deviation
(M % 0)). The intra-group changes in the indicator were
verified using the paired Student’s t test, or using the
Wilcoxon test in the case of abnormal data distribution.
The dependent groups were compared on qualitative
characteristic by nonparametric method of comparing the
binary characteristic frequencies using the McNemar's
test. The analysis of disease course without complications
was performed using the Kaplan-Meier curve and the log-
rank test. To determine the risk of microvascular events in
AHI and GEHI groups, the model of proportional hazards
(Cox regression) was used. The differences were considered
statistically significant at p <0.05.

Results

Analysis of glycaemic control efficacy

The baseline characteristics of the type 1 DM patients
are presented in Table 1. The patients receiving GEHI
or AHI were matched by gender, onset age of diabetes,
duration of type 1 DM, and magnitude of HbA,_.

After 10 years, the patients in both groups did not
achieve the target glycaemia values (HbA,, <7%), but the
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Table 1

Clinical characteristics of patients at baseline

Indices AHI ' (n=130) GEHI 2 (n=130) Total group(n=260) P12

Gender, m/f 69/61 57/73 126/134 >0.05
Onset age of diabetes, years 10.9%+1.3 11.03£1.3 10.9+0.3 >0.05
Duration of diabetes, years 4.0+0.5 4.8+0.6 4.5+1.9 >0.05
HbA,., % 9.38+1.4 9.31£1.2 9.34+1.9 >0.05
Retinopathy (any stage), % 6.2 13.8 10.0 >0.05
Nephropathy (any stage), % 6.2 9.2 77 >0.05

HbA,, index in patients on AHI was significantly lower (p
<0.05) compared to patients on GEHI (8.08 and 8.50%,
respectively) (Fig. 1). The significant differences between
groups became noticeable at the 4th year of follow-up (Fig.
1). The decrease in HbA,, level from baseline in patients
on AHI was 1.3%, while in patients on GEHI — 0.81% (p
<0.05) after 10 years of observation.

Incidence of diabetic microangiopathy

The cumulative part of patients who developed
microvascular complications within 10 years of the
follow-up was 58.4% in the AHI group and 81.5% in the
GEHI group. Fig. 2 represents the analysis of outcomes for
the development of microvascular complications in these
groups. In the group of patients receiving AHI therapy,
the risk of microvascular complications was significantly
reduced, and the curves for disease course without
complications shows the significant difference between
groups (log-rank test: 20.79, p <0.001).

The risk ratios from the Cox regression model are
shown in Table 2. The risk of developing microvascular
complications was significantly lower in the AHI group (p
<0.01). A statistically significant reduction in the risk of
nephropathy was revealed in the AHI group (p <0.02).

Diabetic retinopathy (DR). It was found that the risk
of DR at the onset of type 1 DM in paediatric patients
was correlated with the disease duration. According to
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Fig. 1. Dynamics of the content of HbA,_ in groups of type 1 DM
patients receiving treatment with AHI or GEHI for 10 years.

the WESDR study, the incidence of DR (any stage) is 8%
with a duration of diabetes of 3 years or more, 25% with
a duration of 5 years or more, 60% with a duration of 10
years or more and 80% with a duration of 15 years or more
[7].

In our study, the baseline prevalence of DR (any stage)
in the AHI and GEHI groups did not differ significantly
and amounted to 6.2% and 13.8%, respectively, with an
average disease duration not exceeding 5 years, which
corresponds with the worldwide data. According to the
conclusion of ophthalmologists, the reported DR cases
corresponded to the nonproliferative stage in both groups
(Table 2). By the end of the 10-year follow-up period,
the prevalence of DR (any step) increased by 48.5% and
59.2% in AHI and GEHI groups, respectively, and was not
significantly different between the groups (p = 0.11) (Fig.
3).

The prevalence of DR at various stages in both groups
at baseline and after 10 years as shown in Table 3.

