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Abstract: diabetic nephropathy (DN) — specific kidney damage in diabetes (D), accompanied by the
formation of nodular or diffuse glomerulosclerosis and a progressive decrease in renal function.
Currently, DN is one of the most common and severe complications of diabetes. According to
epidemiological studies, DN develops in 20-40% of patients with D, being the only cause of end-
stage CRF. Clinically significant renal disease occurs in every third patient with type 1 diabetes
and six with type 2 diabetes. In the United States and Western Europe, DN ranks 1-3 among the
diseases in which extracorporeal renal replacement therapy is carried out. Until recently, DN was
presented as a process manifesting microalbuminuria and then progressing to proteinuria, which
leads to end-stage renal failure. Studies in the last decade have shown that the progression of
albuminuria and decreased renal function are rather two different manifestations of DN than
successive stages of the same process.

Keywords: type 2 diabetes, diabetic nephropathy, glomerulosclerosis.

CUTATIJIUIITUH B TEPAIIUU BOJIbHBIX CAXAPHBIM ITUABETOM
2-TO TUTIA 1 C XPOHUYECKOM FOJIE3HBIO ITIOYEK
YpynobaeBa I[.A.l, HaxvmutauHoBa I[.K.Z, Caanxosa H.I'.3, AOaynnaeBa CK.
(Pecnmybsinka Y30eKkucTaH)

YVpynbaesa Junopam Ansaposna - kanoudam meduyuHckux Hayk, OoyeHm,
Kagpeopa enympennux 6onesneit Ne 2;
2Haowemumounosa Junopam KamapuoournosHa - 0okmop MeOuyuHCKUX Hayk, npogheccop,
Kagedpa snympennux donezneti No 2;
3Caourosa Hueopa I'atipamosna - Kanouoam mMeouyuHcKux HayK, OOyeHm,
Kagheopa enympennux 6onesnei Ne 2;

*460yanaesa Caodam Kamanosna — mazucmpainm,
CReYUAnbHOCHb: IHOOKPUHONIOUS,

Kageopa enympennux 6onesneti Ne 2,

TawkeHmcKas MeOUYUHCKAas akademus,

2. Tawxenm, Pecnyonuxa Y36exucman

Annomayusn: ouabemuuecxkas mnegpponamus ([JH) — cneyuguueckoe nopasicenue nouex npu
caxaprom ouabeme (CJ]), conpososicoaroweecs Gopmuposanuem y3eaKos020 uiu ou@@ysHoco
27I0MEPYNOCKAEPO3a U NPOSPECCUPYIOUUM CHUNCEHUEM QYHKYuY novex. B nacmoawee epema [{TH —
00HO U3 Haubojsee pacnpocmpaneHHvix u msicenvix ocnodcHenuu C/l. Ilo  OanHvim
anudemuonocudeckux ucciedosanuil, /[H passusaemcs y 20-40% nayuenmos c¢ CJI, asnisace
€OUHCMBEHHOU  NpUdUHOl  mepmunarvnou cmaouu XITH. Knunuyecku BbIPAJICEHHOE
nopadiceHue  noYeKk pazeusaemcsi y Kaxncoozo mpemvez2o 6oavhoco ¢ CH 1 muna u kasicoozo
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wecmoeo — ¢ C/ 2 muna. B CLIIA u cmpanax 3anaonou Eeponvt /[H 3anumaem 1-3 mecmo cpeou
3abonesanuti, npu KOMOPBIX NPOBOOUMCS IKCMPAKOPHOPATIbHASL 3AMECTUMENbHAS NOYeUHAs.
mepanusi. J{o Hedagnezo epemenu J[H npedcmasnsnace Kak npoyecc, MaHU@ecmupylouuti
MUKpoansOymunypuetl u 3amem npozpeccupyioujuti 00 NpomeurHypuu, Komopas npusooum K
MepMUnanbHOl cmaouu noueynol Heoocmamounocmu. Hccnedosanusa nociednezo decamuiemus
NOKA3aNY, YMO Npocpeccuposanue aibOyYMUHypuu u CHUdICeHue QYHKyuu novek — ckopee 08d
pasnuvix npossnenus [{H, uem nocredosamenvhvie cmaouu 00OHO20 npoyecca.

