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BACKGROUND

AIM

This article aimed to further explore whether the baseline 

characteristics of patients other than the predefined subgroups 

were related to the better OS benefit of donafenib.
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Figure 1. Study Design

Analytical Method

 The statistical analysis for this report was based on the 

intention-to-treat (ITT) population of ZGDH3 study (which 

included 334 patients receiving donafenib and 334 patients 

receiving sorafenib).

 The median OS of donafenib and sorafenib of each subgroup 

was assessed by the Kaplan-Meier method. The stratified Cox 

proportional hazard model was used to calculate the hazard 

ratio and its 95% confidence interval.

 In 2020, there were 410,000 new cases of liver cancer in 

China accounting for 45% of global cases (910,000), and its 

mortality rate was the second highest among all cancers in 

China with 391,200 deaths1.

 Donafenib is a novel multikinase inhibitor, and it showed 

potential benefits in a previous phase Ib study in 

hepatocellular carcinoma (HCC)2.

 An open-label, randomized, multicentre phase II/III trial 

(ZGDH3) has demonstrated that compared with sorafenib, 

donafenib significantly prolonged the overall survival (OS) of 

patients with advanced HCC3. 

 Donafenib also showed a better survival benefit than sorafenib 

in the prespecified subgroup analysis3-4. 

RESULTS

 A total of 668 patients were included in the analysis (334 in each group). The 

baseline characteristics of patients in subgroups involved in this analysis included 

ECOG PS score, Child Pugh score, alanine aminotransferase (ALT), aspartate 

transaminase (AST), alfa-Fetoprotein (AFP), with or without prior interventional 

therapy, lung target lesion, lymph node target lesion, primary liver lesion, age, 

BMI, and number of target lesions (Figure 2).

 The result showed that donafenib was associated with a trend of improved OS 

benefit when compared with sorafenib in most subgroups (HR < 1) (Figure 2).

Figure 2. Exploratory subgroup comparison of donafenib vs. sorafenib in OS

 There were significant differences in the following subgroups (p<0.05): ECOG PS 

score of 1, normal AST, no prior interventional therapy, lung target lesion absent, 

lymph node target lesion present, age ≥ 65 years, and BMI < 25 (Figure 2-9).

 Among patients ≥ 65 years of age, the median OS of the donafenib group and 

the sorafenib group was 12.1 and 8.9 months, respectively, representing the 

most significant benefit in the donafenib group (HR 0.516, 95% CI 0.315–0.847) 

(Figure 8).

Figure 4. K-M plots of OS by AST normal and abnormal for donafenib vs. 

sorafenib 
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Figure 5. K-M plots of OS by prior interventional therapy and no prior 

interventional therapy for donafenib vs. sorafenib 

124 93 70 51 36 22 10 4 1 0

113 84 52 36 22 11 5 0

Donafenib

Sorafenib

Patients at risk

0 5 10 15 20 25 30 35 40 45

Months from Randomization

0

20

40

60

80

100

S
u

rv
iv

a
l 

R
a

te
 (

%
)

Risk of death reduced by 26%

210 171 119 83 59 32 15 6 1 0

221 175 118 88 53 28 10 2 1 0

Donafenib

Sorafenib

Patients at risk

0 5 10 15 20 25 30 35 40 45

Months from Randomization

0

20

40

60

80

100

S
u

r
v

iv
a

l 
R

a
te

 (
%

)

Median OS, months (95% CI)

Donafenib 12.1 (9.9, 14.1)

Sorefenib 10.6 (9.6, 13.7)

HR (95% CI): 0.889 (0.719, 1.099)

p = 0.2768

Median OS, months (95% CI)

Donafenib 11.5 (9.5, 14.8)

Sorefenib 8.8 (7.0, 12.0)

HR (95% CI): 0.741 (0.554, 0.991)

p = 0.0433

DISCLOSURES: Shukui Qin (qinsk@csco.org.cn) and Feng Bi declared no conflicts of interest.

Figure 3. K-M plots of OS by ECOG PS 0 and 1 for donafenib vs. sorafenib 
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Figure 6. K-M plots of OS by presence and absence of lung target lesion 

for donafenib vs. sorafenib 
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Figure 7. K-M plots of OS by presence and absence of lymph node target 

lesion for donafenib vs. sorafenib
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Figure 8. K-M plots of OS by age ≥65 and＜65 for donafenib vs. sorafenib
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Figure 9. K-M plots of OS by BMI ≥25 and＜25 for donafenib vs. sorafenib
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CONCLUSION

 Donafenib exhibited a better survival benefit than sorafenib in most of the baseline characteristic subgroups, and among them, there were significant

differences in patients with ECOG PS score of 1, normal AST, no prior interventional therapy, lung target lesion absent, lymph node target lesion present, age ≥

65 years, and BMI < 25.

 The survival benefit in the subgroups further confirmed the excellent efficacy of donafenib in the first-line treatment of advanced HCC.
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