The findings suggest that the development and
progression of DR over the 10 years of routine clinical
follow-up occurred in both GEHI and AHI groups. The
groups did not differ in prevalence of any of the stages.
However, it can be argued that the progression of DR to
the preproliferative and proliferative stages occurred less
frequently in the AHI group than in the GEHI group.
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Fig. 2. The Kaplan-Meier curves for the determination of disease
course without complications (outcomes on microvascular
complications) in type 1 DM patients in groups receiving AHI
or GEHI for 10 years.
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Table 2

Association of AHI and GEHI use with the incidence of microvascular complications: the Cox regression

Outcomes AHI (event/patient) GEHI (event/patient) Risk ratio (95% Cl) P

Microvascular complications 76/130 106/130 1.84 (1.37-2.48) <0.01
Diabetic retinopathy 64/130 77/130 1.37 (0.98-1.90) <0.64
Diabetic nephropathy 47/130 72/130 1.76 (1.22-2.54) <0.02

Notes: AHI - analogs of human insulin; GEHI - genetically engineered human insulin.

Diabetic nephropathy (DN). The incidence of DN
in type 1 DM is also dependent on the duration of the
disease. According to the EURODIAB study, which
examined the incidence of DN in 26 European countries,
microalbuminuria was found in 13% of type 1 DM patients
with a diabetes duration of approximately 7 years [8]. The
proteinuric stage of DN was revealed in 5—6% of patients
with a duration of type 1 DM of up to 10 years, 25—-30%
with a duration of up to 20 years and approximately 40%
with a duration of more than 30 years [9].

In our study, the prevalence of DN (any stage) at the
onset of the follow-up period was 6.2% and 9.2% in the AHI
and GEHI groups, respectively, with an average disease
duration not exceeding 5 years, which is consistent with
global trends. After 10 years the prevalence of DN (any
stage) increased to 32.3% and 52.3% in the AHI and GEHI

60
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Fig. 3. The dynamics in the incidence of any DR stage in groups of
type 1 DM patients receiving AHI or GEHI treatment for 10
years.

groups, respectively. These differences were statistically
significant (p <0.05) (Fig. 4).

The prevalence of DN at various stages in both groups
at baseline and after 10 years period is shown in Table 4

As follows from the data presented, after 10 years the
prevalence of DN and its severity were significantly higher
in the group of patients treated with GEHI compared to the
patients treated with AHI. In 8 patients treated with GEHI
after 10 years renal failure developed, including renal failure
that required substitutive renal therapy with hemodialysis
(1 patient). There were no cases of chronic renal failure
with AHI treatment. In contrast, microalbuminuria
regressed to normoalbuminuria in 4 patients, due to which
at the 10th year of follow-up period the incidence of DN
was lower than in the previous 2 years (Fig. 4).

Discussion

AHI has been used in routine clinical practice for
over 15 years, and it enables the evaluation of not only
the efficacy and stability of glycaemic control but also
the long-term risks of the development and progression
of DM vascular complications compared to traditional
human insulin. It was not possible to find a full analogue
of our study in foreign sources. Only a few publications
analyse micro and macrovascular complications in type 2
DM patients receiving chronic AHI of ultrashort action
compared to short-acting GEHI [10, 11], or analyse the
basal AHI Glargine compared to NPH insulin [12]. The
studies represented either a retrospective analysis of the
registries [10, 11] or observational prospective studies in
routine clinical practice [12, 13]. In these studies, the
authors found no significant difference in the incidence
of microvascular complications (retinopathy and
nephropathy) in patients with type 2 DM [10, 11], but
registered a significantly lower incidence of macrovascular
events in patients receiving therapy with basal AHI

Table 3

Prevalence of DR at various stages in AHI or GEHI groups after 10 years of the follow-up period

DR stage AHI group (n=130) GEHI group (n=130)

Baseline After 10 years Baseline After 10 years
No DR, n (%) 122 (93.8) 67 (51.6) 112 (86.2) 53 (40.8)
Nonproliferative, n (%) 8(6.2) 54 (41.5) 18(13.8) 55 (42.3)
Preproliferative, n (%) 0 6 (4.6) 0 19 (14.6)
Proliferative, n (%) 0 3(2.3) 0 3(2.3)*