Kniouegvie cnoga: caxapnulii ouabem 2 muna, ouabemuueckas Heghponamus, e1oMepyiocKIepos.

Diabetes (D) for the last 10-15 years has consistently occupied a leading position in the
developed world among the causes of end-stage renal disease (ESRD) and the need for dialysis
treatment [1, ¢.1-120].

The aim of our study was to study the effect of sitagliptin in patients with type 2 diabetes with
concomitant chronic renal disease

Materials and methods of research. The study involved 42 people with type 2 diabetes
complicated by CKD stage 3A, 24 women and 18 men. The duration of the disease ranged from 1
year to 7 years, the average age was 56.6+9.8 years. Also, 10 healthy individuals were studied.
53.5% of this group suffered from coronary artery disease, 88.4% - arterial hypertension. Most
patients received aspirin, b-adrenoblockers and angiotensin converting enzyme inhibitors, B-
adrenoblockers, calcium antagonists, statins. All patients were overweight — a body mass index
(BMI) over 25 kg/m2. 32 (71.2%) patients were obese (BMI >30 kg/m2), 10 (28.8%) were
overweight. The average waist circumference was 105.1+8.0 cm in men and 108.3£9.0 cm in
women. Selection was carried out taking into account the state of carbohydrate metabolism, i.e. the
study included only patients with poor carbohydrate metabolism, but glycated hemoglobin
(HbAlc) did not exceed 9%. Before inclusion in the study, patients with the purpose of
hypoglycemic therapy took only Metformin at a dose of 500-2000 mg / day. Male smokers were
not included in the study. At the same time, patients were divided into 2 groups: 1 group - 18
patient, to Metformin at a dose of 1500-2500 mg/day added sulfanyl urea drug — glyclazide at a
dose of 60 mg/day, 2 group - 24 patients, to Metformin was added sitagliptin at a dose of 50-100
mg/day for 12 weeks.

Immediately after randomization, patients were analyzed for the main diagnosis, gender, age
and experience of the disease, achievement of target blood pressure levels. At the beginning of the
course of therapy and after 12 weeks, laboratory control was carried out, which included the study
of General blood analysis (hemoglobin, erythrocyte sedimentation rate), biochemical blood
parameters (urea and blood creatinine with the calculation of GFR according to the formula CKD-
EPI), General urine analysis (proteinuria, hematuria).

The study included 42 patients with diabetic nephropathy with GFR from 45 to 59ml/min /
1,73m2. The exclusion criterion was severe decompensation of diabetes (HbA1¢>9%) and severe
damage to other target organs. All patients received standard therapy for diabetes mellitus and
diabetic nephropathy. Patients with satisfactory carbohydrate metabolism were selected in both
groups to study the nephroprotective effect of sitagliptin for 12 weeks.

The age and duration of the disease, as well as biochemical parameters of patients of both
groups are comparable. Patients complained of increased blood pressure, periodic frequent
urination, pain in the heart, headaches, excess weight.

Discussion.  Analysis of carbohydrate metabolism data showed that all patients had
unsatisfactory values of carbohydrate metabolism, while there was an increase in lean, postprandial
glycemia and HbAlc in group 1 by 39.2, 39.0 and 37.4%, in 2 — by 39.4; 40.5 and 36.5%,
respectively. On the background of treatment there was an improvement in carbohydrate
metabolism. Thus, groups 1 and 2 showed a decrease in HbAlc by 19 and 21% (P<0.05),
respectively.
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Table 1. Biochemical blood parameters in patients with type 2 diabetes before and during treatment

After After
Indicators Control 1-group treatment 1- 2-group treatment
n-10 n-18 group n-24 1-group
n-18 n-24
Lear’;ﬂé’ff’lma' 425048 | 791£23% 6,141,3% 7,842,5% 6,0£0,5%
Postprandial 580,67 |  11,54,3* 10,3+2,6* 11,943,9% 9,141,1%
glycemia, mmol\l
HbAlc, % 4,5+0,5 8,1+0,6* 6,6+0,3* 8,2+0,8 6,5+0,3
TC mg\ DL 3,7+1,0 5,0+12% 4,7+1,0* 6,0+0,9 4,9+1,0
ALT 16,5+3,2 27,6£6,9 29,6+3,2 27,9449 26,1+3,9
a-amylase 39,9492 45,1490 432459 53,64, 1 50,2+7,9

Note: n- number of examined patients;

* -- availability of reliability (p<0.05) in relation to the control group.

