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Clinical trial of dapagliflozin combined with metformin in the treatment of patients
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Abstract .

Objective To observe clinical effect and safety of
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dapagliflozin tablets combined with metformin tablets in the treatment of patients with diabetic kidney disease ( DKD).
Methods

group was given oral metformin tablets (0.5 g per time, twice a day), while treatment group was given oral

According to cohort method, DKD patients were divided into control group and treatment group. The control

dapagliflozin tablets (10 mg per time, once a day) on basis of control group. All patients were treated for 12 weeks.
The clinical curative effect, glucose metabolism indexes [ glycated hemoglobin ( HbAlc), fasting blood glucose
(FPG), 2 h postprandial blood glucose (2 h PG) ], renal function [ urine albumin/creatinine ( UACR), serum
creatinine (SCr), estimated glomerular filtration rate (eGFR) ], renal vascular function [ resistance index ( RI),
pulsatility index (PI), peak systolic velocity (PSV) , end - diastolic velocity (EDV) ], urine o — smooth muscle actin
(SMA) , membrane protein, transforming growth factor (TGF) — B1 and inflammatory factors [ interleukin (IL) - 18,
IL — 6, tumor necrosis factor (TNF) —a ] in the two groups were compared, and the safety was evaluated. Results

There were 40 cases in control group and 40 cases in treatment group. After treatment, difference in total response rate
between treatment group and control group was statistically significant [ 92.50% (37 cases/40 cases) vs 72.50%
(29 cases/40 cases), P <0.05].
(6.52+0.76)% and (7.44 £0.98)% ; FPG levels were (7.11 £1.05) and (8.05 +1.21)mmol - L™'; 2 h PG
levels were (9.32 +1.08) and (10.57 £1.35) mmol - L™"; UACR levels were (104.76 +13.85) and (138.41 +16.07)
mg + g”'; SCr levels were (82.27 +10.38) and (101.68 £13.54) umol « L™'; eGFR levels were (88.06 +8.37) and
(80.52+7.64) mL - min~' - 1.73 m~*; RI levels were 0.51 +0. 10 and 0.65 +0.13; PI were 1. 15 +0.24 and
1.49 £0.31; PSV were (38.30+5.29) and (34.59 £4.71) c¢cm - s~'; EDV were (15.73 £2.49) and (13.41 =2.02)
em + s~ levels of urine SMA were (26.31 £2.39) and (30.47 +2.86)kU - L™'; levels of urine membrane protein
were (528.41 +50.78) and (581.65 +57.22) pg + L™'; levels of urine TGF — Bl were (85.01 +9.82) and
(102.94 £13.57) pg -+ L™"; levels of serum IL — 1B were (26.93 +3.36) and (40.14 £4.57)ng « L™"; levels of
serum IL —6 were (14.36 £1.59) and (17.94 £2.01) ng - L™"; levels of serum TNF — o were (30.22 +3.37) and
(43.81 £4.06) ng - L', and differences of all the above indexes between the two groups were statistically significant

After treatment, HbAlc levels in treatment group and control group were

(all P <0.05). The adverse drug reactions were mainly on loss of appetite, diarrhea, fatigue and nausea in treatment
group, while which were mainly on loss of appetite, headache and nausea in control group. There was no significant
difference in total incidence of adverse drug reactions between treatment group and control group [ 12.50% (5 cases/

40 cases) vs 7.50% (3 cases/40 cases), P >0.05].

improve glucose metabolism, promote recovery of renal function and renal vascular function, regulate levels of SMA

Conclusion  Dapagliflozin combined with metformin can
membrane protein and TGF — 31, relieve inflammatory response and improve clinical curative effect in DKD patients.
Key words: dapagliflozin tablet; metformin tablet; diabetic kidney disease; glucose metabolism; renal vascular

function; clinical efficacy
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Table 1 Comparison of general data in two groups

[tem Control(n =40) Treatment(n =40)
Gender ( male/female) 25/15 23/17
Age(year,x £5) 58.92 £6.53 57.54 £6. 19
Complications(n,% )

Hypertension 14(35.00) 12(30.00)

Hyperlipidemia 6(15.00) 7(17.50)
Body mass index(kg + m~2 x £s) 22.97 1.61 23.24 £1.55
DKD staging( stage 2/3a) 1921 22/18
C():r:—;s) of diabetes mellitus ( year, 9.11 +2.04 8.87+1.92
Courses of DKD (year,x +s) 2.11 £0.53 1.95 £0. 49

DKD: Diabetic kidney disease; Control group: Oral metformin tablets;

Treatment group: Oral dapagliflozin tablets on basis of control group.

