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Efficacy and safety of Diterpene Ginkgolides Meglumine Injection in treatment of
acute ischemic stroke with different hepatorenal status
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Abstract: Objective To investigate the efficacy and safety of Diterpene Ginkgolides Meglumine Injection (DGMI) in patients
with acute ischemic stroke hepatorenal status. Methods Data were obtained from a multicenter, randomized, double-blind,
placebo-controlled, parallel-group trial. Patients with acute ischemic stroke within 48 h. They were randomized to receive DGMI
or placebo once daily in a 1 : 1 ratio. Patients were divided by hepatorenal statuses, as normal and abnormal group. The primary
outcome was the proportion of patients with a modified Rankin Scale (mRS) of 0 or 1 on day (90 + 7) after randomization. The
primary safety outcome was adverse events within 90 d. Results A total of 3 337 patients were enrolled, with 1 841 (55.2%)
patients with normal and 1 496 (44.8%) with abnormal hepatorenal status. DGMI was associated with a higher proportion of mRS
score of 0—1 in both normal (OR, 1.38; 95% CI, 1.15-1.66; P < 0.001) and abnormal (OR, 1.22; 95% CI, 1.00—1.50; P = 0.05)
hepatorenal status groups, compared to the placebo group. There was no significant interaction between hepatorenal status with
treatment (P = 0.28 for interaction). The rates of adverse events were similar between DGMI and placebo group across different
hepatorenal status (P = 0.41 for interaction). Conclusion Among patients with AIS in this randomized clinical trial, DGMI
improved the proportion of patients achieving favorable clinical outcomes at 90 d compared with placebo, regardless of hepatorenal

status.
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Table 1 Baseline characteristics

HEDIRERHE (n=1496)

FFEThREEHE (n=1841)

o
b RIGH (n=743) XA (n=753) RIGH (n=923) WM (n=918)
EW/%, M(Pas~Prs) 69(61~75) 68(61~75) 037 60(53~66) 60(52~66) 0.60
iy @il Stee 5 451 (60.7) 486 (64.5) 0.12 597 (64.7) 611 (66.6) 0.40
gy 292 (39.3) 267 (35.5) 326 (35.3) 307 (33.4)
BMI/(kg-m2), M(P2»s~P7s)  23.7(21.6~254)  23.5(21.6~25.6) 0.92 23.7(21.9~25.7)  23.9(22~25.7) 0.31
Wi i /mmHg, M(P2s~Prs)  146(130~160) 145(132~160) 0.82  146(133~161) 142(130~160)  <<0.001
£F#K E/mmHg, M(P2s~P7s) 85(80~95) 85(80~94)  0.58 88(80~97) 86.5(80~94) 0.06
PR (), & AR 186 (25.0) 178 (23.6)  0.53 202 (21.9) 196 (21.4) 0.78
E/%) e T 52 468 (63.0) 498 (66.1)  0.20 550 (59.6) 527 (57.4) 0.34
R s 168 (22.6) 154 (20.5) 031 221 (23.9) 205 (22.3) 0.41
KIWBNRITIE] <24 h 316 (42.5) 323 (42.9) 0.89 398 (43.1) 392 (42.7) 0.86
=241 427 (57.5) 430 (57.1) 525 (56.9) 526 (57.3)
NIHSS ¥4 M(P25~P7s) 7(6~9) 7(6~9) 0.55 7(6~9) 8(6~9) 0.79
ALT/(IU-L"), M(P25~P7s) 17(12.0~25.7) 17(12.5~25.0)  0.89 19(14~26) 19(14~27) 0.58
AST/(IU-L™Y), M(P25~P7s) 20(16~26) 20(16~26)  0.84  19.9(16~24) 19(16~24) 0.44

eGFR/(mL'min!-1.73 m™2) 80.3(67.8~86.9)

80.0(68.6~87.3) 0.65 99.7(95.0~106.0) 100.0(94.5~107.0)  0.58

AR RRE N CRIU A~ BP0 [M(Pos~Prs)]: 1 mmHg=133 Pa,

Continuous variables were expressed as median with interquartile range; | mmHg = 133 Pa.
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Table 2 Results of subgroup analysis of key efficacy outcome indicators

BEHB CHE/%)

W24y o e OR (95% CI) P1H ZTH PE
5 hRERAS S 368(49.5) 335(44.5) 1.22(1.00~1.50) 0.050 0.38
E# 479(51.9) 402(43.8) 1.38(1.15~1.66) <0.001
FF DI REIRAS S 36(37.5) 44(40.0) 0.90(0.51~1.58) 0.710 0.18
E# 811(51.7) 693(44.4) 1.34(1.16~1.54) <0.001
B IhReRAS S 351(51.0) 308(44.8) 1.28(1.04~1.58) 0.020 0.79
IEH 496(50.7) 429(43.6) 1.33(1.11~1.59) <0.001
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Table 3 Results of subgroup analysis of adverse event rates
BEBH CHH/%) N
T4 540 e T OR (95% CID P1H LHPE
MEgRE  HE 128(17.2) 120(15.9) 1.10(0.84~1.44) 0.50 0.41
E# 166(18.0) 173(18.8) 0.94(0.75~1.20) 0.63
HFThRERAS S 21(21.9) 21(19.1) 1.19(0.60~2.34) 0.62 0.63
E# 273(17.4) 272(17.4) 1.00(0.83~1.20) 0.98
ey TN Sew 117(17.0) 108(15.7) 1.10(0.83~1.46) 0.52 0.45
EH 177(18.1) 185(18.8) 0.95(0.76~1.20) 0.69
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