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Background: Because of the known limitations of ultrasonography (US) alone, we
reevaluated whether complimentary testing for serum alpha-fetoprotein (AFP) is help-
ful in surveilling for hepatocellular carcinoma (HCC) in high-risk populations.

Methods: We included, from a hospital-based cancer registry, 1,776 asymptomatic
adults who were surveilled biannually with the AFP test and US and eventually diag-
nosed with HCC between 2007 and 2015. Based on the screening results, these patients
were divided into three groups: AFP (positive for AFP only; n¼ 298 [16.8%]), US (pos-
itive for US only;n¼978 [55.0%]), and AFPþUS (positive for both; n¼ 500 [28.2%]).
We compared the outcomes of the three groups, calculating the survival of the AFP
group both as observed survival and as survival corrected for lead-time.

Results: In terms of tumor-related factors, the separate AFP and US groups were more
likely to have early stage HCC and to receive curative treatments than the combined
AFPþUS group (Ps< 0.05). The AFP group had significantly better overall and cancer-
specific survival than the AFPþUS group after adjusting for covariates (adjusted hazard
ratios [HRs] 0.68 and 0.62, respectively). In analyses correcting for lead-time in the
AFP group (doubling time 120 days), the respective adjusted HRs for the AFP group
were unchanged (0.74 and 0.67), but they were no longer significant after additional
adjustment for tumor stage and curative treatment (0.87 and 0.81).

Conclusions: HCC cases detected by the AFP test without abnormal ultrasonic findings
appear to have better survival, possibly as a result of stage migration and the resulting
cures. Complementary AFP surveillance, together with US, could be helpful for at-risk
patients.
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Background: Hepatocellular carcinoma (HCC) is the second most common worldwide
cancer, but biomarkers for early detection remain challengeable. TIE2-expressing
monocyte (TEMs) cells display pro-tumoral activities. The aim of the study was to
examine the expression of TEM which is defined as CD14þ TIE2þ and angiopoietin-2
in hepatocellular carcinoma and its potential use as a diagnostic tumor marker in HCC
patients with HCV induced liver cirrhosis.

Methods: This study was conducted on 112 Patients admitted to our tropical medicine
department and 38 controls divided into two groups: Group I comprised 78 patients
with HCC; group II comprised 34 patients with cirrhosis. Both groups were compared
with 38 (age and sex-matched) healthy persons as group III.

Results: level of TEMs & serum Ang-2 were significantly higher in HCC patients com-
pared with liver cirrhotic patients and healthy controls. Sensitivity & specificity in diag-
nosis of HCC respectively were CD14 (89.7%, 83.3%), TIE 2 (76.9%, 83.3%). Ang-2
(76.9%, 66.7%).

Conclusions: These results suggest that TEMs & Ang-2 increase in patients with HCC
supporting the idea that TEMs & Ang-2 can be used as a diagnostic marker for HCC,
especially among the high-risk group of patients.
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Background: Met is a therapeutic target in HCC. Tepotinib is a highly-selective Met
inhibitor with antitumor activity in pts with METþ tumors. Here, we report the out-
comes of a randomized phase 2 study of tepotinib vs sorafenib in Asian pts with
advanced HCC.

Methods: Asian patients with Met overexpression (2þ/3þ by immunohistochemistry
[IHC; scale 0 to 3þ]) advanced HCC (Barcelona clinic liver cancer Stage B/C; Child-
Pugh Class A without encephalopathy; ECOG performance status 0–1; no prior sys-
temic therapy for advanced HCC) were randomized (1:1) to tepotinib 500 mg once
daily or sorafenib 400 mg twice daily, in 21-day cycles. Primary endpoint was time to
progression (TTP; by independent review committee [IRC]); key secondary endpoints
included safety, progression-free survival (PFS), overall survival (OS) and objective
response rate (ORR). Efficacy was assessed by IRC and by investigators.

Results: Of 90 randomized pts, 75 were included in the efficacy analysis (tepotinib
n¼ 38, sorafenib n¼ 37): median age was 57 [range 31–78] years; 84%<65 years; 95%
male). Median treatment duration (range) was 13 (1–81) weeks for tepotinib vs 12
(<1–62) weeks for sorafenib. Median TTP and PFS by IRC and investigators were sig-
nificantly longer for tepotinib vs sorafenib (Table). Improved TTP (by IRC) with tepo-
tinib was observed across subgroups. Median OS was similar between arms. ORR by
IRC was 10.5% (tepotinib; 4 partial responses) vs 0% (sorafenib) (p¼ 0.0438).
Treatment-related treatment-emergent adverse events (TEAEs) occurred in 82%
(grade�3: 29%) and 98% (grade�3: 45%) of pts with tepotinib and sorafenib, respec-
tively. Hypertension (14%) was the only grade�3 treatment-related TEAE occurring
in� 10% pts (sorafenib arm). No new safety signals were noted.

Conclusions: In Asian pts with Met-overexpressing advanced HCC, TTP and PFS were
significantly longer with tepotinib than with sorafenib and tepotinib treatment was
associated with fewer overall and grade�3 treatment-related TEAEs.
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Table: 186P
Tepotinib 500 mg

once-daily (n 5 38)

Sorafenib 400 mg

twice-daily (n 5 37)

HR [90% CI]

Median TTP, months

By IRC 2.9 1.4 0.42 [0.26, 0.70]; p¼ 0.0043

By investigator 5.6 2.8 0.46 [0.28, 0.73]; p¼ 0.0059

Median PFS, months

By IRC 2.8 1.4 0.53 [0.33, 0.84]; p¼ 0.0229

By investigator 3.2 2.8 0.59 [0.38, 0.92]; p¼ 0.0496

Median OS, months

ITT 9.3 8.6 0.73 [0.43, 1.21]; p¼ 0.3039

Subgroup analyses Median TTP (IRC), months Tepotinib 500 mg

once-daily (n¼ 38)

Sorafenib 400 mg

twice-daily (n¼ 37)

HR [90% CI]

Age, years (n)

<65 years (31) 2.8 (32) 4.4 0.52 [0.31, 0.88]

�65 years (7) 4.4 (5) 1.4 0.16 [0.04, 0.73]

Vascular invasion and/or extrahepatic spread (n)a

Present (12) 2.8 (15) 1.4 0.56 [0.23, 1.35]

Absent (16) 4.2 (6) 1.4 0.10 [0.03, 0.38]

Gene amplificiation status (n)a

Mean GCN <5 (32) 2.9 (32) 1.4 0.44 [0.26, 0.75]

Mean GCN �5 (4) 2.0 (5) 1.4 0.51 [0.12, 2.11]

HBV status (n)a

Negative (10) 4.2 (6) 1.4 0.33 [0.10, 1.02]

Positive (24) 2.8 (30) 1.4 0.51 [0.29, 0.89]

AFP elevation (n)

Yes (29) 2.8 (32) 1.4 0.55 [0.32, 0.95]

No (9) 4.2 (5) 1.3 0.19 [0.05, 0.67]

Prior local-regional therapy (n)

Yes (20) 2.7 (20) 1.4 0.46 [0.24, 0.87]

No (18) 4.2 (17) 2.6 0.27 [0.11, 0.67]
aInformation not available for some patients in the tepotinib and/or sorafenib group AFP, alpha-fetoprotein; CI, confidence interval; GCN, gene copy

number; HR, hazard ratio; IHC, immunohistochemistry; IRC, independent review committee; ITT, intent-to-treat; OS, overall survival; PFS, progression-free

survival; TTP, time to progression
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