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Background

The CARES-009 study aims to assess the efficacy and safety of perioperative camrelizumab plus rivoceranib in patients with resectable
hepatocellular carcinoma (HCC) at intermediate or high-risk of recurrence.

Methods

Patients with resectable CNLC stage Ib-Illa HCC (namely BCLC A with tumor size >5 cm, BCLC B and BCLC C without main portal vein tumor
thrombus and extrahepatic metastasis) were randomized 1:1 to the perioperative group or the surgery group, stratified by CNLC stage and
HBV infection status. In the perioperative group, patients received 2 cycles of neoadjuvant camrelizumab (200 mg g2w) and rivoceranib
(250 mg qd), followed by surgical resection and at least 6 cycles of adjuvant camrelizumab (200 mg q3w) and rivoceranib (250 mg qd). In
the surgery group, patients underwent upfront surgical resection. The primary endpoint was event-free survival (EFS) assessed by
investigators per RECIST v1.1. Key secondary endpoints included major pathological response (MPR, <50% viable tumor cells in resected
specimens) and overall survival (0S). EFS was also retrospectively assessed by blinded independent review committee (BIRC).

Results

Atotal of 294 patients were randomized to the perioperative group (n=148) or the surgery group (n=146). At the prespecified interim
analysis, the median follow-up was 21.3 months. Median EFS was significantly prolonged in the perioperative group vsin the surgery group
(42.1 months vs 19.4 months; HR, 0.59; 95% CI, 0.41-0.85; p=0.0040 [significance boundary 0.0148]). MPR was achieved in 35.1% of
patients in the perioperative group (3.4% with pathological complete response) compared with 7.5% in the surgery group (p<0.001). EFS
assessed by the BIRC were consistent with investigator-assessed findings (the perioperative group vs the surgery group, HR, 0.63; 95% Cl,
0.44 t0 0.90). With only 39 events, 0OS data remained immature. Grade >3 treatment-related adverse events occurred in 37.6% of patients in
the perioperative group.

Conclusions

Perioperative camrelizumab plus rivoceranib significantly improved EFS and MPR compared with surgery alone in patients with resectable
HCC at intermediate or high-risk of recurrence.
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