Notes: AHI - analogs of human insulin; GEHI - genetically engineered human insulin; DR - diabetic retinopathy; * of them in 1 patient - total

loss of sight
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Table 4

Prevalence of DN at various stages in the AHI or GEHI groups after the 10 year follow-up period

AHI group (n=130) GEHI group (n=130)
2NEET Baseline After 10 years Baseline After 10 years
No ND, n (%) 122 (93.8) 87 (66.9) 118 (90.8) 62 (47.7)
Microalbuminuria, n (%) 7 (5.4) 34 (26.2) 11(8.4) 46 (35.4)
Proteinuria, n (%) 1(0.8) 9(6.9) 1(0.8) 14(10.8)
(Cozl)'onic renal failure, predialysis stage, n 0 0 0 7(5.3)
End-stage renal disease (dialysis), n (%) 0 0 0 1(0.8)
Limitations of the study
60 <0.05 It should be emphasized that the retrospective
p=% 50,8 52,3 design does not allow for a cause-and-effect conclusion;
48,549.2 therefore, the link between the HbA,, indicator, incidence

B AHI
[ GEHI

Incidence of DN, any stage, %

1o,
B
10 &
./

0 1 2 3 4 5 6 7 8 9 10
Years

Fig. 4. Dynamics of the incidence of any DN stage in AHI or GEHI
groups for 10 years.

Glargine compared with basal GEHI [13], and a lower
incidence of later development of macroangiopathy in
patients receiving the AHI therapy of ultrashort action
compared to the short-acting GEHI [10].

Our study differed from those described above in
the fact that for the analysis we have chosen a cohort
of young patients with type 1 DM with the onset of the
disease at an early age, a small duration of the disease at
the study initiation, and no severe concomitant diseases
or complications. This selection of patients assured us
that for the 10-year comparative analysis of GEHI and
AHI the outcome of the treatment and the development
of microvascular complications will not be affected by
other risk factors, such as hypertension, dyslipidemia and
obesity that occur in type 2 DM patients. In addition, we
deliberately included only those patients who received
independent therapy with either AHI (analogue of
ultrashort action coupled with the basal analogue), or
GEHI (prandial short-acting insulin coupled with the
basal NPH insulin) only. This was done to estimate all the
pharmacokinetic advantages of AHI of ultrashort action
and long action together. The pairwise comparison of the
enrolled patients by gender, onset age, duration of the
disease, and HbA,_ indicators enabled the avoidance of the
effect of these factors on the study results.

of complications and any factor evaluated in this study
requires a randomized controlled trial for definitive
causality. The retrospective design of the study performed
also did not enable an exhaustive analysis of all possible
factors that could influence the results of treatment.

The differences in glycaemic control may be explained
not only by the above-described pharmacokinetic
characteristics of AHI action, but also other factors and
indirect effects that were not accounted for when planning
the study, which cannot be excluded in a retrospective
design. Retrospective cohort observational studies
generally demonstrate the superiority of new medications
(AHI) over the current medications (GEHI). The patients
were enrolled in the groups without randomization, which
could lead to both false overestimation of the effect of new
medications and distortion of the real effect. However, the
absence of randomization should not significantly affect
the results, as the patients were enrolled in the study by
selecting pairs matched by gender, onset age, duration of
DM, and initial HbA,..

However, we can assume that the groups were not
matched for many other factors that could potentially
affect the efficacy of the treatment and the development of
microvascular complications, such as the level of knowledge
and motivation of patients, compliance, social status, etc.
It is likely that among the patients treated with the AHI
there were significantly more patients actively seeking
good glycaemic control. Thus, in the AHI group there
could be study participants more compliant and attentive
to glycaemic control (usually they have a higher level of
education and social level, as the relation of compliance
with these parameters is well known). This sampling bias
could significantly affect the results, and regardless of the
AHI pharmacokinetics to determine lower HbA,, indicators
in the group of patients treated with AHI.

