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[ Abstract] Objective To investigate the efficacy, safety and influencing factors of the
dapagliflozin and empagliflozin in the treatment of patients with diabetic nephropathy (DN) in the
real world. Methods The data of patients with DN who received dapagliflozin or empagliflozin
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treatment at Nanjing Drum Tower Hospital from January 2020 to December 2024 were collected. Inverse
probability of treatment weighting (IPTW) was used to balance the two groups of covariates, and the glycated
hemoglobin (HbAIc), fasting blood glucose (FPG), postprandial blood glucose (2hPG), urine microalbumin
(mAlb), urine microalbumin/creatinine ratio (UACR), estimated glomerular filtration rate (¢GFR) and uric acid
(UA) level were compared between the two groups before and after 6 months of treatment, and the progress of
the disease and the occurrence of adverse reactions were recorded in follow-up. The Kaplan-Meier method and
Log-rank test were used to analyze disease progression, and the Logistic regression model was used to analyze the
influencing factors of adverse reactions in each group. Results A total of 305 patients were included, there was
no statistically significant difference in baseline between the two groups after IPTW. After treatment, the levels
of HbAlc, FPG, 2hPG, mAlb and UACR of the two groups decreased significantly (P<0.05). And the 2hPG,
eGFR and UA levels were better in the dapagliflozin group than in the empagliflozin group (P<0.05). There
was no significant difference in the adverse reaction rate of the two groups (P>0.05). The median progression-
free survival time of dapagliflozin group was 47 months, which was significantly higher than that of 35 months
of empagliflozin treatment (P<0.05). Multivariate analysis results showed that diabetes course over 10 years,
hyperuricemia, and vitamin D deficiency are risk factors for adverse reactions in the dapagliflozin group, and
the combination of uric acid-lowering drugs was the risk factor for adverse reactions in the empagliflozin group.
Conclusion Compared with empagliflozin, dapagliflozin demonstrates greater advantages in delaying the
progression of DN, it can significantly reduce 2hPG and UA levels, and the safety of dapagliflozin is equivalent to

empagliflozin.
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Fz2 IPTWINMLRTE2HEEELHER (%) ]
Table 2. Comparison of baseline characteristics between the two groups before and after IPTW [n (%)]

IPTW A 3} IPTWAbHf5*
TR IRAE A R A e b IRHES R A e -
(n=166) (n=139) (n=165.9) (n=138.9)
P
e 47 (28.3) 33 (23.7) 0.104 433 (26.1) 36.7 (26.4) 0.006
% 119 (71.7) 106 (76.3) 122.6 (73.9) 102.2 (73.6)
e (4F)
<10 52 (31.3) 56 (40.3) 0.131 58.7 (35.4) 49.4 (35.6) 0.003
=10 114 (68.7) 83 (59.7) 107.2 (64.6) 89.5 (64.4)
ER (%)
<60 91 (54.8) 76 (54.7) 0.003 88.8 (53.5) 76.5 (55.1) 0.033
=60 75 (45.2) 63 (45.3) 77.1 (46.5) 62.4 (44.9)
BMI (kg * m™)
<24 39 (23.5) 30 (21.6) 0.046 34.2 (20.6) 27.8 (20.0) 0.016
=24 127 (76.5) 109 (78.4) 131.7 (79.4) 111.1 (80.0)
T2DMA % 70 (42.2) 55 (39.6) 0.053 65.5 (39.5) 57.1 (41.1) 0.033
UTUEY 55 (33.1) 44 (31.7) 0.032 50.1 (30.2) 44.0 (31.7) 0.032
G R 35 (21.1) 24 (17.3) 0.097 312 (18.8) 27.6 (19.9) 0.028
IR
o L 131 (789) 100 (71.9) 0.163 123.1 (74.2) 104.6 (75.3) 0.023
=g 92 (55.4) 77 (55.4) 0.001 93.7 (56.5) 78.2 (56.3) 0.003
1o PRI MM AE 54 (32.5) 33 (23.7) 0.196 46.9 (28.3) 37.6 (27.1) 0.026
HeAZEDERZ 70 (42.2) 76 (54.7) 0.252 81.0 (48.8) 68.2 (49.1) 0.007
B
AGi 34 (20.5) 26 (18.7) 0.045 335 (20.2) 269 (19.4) 0.021
UK 119 (71.7) 99 (71.2) 0.010 119.3 (71.9) 99.9 (71.9) <0.001
I AAES 75 (45.2) 72 (51.8) 0.133 77.6 (46.8) 65.0 (46.8) 0.001
GLP-1RA 57 (34.3) 35 (25.2) 0.201 50.6 (30.5) 440 (31.7) 0.025
DPP-4i 45 (27.1) 45 (32.4) 0.115 50.8 (30.6) 39.6 (28.5) 0.045
JAEZ 144 (86.7) 126 (90.6) 0.123 146.7 (88.4) 122.2 (88.0) 0.013
K2 131 (78.9) 96 (69.1) 0.226 120.3 (72.5) 102.2 (73.6) 0.025
VEIRERZ 24 (14.5) 11 (7.9) 0.209 189 (11.4) 13.9 (10.0) 0.044
R AR
i 14 (9.0) 9(65) 0.097 12.8 (7.7) 10.7 (7.7) 0.001
i 77 (46.4) 72 (51.8) 0.114 81.0 (48.8) 68.1 (49.0) 0.004
[ 57 (34.3) 47 (33.8) 0.015 56.9 (34.3) 46.3 (33.3) 0.021
] 18 (10.8) 11(79) 0.082 153 (9.2) 13.9 (10.0) 0.027