In the analysis of the lipid spectrum in patients with type 2 D, hypercholesterolemia was
observed-a significant increase in cholesterol compared to the control group. At the same time, the
blood level of TC in both groups was significantly increased by 35.0 and 37%, respectively,
compared with the control group. During 12 weeks of treatment on the background of standard
therapy, the content of TC in group 1 decreased to 4.2+0.4 mmol/l (29.3%) (p<0.05), in group 2 —
to 4.44+0.8 mmol/l (27.0%), (P<0.05). In this case, the hepatic enzyme ALT and a-amylase did not
significantly change.

When analyzing the dynamics of proteinuria after 12 weeks (table chart 2) protein loss
decreased in both groups, but in patients of the second group the decrease was more significant.
There was a decrease in protein loss by 327.4 mg/l, (37.3%), while in the first group this figure was
only 121.3 mg/I, by 13.8%.

Table 2. Dynamics of the main indicators during treatment

Indicators Control 1-group Aftelr_trr%etjtment 2-group
n-10 n-18 kv n-24
Blood urea, mol / | 9,7+3,8 8,9+1,8* 9,5+2,7 8,3+2,8*
Blood creatinine, 13246,3 110+6,3 13527,0 109+6,3
umol /1
GFR bY CKD-EPI, 52,2+7,8 60,8+13,1%* 51,9+7,4 66,9+7 4%
ml/min/1,73m2
Pror:]eér}ulrla, 248,6+44,7 207,9+17,8* 251,3+37,7 197,3+45,0

Note: n- number of examined patients;
* - availability of reliability (p<0.05) in relation to the control group.

The same changes can be seen in the biochemical parameters of blood, so creatinine in group 1
decreased by 17.6%, in 2 - by 20.3% (P<0.05), respectively. GFR increased by 14 and 24.7% in
both groups (P<0.05), respectively. At the same time, 2 patients of group 1 (11%) and 6 patients of
group 2 (25%) were diagnosed with CKD of stage 2 according to GFR.

Thus, in addition to standard therapy of antidiabetic drug, sitagliptin patients with diabetic
nephropathy with CKD stage 3A, it is safe; according to our research there were no
complications registered.

In addition, it should be noted a greater adherence of patients to treatment in group 2, as
patients took the combined drug — sitagliptin/Metformin, compared with group 1, where patients
took glyclazide in the morning, as well as 2 times a day Metformin. It was found that the use of the
drug sitagliptin has a positive effect on renal function, as evidenced by an increase in GFR by
24.7% (P<0.05), compared with the study group of 11%.
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The same changes can be seen in the biochemical parameters of blood, so creatinine in group 1
decreased by 17.6%, in 2 - by 22.3% (P<0.05), respectively. The safety of the drug in patients of
this group is evidenced by the absence of significant differences in the main clinical and laboratory
parameters. There was no increase in Alt and a-amylase in blood in patients of group 2.

The analysis of the frequency of hypoglycemia in both groups revealed: in group 1, 7 (38%)
patients had mild hypoglycemia, which were observed at the beginning of treatment, 2 patients
glyclazide dose was reduced to 30 mg/day. In patients of the 2nd group, only the 1st patient was
noted as hypoglycemia at the beginning of treatment, dose sitagliptin was reduced to 50 mg/da

Conclusion. Thus, the combined administration of sitagliptin and Metformin (in the form of a
single tablet) is recommended as the first line of treatment of type 2 diabetes. Sitagliptin also
reduces timakovoy postprandialnoy and hyperglycemia, as well as the content of glycated
hemoglobin in the blood. The effectiveness of the use of DPP-4 inhibitors is confirmed by a
significant decrease in proteinuria and the rise of GFR in its use, which contributes to slowing the
progression of renal dysfunction. Given the good tolerability of the drug, its nephroprotective effect
sitagliptin can be used in a wide group of patients-against the background of diseases of the
cardiovascular system, chronic kidney disease, etc.

