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International phase Il randomized placebo-controlled study investigating the
combination of YIV-906 plus sorafenib (SORA) in HBV (+) patients (Pts) with ad-
vanced hepatocellular carcinoma.
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Background: YIV-906 (formerly PHY906/KD018), inspired by an 1800-year traditional botan-
ical medicine formulation, is being developed under the FDA’s botanical drug guidance (IND’s
138525 and 62627) for treating gastrointestinal ailments associated with chemotherapeutics or
chemoradiation. Multi-targeted tyrosine kinase inhibitors, SORA and Lenvatinib, are first-line
systemictreatment options for advanced HCC pts, are limited by high rates of grade = 3
treatment-related adverse events. Preclinical data suggests YIV-906 increases tumor micro-
environment inflammation by M1 macrophage activation/proliferation resulting in HCC tumor
rejection in vivo and reduces SORA-associated toxicity, suggesting improved safety and po-
tential clinical benefit for pts. Methods: An international, multicenter, double-blind, placebo-
controlled, randomized phase 2 study was conducted examining YIV-906’s impact on SORA in
advanced HCC pts (NCT04000737), stratified by metastatic status and ECOG Performance
Status. The primary endpoint was progression-free survival (PFS). Secondary endpoints were
TTP, ORR, and DCR by RECIST1.1; OS, QoL, and safety by CTCAE version 5.0. Per Protocol Set
(PPS) analysis exclude patients with misrandomizations and major protocol violations impact-
ing data integrity and quality. Translational correlatives include pharmacokinetics and ex-
ploratory soluble biomarkers analysis. Results: From 18 Feb 2020 to 03 Jun 2023, 107 pts were
screened across 20 study sites in 4 regions (US and Asia). 62 chronic HBV(+) HCC systemic
treatment naive pts with Child-Pugh A liver function were randomized to a 2:1 ratio, (41 pts
YIV-906 arm, 20 pts placebo arm). The Investigator-assessed mPFS per RECIST 1.1 was slightly
longer in the YIV-906 arm than the placebo arm in ITT group (N = 62). PPS Subgroup analyses
indicated: significant improvement in PFS in pts completing at least 2 treatment cycles (N =
49); YIV-906 arm mPFS is 5.6 months (95% CI: 3.6, 7.2) vs. placebo arm 2.3 months (95% CI:
1.9, 3.9) respectively; a 69% reduction in risk of disease progression or death (HR = 0.31[95%
CI: 0.13, 0.72]; p = 0.004). The YIV-906 arm mOS was 14.3 months (95% CI: 8.2, 18.8) vs placebo
arm 8.0 months (95% CI: 4.6, 32.1), HR of 0.97 (95% CI: 0.51, 1.84; p = 0.92). In the secondary
endpoint ORR, improvement was also observed by the investigator. YIV-906 arm pts tolerated
SORA longer, with manageable toxicity profile. No new safety signals in YIV-906 + SORA treated
pts were identified compared with sorafenib monotherapy. Conclusions: In this limited cohort
of patients with confirmed HBV (+) HCC diagnosis, our findings suggest that YIV-906 is
effective for increasing SORA’s therapeutic index and clinical activity, and supports further
studies of YIV-906. Clinical trial information: NCT04000737. Research Sponsor: Yiviva Inc.
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