E: AGL o HAEFERITHR A, GLP—1RA. M e dE A1 ZI A ; DPP—4i. KA KB —A49 5] 75 a. nyppy = LW, , P EATHIAZRK
HRE, BIIPTWR I G &6 A, FAERE F4h,

22 GRS MEEKE P<001) ; JAIT/A 2 41 FPG 5 HbAle /KF1LEL,

JRYTF R 2 240 FPG. 2hPG J2 HbAle /K- 25 5 EREGIHHEL (P> 0.05) , MikkEIEH
TG ¥E Y (P>005), BIFE 24 E&k IHITIE I 2hPG 7KL T RS 514 (P < 0.01)
MBEFE AR B EA LR T BB (P < 0.05 53¢ W 3.
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H 6.0~66.0 1 H . 6.0~70.0 ™ H . tHE T B
GG, kA& S TR L PES B4 [47 DA vs.
354 H, HR=1.804, 95%CI ( 1.056, 3.083) ,
P=0.031) ], 2 44 PFS i Kaplan—Meier Hi£E
wE R, 2448 E N PFS 2R A5 FE
X (=481, P=0.028) .

R3 2ABFRTTHIEMAAKFHENELR (x+5)

Table 3. Changes in FPG, 2hPG and HbA1c levels before and after treatment between two groups

of patients (x + s)

- FPG (mmol - L") 2hPG (mmol + L") HbAlce (%)
YRYTHT bepid= YRYTHT bepig= YRYTHT bepid=
oy i<z 7IhE | 9.43 +3.57 775 +3.92 15.97 +4.93 13.54 +4.25" 9.08 +2.14 8.23 +2.02"
BAEFdL 9.45 + 3.66 7.85+3.29" 16.91 £5.17 15.30 + 4.29" 9.38 £2.09 8.40+2.01"
MD 0.02 0.10 0.94 1.77 0.30 0.16
(95%CI) (-0.84, 0.87) (-0.70, 0.90) (-0.33, 221) (0.61, 2.93) (-0.19, 0.79) (-0.33, 0.66)
P 0.969 0.805 0.147 0.003 0.228 0.522

iE: BRABFAARL, P<0.05, "P<0.01,

F4 CHBERITWREREBKENEULLRIM ( Py, Prs) ]
Table 4. Changes in mAlb and UACR levels before and after treatment between two groups
of patients [M (P,s, Ps)]

mAlb (mg - L")

UACR (mg - g")