References / Cnucox niumepamypul
1. Jleoosa U.U., Illecmaxosa M.B. // AITOPUTMBI CIICIIMAIM3UPOBAHHON MEIMIIMHCKON TTOMOIIIH

GonbHBIM caxapHbiM amaGerom (6" edition). Working group on the preparation of
recommendations under the leadership of diabetes 2018y; p. 1-120.
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Abstract: we studied 30 obese women aged 43.5+3.2 years. All patients, depending on the received
therapy, were divided into two groups: 1 group consisted of 15 patients receiving sibutramine, 2
group consisted of women receiving sibutramine and Metformin. All women were measured weight,
height, then calculated body mass index, waist (W) and hip (H), also fasting blood sugar and 2
hours after eating, lipid spectrum, to eliminate hypothyroidism hormones TSH, free T3, free T4,
antibodies to TPO. During the treatment of sibutramine with Metformin in combination led to a
decrease in body weight in 15% of patients, sibutramine monotherapy was observed in 10%.
Keywords: obesity, body mass index, sibutramine, total cholesterol, triglycerides.
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Annomayusn: namu o6viau uccreoosansvt 30 dceHuun ¢ oxcupenuem 6 cpeonem sospacme 43,5+3,2
200a. Bce bonvnvle 6 3asucumocmu om nonyuaemoi mepanuu Oviiu pazoenenvt Ha ose epynnbl. 1
epynny cocmasunu 15 60bHBIX, NOAYYAGWUX CUOYMPAMUH, 2 2PDYANY COCMABUIU JICCHUWUHDL,
nonyuaiowue cubympamun u mempopmun.  Bcem omceHuuHAM UMEPSIU 8e€C, POCM, 3amem
svruucasny unoexc maccol meaa, oovem manuu (OT) u obwvem bedep (Ob), maxoice caxap 6 Kposu
Hamowax u yepes 2 uaca nocie eobl, MUNUOHBLIL CHeKmp, 0I5l UCKTIOYUEHUs. 2UNOMUPE03d, 20PMOHbL
TTI, ceoboonvi T3, ceoboonwiti T4, ammumena x TIIO. Jleyenue cubympamunom c
Mem@opmunoM 6 KomMOuHayuu npugeio K CHudicenulo maccvl mena y 15% nayuenmos, na
MoHOmMEpanuu cubympamurom - ommedanocs y 10%.

Kniouesvie cnosa: ooicupenue, umoexc maccel menda, CUOYMpamuH, O0OWUL XOIECMEPUH,
mpuenuyepuobl.
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Obesity has become one of the most common chronic diseases of our time and is a serious
medical and social problem. The high prevalence of this disease is due to urbanization, decreased
physical activity and availability of high-calorie food [1, c. 58-61, 2, c. 758-769].

The aim of our study was to study the effectiveness of sibutramine in the treatment of obesity
in women.

Materials and methods of research. We studied 30 women with obesity at the average age of
43.5+3.2 years, who applied to the consultative polyclinic of the 3-clinic of the Tashkent medical
academy. All patients, depending on the received therapy, were divided into two groups: 1 group
consisted of 15 patients receiving sibutramine at a dose of an average of 12.3+2.4 mg per day and
dosed physical activity corresponding to the diet; 2 group consisted of women receiving
sibutramine and Metformin at an average dose of 13.4 +2.1 mg/day, 860.3+£2.3 mg/day, also dosed
physical activity and diet. All women were measured weight, height, then calculated body mass
index (BMI), waist (W) and hip (H), also fasting blood sugar and 2 hours after eating, lipid
spectrum, to eliminate hypothyroidism hormones TSH, free T3, free T 4, antibodies TPO. The
examined patients underwent ultrasound examination of the abdominal cavity and thyroid gland. In
order to monitor the safety of the drug to all women before and after taking sibutramine ALT and
AST were investigated.