This assumption cannot be considered unreasonable,
given the data on the average age at which the groups of
patients started to differ significantly in HbA,,, which
was 4 years from study initiation when the patients were
on average 18—20 years of age. This is exactly the age
when, after graduating from high school the social and
lifestyle differences increase. Therefore, the difference in
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HbA,. emerging at this age may reflect the divergence of
the educational and social level of the patients. It is also
noticeable that the majority of patients in both groups did
not achieve the target level of glycaemic control, which was
previously achieved in the DCCT study conducted using
only GEHI.

In turn, the difference between the groups for the
incidence of microvascular complications may also be
caused by confounders. The relatively low incidence of
microvascular complications in the AHI group may be the
result of the pharmacokinetic advantages of AHI, which, as
it was shown by numerous studies, cause lower glycaemic
variability [14, 15]. More and more studies decisively
demonstrate the relationship between glycaemic variability
and the development of late diabetic complications [16,
17]. In our study, glycaemic variability was not evaluated
as a whole or as preprandial and postprandial glycaemic
control alone, which does not enable us to confirm this
explanation

A lower incidence of complications in the group of
patients receiving AHI may be a direct consequence of
better glycaemic control in general; the groups differed
for HbA,, at year 4 of the study, and the relationship
between HbA, and the development of microvascular
complications is well known [18, 19]. Also, when evaluating
the relationship of complications directly with HbA,,, in
our study we found that on year 10 of the study, the patients
with microangiopathy had a significantly higher value of
HbA,, (8.4 = 1.4% and 7.9 = 1.2% in patients with and
without microangiopathy, respectively, p = 0.0085). The
same regularity is observed for retinopathy only (HbA,, in
2012 was 8.5 £ 1.5% and 8.0 £ 1.2% in patients with and
without DR, respectively, p = 0.0057) and nephropathy
(HbA,, in 2012 was 8.5 £ 1.5% and 8.1 *+ 1.2% in patients
with and without DN, respectively, p = 0.0448). Thus,
it can be argued that the development of microvascular
complications in our study should be associated not only
with the type of the insulin used, but also with the level of
glycaemic control directly. In that respect, the use of AHI
for treatment of DM may influence the development of late
complications indirectly, allowing better glycaemic control
in routine clinical practice.

It is notable that in the analysis we found statistically
significant differences in the development of diabetic
retinopathy depending on the baseline value of HbA,,
at the time of enrollment. Thus, the patients who had
retinopathy diagnosis (any stage) by the end of the 10-
year follow-up period initially had higher HbA,. (p =
0.0011). Furthermore, when assessing the impact of
various factors on the development of microvascular
complications, a very paradoxical relationship was found;
the patients with diabetic retinopathy diagnosed during

Diabetes Mellitus

the follow-up period had a significantly greater decrease
in HbA,, from baseline (HbA,, decreased by 0.87 £ 1.75
% and 1.15 + 1.96% in patients without retinopathy and
with retinopathy by 2012, respectively, p = 0.039). Also,
these patients had a higher HbA,, value at the time of
enrollment (HbA,, at the time of enrollment was 8.90 +
1.89% and 9.66 £ 1.99% in patients with and without DR
diagnosis, respectively, p <0.00003).

All these considerations do not allow us to draw the
conclusion that the use of AHI itself, compared with
GEHI, in the routine clinical practice provides better
compensation and inhibits the development of nephropathy,
retinopathy and microangiopathy. The findings need to be
confirmed using prospective, randomized controlled trials.

Conclusions

As a result of a 10-year retrospective analysis of regional
registers of diabetes it was found that in type 1 DM patients:
+ the use of AHI in routine clinical practice is associated
with lower HbA,, values than the use of traditional
GEHI;
+ prolonged use of AHI is associated with a lower
incidence of progression of DN;
+ prolonged use of AHI is not associated with the
incidence of DR (any stage).
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