Efficacy and safety of dapagliflozin and linagliptin combination in individuals
with type 2 diabetes mellitus: A meta-analysis of randomized controlled trials
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INTRODUCTION

- - . - dapagliflozin plus linagliptin other OADs Mean Difference Mean Difference
o Type 2 Q|abgtes mell |tUS_ _(TZ DM) |S_ a p_rog ressive Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
metabolic disorder requiring combination therapy for Dharmalingam et al. 2024 1,596 1.08 115 1254 109 114 19.9%  -0.34 [0.62, -0.06] —
. . - - 0/ 4 4 4 -
optimal glycemic control. Hong et al. 2025 13 0.5 13 06 04 111 320% -0.70[-0.82,-0.58]
. ) T L . Jain A, et al. 2024 -1.28 0.857 108 -0.83 1.229 107 19.7%  -0.45[-0.73,-0.17] —
0 Despite the availability of several oral antidiabetic drugs m Kumthekar P, et al. 2025 135 064 112 -092 063 110 283%  -0.43[-0.60, -0.26] -
(OADS), malntalnlng SUStalned HbA].C redUCtlon Wlth Total (95%, Cl) 448 442 100.0% -0.50 [-0.69, _0_32] -
minimal adverse effects remains challenging. Heterogeneity: Tau? = 0.02; Chiz = 10.54, df = 3 (P = 0.01); I* = 72% 4 g ;3 + 1
| Li nag IIptI n (a DPP-4 inhibito r) and dapagllfI02| n (a n Test for overall effect: Z = 5.34 (P < 0.00001) Favours dapagliflozin plus linagliptin ~ Favours other OADs
SGLT2 inhibito r) act throu g h com pleme nta ry dapagliflozin plus linagliptin other OADs Mean Difference Mean Difference
meCha nisms Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
- . L . - . Dharmalingam et al. 2024 -32.91 30 115 -26.78 30 114 247%  -6.13[-13.90, 1.64] —=
@ Their combination may provide additive benefits on Hong et al. 2025 -50 18 113 20 15 111 25.8% -30.00 [-34.34, -25.66] -
i i i Jain A, et al. 2024 -26.94 35.96 108 -2159 4215 107 235%  -5.35[-15.83,5.13] ——
glycemic antrm and body weight with an acceptable m Kumthekar P, et al. 2025 -26.13 13.12 112 -2259 1311 110 26.0%  -3.54[-6.99, -0.09] -
safety profile.
Total (95% Cl) 448 442 100.0% -11.43 [-26.82, 3.96] —e——
Heterogeneity: Tau? = 233.97; Chi? = 92.84, df = 3 (P < 0.00001); 2= 97% -5:0 25 S 2=5 5=0
Test for overall effect: Z = 1.46 (P = 0.15) Favours dapagliflozin plus linagliptin ~ Favours other OADs
n To evaluate the effect of the da pag||f|oz| n and dapagliflozin plus linagliptin other OADs . Mean Difference Mean Difference
l. | t.n Combination com ared Wlth Other OADS Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Inaglipt p Dharmalingam et al. 2024 5990  59.96 115 5534 5538 114 28.3% -4.65[-19.60, 10.30] ——
(linagliptin with/or without placebo or dapagliflozin Jain A, etal. 2024 4916 7145 108 -20.14 68.94 107 21.7% -20.02[-38.79,-1.25] —_—
plus vildagliptin) in individuals with T2DM. Kumthekar P, et al. 2025 52.29 24.76 112 -30.35 24.76 110 50.0% -21.94[-28.45,-15.43]
Total (95% Cl) 335 331 100.0% -16.63 [-27.50, -5.75] e
Heterogeneity: Tau? = 50.52; Chi2 = 4.33, df = 2 (P = 0.11); > = 54% _5=0 25 S 2=5 5=0

Test for overall effect: Z = 3.00 (P = 0.003)

Favours dapagliflozin plus linagliptin ~ Favours other OADs

0 METHODS

o PubMed and Google were searched to identif .. . .-
) PubMed and Google were searched to identity O Studies included: 4 RCTs with 890 participants (1 study: mmm_
A ) e . 12 weeks; 3 studies: 16 weeks).

dapagliflozin + linagliptin in adults (=18 years) with s . ) ) )
T2DM. o :—Ib_l;l;:é.5|g<nc|)ﬂ8(a)r1ff ;Eil;?é?n (gID .2.‘5.?%’ 9|50/9 CI-0.69 o Combined therapy with dapagliflozin and linagliptin

O Studies reporting efficacy and/or safety outcomes of the e?<c| .din' plZ—\;veek’ ot _d ) I\(/)I)D _Oer:‘szlo}v.l }/ﬁ%i/ys's demonstrated significant improvements in glycemic
dapagliflozin + linagliptin combination were included. - FPGLf No%—si nificant l:egll.ction (MD _°1’1 4_3 mOI/dL' 959 parameters (HbAlc, FPG, and PPG) and reduction in

O Efficacy Endpoints: Change in HbA1c, fasting plasma = Cl —2-6 82 tog3 96 p=0 1uS' 122979%) ' 9/aL; ° body weight among adults with T2DM.

ucose and postprandial glucose . et SN ' [ e combination therapy was well tolerated, with no

gl (FPG), and postprandial gl (PPG) O PPG: Significant reduction (MD -16.63 mg/dL; 95% CI Th bination th || tolerated, with

O Safety Endpoints: Change in body weight and incidence 27 50 t?) 5 75. _0u003_ 12_540/5 9/dL; ° increase in adverse events, supporting its efficacy and
of adverse events - ) LT p="5. T o) safety as a dual antidiabetic treatment option.

O Data were pooled using a random-effects model. ! Body weight: Reduced with combination therapy (MD

O Meta-analysis was performed with Review Manager -0.82 kg; 95% CI -1.02 to -0.61; p<0.001; I2=19%). Conflict of Interest: All authors are associated with Sqarona Medical
(RevMan) version 5.4 0 Adverse events: Comparable between groups (OR 0.80; Communications LLP, Pune, which provides medical writing services.

e " 95% CI 0.54 to 1.18; p=0.26; 12=0%). Funding: None
o Sensitivity analyses were conducted to evaluate the Contact: madhulika.bolshete@sqgarona.in

robustness of the results.