Research result. In women in the first group BMI averaged 37.2+2.3, W was 108.3£2.3 cm, H
124.3+£2.3 cm, after observation in the dynamics of a decrease in BMI, W, H 5.7;4.9; 5.0%,
respectively. Before treatment in women of the second group BMI, W, H was 36,5+3,4;
110.1£3,4; 118,4+2,3 accordingly, after treatment with sibutramine and Metformin, there was a
decrease in BMI, W, H by 16.0; 9.0; 5.0%, respectively. (Table.1). The first group of patients noted
a decrease in body weight in 10% of women, in the second group of patients in 15% of women.

Table 1. Changes in anthropometric parameters during treatment with sibutramine

. Initially 8 weeks 12 weeks
Indicators " 3 T d t d
1% group 2" group 1% group 2" group 1% group 2" group
BOdyll’;e'ght' 104223 | 102227 | 964+32 94.6+2.4 92,1432 85,5+2.1
BMI, kg/m®> | 37,2423 36,543 4 36,3+1 4 33,413 353421 31012
W, sm 108323 | 110,143.4 | 1062421 | 1042423 | 103243,6 | 1012+12
H, sm 1243432 | 1184423 | 1214+12 | 1213415 | 118421 | 114.2%2.6

We have also made all of the women have lipid profile. As shown, our results on the
background of treatment with sibutramine showed a decrease in the concentration of total
cholesterol, LDL, triglycerides by 5.6; 3.5; 16.6%, respectively. HDL increased by 33%. In the
second group of patients on the background of therapy with Metformin sibutramine total
cholesterol, LDL, triglycerides decreased by 16.7; 6.7; 37.5 %. (Table chart 2).

Table 2. Changes in biochemical parameters in women during treatment with sibutramine

Indicat Initially 12 weeks
ndicators 1%t group 2" group 1%t group 2" group
Total cholesterol, 56412 56412 53+1,5 48413
mmol /|

HDL, mmol/l 12502 1,103 1.8204 14203
LDL, mmol/l 3,155 4 30415 3.041.3 31412
TG, mmol/l 2,1£1,4 2,2+1,6 1,8+1,4 1,6+1,3
Glucose, mmol /| 5,6+0,8 5,7+0,6 5,4+0,2 5,2+0,2

To study hemodynamics in patients, we measured SBP and DBP before sibutramine treatment.
In the first group of patients with SBP was an average of 135.5+5.3 mm Hg, DBP 90.4+4.3 mm
Hg, in the second group SBP 135,2+3,2 mm Hg, DBP 85,3+3,1 mm Hg. Against the background of
the dynamics did not change as a SBP, as well DBP. (Table chart 3).
59



Table 3. Change in hemodynamic parameters during therapy with sibutramine

Indicators Initially 12 weeks
1* group 2" group 1% group 2" group
SBP
(mm Hg) 135454 13544,7 130,1+3,2 125453
DBP 90,2 43,2 90,3+10,3 85,245,6 80,044.1
(mm Hg) ’ ’ ) ) 22E3, ,04,
i 804 +4,2 80,8+4,5 78,5+4,3 76,246,3
(bpm)

To study the safety of the drug, we tested ALT and AST in the blood. After the use of
sibutramine and in combination with Metformin, there were no changes in the liver enzymes within
12 weeks.

Numerous literature data indicate a favorable effect of sibutramine on carbohydrate and lipid
metabolism. In most studies, treatment with sibutramine was accompanied by a significant decrease
in serum glucose and triglycerides levels, as well as an increase in HDL cholesterol [4, 5, 6].There
are studies that show a decrease in the levels of TC and LDL-C in the treatment of sibutramine [1].
Our results correspond to the changes described in the literature data.

Conclusion

1. During the treatment of sibutramine with Metformin in combination led to a decrease in
body weight in 15% of patients, sibutramine monotherapy was observed in 10%.

2. Therapy with sibutramine and Metformin led to a decrease in total cholesterol, triglycerides
by 16.7; 37.5%, against the background of monotherapy there was a decrease in total cholesterol,
triglyceride by 5.6; 16.6%.

3. The use of sibutramine for the treatment of obesity in women has not led to an increase in
heart rate and blood pressure.

4. Sibutramine is a safe drug for the treatment of obesity in women, as there was no increase in
ALT and AST during therapy.
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