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extrahepatic metastases and carries a poor prognosis. The optimal treatment strategy for these patients
remains controversial, and the role of local therapy lacks robust evidence. This study aimed to compare
overall survival (OS) between patients receiving combined local and systemic therapy versus systemic
therapy alone, and to assess the prognostic impact of oligometastatic status and the cumulative duration
of no evidence of disease (NED).

Methods: A retrospective analysis was conducted on 76 CNLC stage IIIb HCC patients treated at
Xiangya Hospital from January 2017 to December 2023. Forty patients received systemic therapy plus
local therapy (local therapy group), and 36 received systemic therapy alone (no local therapy group). OS
was compared between the two groups. Subgroup analyses were performed for oligometastatic and non-
oligometastatic patients to evaluate the benefit of local therapy. In the local therapy group, the correlation
between cumulative NED duration and OS was also examined.

Results: The 1-, 2-, 3-, and 5-year OS rates were 89.0% vs. 66.7%, 64.3% vs. 25.6%, 35.3% vs. 8.7%,
and 8.3% vs. 0.0% for the local therapy and no local therapy groups, respectively, with a statistically
significant difference (P=0.003). Among oligometastatic patients, the local therapy group had
significantly better OS than the no local therapy group (P=0.008), whereas no significant difference was
observed in non-oligometastatic patients (P>0.05). Multivariate analysis identified oligometastases as an
independent prognostic factor (HR=2.213, P=0.045). In the local therapy group, cumulative NED
duration was strongly correlated with OS (=0.851, P<0.001). Local therapy was well tolerated, with no
treatment-related deaths observed.

Conclusion: For CNLC stage IIIb HCC patients with well-controlled intrahepatic disease, local therapy
can significantly prolong survival, particularly in those with oligometastases. Achieving and maintaining
NED may represent an important therapeutic goal in this patient population.

Carcinoma, Hepatocellular; Extrahepatic Metastasis; Local Therapy
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Figure 1 Patient selection flowchart
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Table 1 Clinical characteristics of CLNC stage I1Ib HCC patients
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JIFZhBE Child-Pugh 4344 (%)] ZA~ 25(32.9) 28(36.9)
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Table 2 Clinical characteristics of CNLC stage I1Ib patients with oligometastases
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Figure 2 Survival curves of patients with CNLC stage I1Ib HCC A: Whole group of patients; B: Comparison between the
local therapy group and the no local therapy group
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Figure 3 Comparison of survival curves between oligometastatic and non-oligometastatic subgroups of CNLC stage I1Ib HCC

patients
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Table 3 Analysis of factors associated with OS of patients

AR ST EZ=Eivin
A

HR(95% CI) P HR(95% CI) P
P (5 vs. Z0) 1.375(0.528~3.583) 0.515 — —
AFHA (<50 % vs. >50 5 ) 1.187(0.591~2.381) 0.630 — —
48 K vs. T5) 0.499(0.152~1.642) 0.253 — —
JTREAR G vs. 77) 1.155(0.518~2.576) 0.724 — —
ECOG PST43(0ws. 1) 3.475(1.427~8.465) 0.006 2.423(0.942~6.231) 0.066
JFLhfE Child Pugh 734% (A vs. B) 1.911(0.786~4.648) 0.153 — —
G AR 1 (B s, ) 1.253(0.562~2.792) 0.581 — —
JH PR A GREOK 22 e ws. K 225 0.241(0.103~0.563) 0.001 0.617(0.195~1.952) 0.411
A AL cCR (75 vs. J22) 0.334(0.144~0.774) 0.011 0.599(0.229~1.564) 0.295
JEAMPEE R R B A2 (<2 em vs. >2 em) 0.779(0.360~1.685) 0.526 — —
SRS (U vs. 75) 2.868(1.373~5.989) 0.005 2.213(1.017~4.816) 0.045
JAFBIBTT CF vs. J0) 2.817(1.355~5.856) 0.006 1.412(0.577~3.453) 0.450
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Figure 4 A 33-year-old male HCC patient developed bilateral pulmonary metastases 11 months after surgery and underwent

three ablation procedures, remaining in an NED state A-C: Metastatic lesions in the left and right lungs
detected 11 months after surgery; D: A new metastatic nodule in the left lower lung detected 4 months after the second
ablation; E: CT-guided microwave ablation of the left lung nodule (first ablation); F-G: CT-guided microwave ablation of
the right lung nodule (second ablation); H: CT-guided microwave ablation of the left lower lung nodule (third ablation);
I-L: Follow-up 9 months after the third ablation showing the lesions reduced to fibrous cord-like changes
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Figure 5 Scatter plot analysis of the correlation between
cumulative NED duration and OS in patients
receiving local therapy
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Table 4 Incidence of local therapy-related adverse events

[ (%)]
iy 2na 14% 2% 3% 44% 54
R 5(7.1) 2(2.8) 0(0.0)  0(0.0)  0(0.0)
VS 7(10.0)  8(11.4)  0(0.0)  0(0.0)  0(0.0)
S 3(4.3) 0(0.0) 0(0.0)  0(0.0)  0(0.0)
M 3(4.3) 2(2.8) 0(0.0)  0(0.0)  0(0.0)
RN 3(4.3) 1(1.4) 000.0)  000.0)  0(0.0)
Mg 0(0.0) 1(1.4) 0(0.0)  0(0.0)  0(0.0)
ZxM 3(4.3) 5(7.1) 0(0.0)  0(0.0)  0(0.0)

ALTF155 7(10.0)  5(7.1) 3(43)  0(0.0) 0(0.0)
ASTTHE 6(8.6) 5(7.1) 2(2.8)  0(0.0)  0(0.0)
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