A YRYTHT bevid= VAT HT bevid=

IAHE GG 185.30 (54.85, 618.45) 113.95 (34.13, 457.40) " 215.05 (70.58, 577.65) 149.30 (44.98, 492.90) *
BAEFdL 166.70 (49.70, 609.7 ) 99.90 (32.20, 351.90) " 168.10 (71.35, 708.55) 133.40 (49.25, 404.40) "
0 -18.60 -14.05 -46.95 -15.90
(95%CI) (-81.74, 65.95) (-80.19, 38.40) (-115.83, 54.37) (-92.47, 56.44)

P 0.650 0.871 0.713 0.996

E: HRIMSF AT, P<0.05, "P<0.01,

x5 2HBERTAIRSINEEKFMTHLILE (X £5)
Table 5. Changes in eGFR and UA levels before and after treatment between the two groups of patients (x +s)

eGFR [mL * min™" + (1.73m*) 7] UA (pmol + L)

A IRYTH biepag = IRYTH biepig=

ey o INE e 111.99 + 48.25 112.52 £ 49.31° 376.26 + 108.99 371.51 £ 93.77"

sRizlhe | 117.94 + 59.75 113.06 + 64.57 385.23 + 112.62 382.70 + 118.78

MD 5.95 9.64 8.97 14.11
(95%CI ) (-8.93, 20.82) (-8.68, 27.96) (-18.49, 36.43) (-15.16, 43.37)

P 0.432 0.301 0.521 0.344

E: HRAETAAEL, ‘P<0.05,
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Table 6. Comparison of ADR between the two groups [n (%)]

NS bray 271N e RS OR (95%CI) P

SR 229 (13.7) 23.1 (16.7) 1.327 (0.668, 2.636) 0.506
AR A FE 2R G Ik 17.6 (10.6) 21.0 (15.2) 1.513 (0.719, 3.185) 0.274
R A 24 (14) 33 (24) 1.660 (0.250, 11.007) 0.596
MAFEA L 1.8 (1.1) 1.0 (0.7) 0.659 (0.059, 7.401) 0.734
PRAE R P 7 1.0 (0.6) 1.0 (0.7) 1.148 (0.071, 18.644 ) 0.922

E: A B H RN A AR RE, SR T AR BB A6 BaIT ;s IPTWALIE G BT ek, IR AR 3088 Sk

R7 BIMEEIREBELERTR KNS EELogistica iR
Table 7. Logistic analysis results of multiple factors affecting the incidence of ADRs in dapagliflozin group

SES b i Wald OR (95%C1) P
BMI

<24 1.000

=24 1.183 0.793 2.225 3.265 (0.808, 20.413) 0.136
S

<10 1.000

=10 1.948 0.756 6.643 7.016 (1.833, 37.459) 0.010
TR

T 1.000

g -1.146 0.675 2.888 0.318 (0.084, 1.239) 0.089
AR

i 1.000

= -1.613 0.891 3.277 0.199 (0.035, 1.143) 0.070
I IR IMAE

i 1.000

= 1.093 0.556 3.863 2.983 (1.003, 8.870) 0.049
B ERDIRZ

i 1.000

= 1.102 0.548 4.050 3.011 (1.066, 9.369) 0.044
WAl HIRRR 259

i 1.000

= -1.630 0.689 5.592 0.196 (0.049, 0.764) 0.018
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*8 HIMBEIIGFHBELETR KN EEE Logistica 4R

Table 8. Logistic analysis results of multiple factors affecting the incidence of ADRs in empagliflozin group

= b S, Wald OR (95%CI) P
AR

<60 1.000

=60 0.928 0.489 3.599 2.529 (0.989, 6.868) 0.058
B I B ) Bl i e A

i 1.000

= -1.098 0.767 2.050 0.334 (0.054, 1.258) 0.152
A 1 R R R 2

i 1.000

= 1.447 0.636 5.185 4251 (1.173, 14.831) 0.023
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AW 5T e BLIR A 51 i 5 A 510 i i 2 AR
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L, KMEIIEATT G eGFR KSR, UA
K- E AL, SEEEMFIEas R —5, H
PFS [ Kaplan—Meier {14k i/, i54& 515 78 4E 2%
DN i J 5 TSR T i 2 . = R IR MAE /& DN g
FIfER H 2 " UA Kl i RORE N . ik
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Ve ) R 3 PR A UA ZKSF S it Je 1, 3%
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K- R O A
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