HITRT, BB i6 YT )5 19 B IR T8 b8 i 5 % T3 R
L(HP <0.05) %2,

R2 2 HBEFHCHIRIRI LR (x £5)
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WG IT G n B AR AR bR 2 W AR T X IR (Y
P <0.05);i/97 )5 .2 4L E Y eGFR #1825 FiRYT
T, HAUI 6T 5 10 LR 4 Ar 138 e T IR A (3
P<0.05),0L33,
4 2ABEEMBEINEEMNLE

IRITHT, 2 4B R N Besh ik RILPLLPSV FI
EDV WW#, G it 2 L 2 R ¥ Rt 8 X (¥
P>0.05), 1G¥7)E,2 4B E 'S N BB ik RL Al PI
¥l TR AT, HARE 4367 5 1 Bk iE bR s
FILTRIRA (¥ P <0.05) ;36975 ,2 HEBEENE
Bk PSV F EDV Y52 w5 T0Ry7 R, Hiklmd4linyr s
) IR FEFRYS 3 i X RRAL (4 P <0.05) , L3 4,

Table 2 Comparison of glucose metabolism indexes in two groups (x +s)

Control (n =40)

Treatment (n =40)

Item
Before treatment

After treatment

Before treatment After treatment

HbAlc (%) 9.15 £1.21 7.44 0. 98% 9.03 £1.15 6.52 +0.76""
FPG (mmol + L") 10.42 £1. 67 8.05+1.21% 10.65 +1. 83 7.11 1. 05%*
2 h PG (mmol - L™1) 14.29 £2.03 10.57 +1.35% 14.13 £1.97 9.32 £1.08%"

HbAlc: Glycated hemoglobin; FPG: Fasting blood glucose; 2 h PG: 2 h postprandial blood glucose; Compared with before treatment in the same group,

#P <0.05; Compared with control group at the same time, * P <0. 05.

R3 2YBEFHREIEARM LB (2 £5)

Table 3 Comparison of renal function indexes in two groups (x £s)

Control (n =40)

Treatment (n =40)

ltem
Before treatment

After treatment

Before treatment After treatment

179.63 +£22. 15
122.09 +17. 68
63.47 +6. 21

UACR (mg-g™")
SCr (pmol + L71)
eGFR (mL * min ™' - 1.73 m~2)

138.41 +16. 07*
101. 68 +13. 54*
80.52 +7. 64*

104. 76 +13. 85"*
82.27 £10.38%*
88.06 8. 37%*

178.25 +20. 49
123.45 +18. 62
62.85 +6.04

UACR: Urine albumin/creatinine; SCr; Serum creatinine; eGFR; Estimated glomerular filtration rate; Compared with before treatment in the same group,

#P <0.05; Compared with control group at the same time, * P <0. 05.

F4 24UBHEFMEIREMHE (v £5)

Table 4 Comparison of renal vascular function in two groups (x +s)

Control (n=40)

Treatment (n =40)

frem Before treatment After treatment Before treatment After treatment
RI 0.77 0. 18 0.65 0. 13* 0.79 £0. 15 0.51 £0. 10%*
PI 1.76 0. 40 1.49 +0.31* 1. 81 +0.37 1.15 0. 24%*
PSV (em - s7h) 31.67 £4.03 34.59 +4.71% 30.42 +3.68 38.30 £5.29%*
EDV (em s ) 10.35 £1.48 13.41 £2.02% 10. 18 £1.53 15.73 £2.49%*

RI: Resistance index; PI. Pulsatility index; PSV . Peak systolic velocity; EDV

#P <0.05; Compared with control group at the same time, * P <0. 05.

End - diastolic velocity; Compared with before treatment in the same group,



Chin J Clin Pharmacol

Vol. 41 No.9 May 2025 ( Serial No. 431)

RS 2HBHERE o FENILBIE A (SMA) JEE A FMFALER N T (TCF) - BL AN (2 +5)

Table 5 Comparison of urine o — smooth muscle actin (SMA ), membrane protein and transforming growth factor (TGF) — Bl in two

groups (X £5)

Control (n =40)

Treatment (n =40)

Item
Before treatment

After treatment

Before treatment After treatment

34.06 3. 49
663.06 +£96.73
143. 86 +19. 47

SMA (kU - L™ 1)
Membrane protein (pg + L")
TGF - B1 (pe- L)

30. 47 £2. 86*
581.65 +57. 22"
102. 94 +13. 57"

26.31 £2.39%*
528.41 +50. 78**
85.01 9. 82#*

33.82+3.25
667.35 £90. 68
145.24 +17.39

Compared with before treatment in the same group,”P <0. 05; Compared with control group at the same time, * P <0. 05.

RO 2 JUEH MG SAEH FHY LA (x £5,ng - L)

Table 6 Comparison of serum inflammatory factors in two groups (x s, ng + L™")

Control (n=40)

Treatment (n =40)

frem Before treatment After treatment Before treatment After treatment
IL-1B 52.86 5. 16 40. 14 £4. 57* 51.47 £5.02 26.93 £3.36"*
IL-6 24.75 +2.63 17.94 £2.01% 23.91 £2.81 14.36 £1.59%*
TNF - o 64.06 +5. 67 43.81 4. 06* 62.53 +5.48 30.22 +3.37%*

IL - 1B Interleukin —18; IL - 6 Interleukin — 6; TNF — o; Tumor necrosis factor — o; Compared with before treatment in the same group,” P <0.05;

Compared with control group at the same time, * P <0. 05.
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Table 7  Comparison of clinical curative effect in two groups
(n, %)

[tem Control (n =40) Treatment (n =40)
Markedly effective 11(27.50) 16(40.00)
Effective 18(45.00) 21(52.50)
Ineffective 11(27.50) 3(7.50)

Total response 29(72.50) 37(92.50) *

Compared with control group, * P <0. 05
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