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Assessment of guideline recommendations must be considered in 
light of their scope and purpose



Target Populations for HCC Surveillance



Age, race, and presence of cirrhosis can identify those at risk for HCC

Mittal et al. Clin Gastro Hep 2018

Cohort of 8329 patients from VA with HBV infection (at least two positive 
HBV tests >6 months apart)

During mean follow-up 7.1 years, 303 incident HCC (annual incidence 0.5%)

Annual HCC incidence higher in Asian Pacific Islanders (HR 2.0, 95%CI 1.3 –
3.2) and increased with age (40-49 years: HR 2.0, 95%CI 1.0 – 3.9); 50-59 
years: HR 3.0, 9%CI 1.6 – 5.8; 60+ years: HR 4.0, 95%CI 2.0 – 7.9). 

Among those without cirrhosis, annual HCC risk > 0.2% in those >40 years 
but not younger patients



Patients with low PAGE-B scores have low HCC risk

Cohort of 1951 chronic HBV patients (526 with cirrhosis) from Europe 
treated with ETV/TDF for >12 months 

- 1205 patients followed >5 years (325 with cirrhosis)

HCC diagnosed in 101 patients, with 17 HCC after 5 years
- Incidence 1.22% within 5 years and 0.73% after 5 years

Intermediate and high PAGE-B both had annual incidence >0.2%
whereas no HCC cases in patients with low PAGE-B score

Papatheiodoridis et al. Hepatology 2017



Level I evidence supporting surveillance using ultrasound and AFP

Zhang et al. J Cancer Research Onc 2004



Ultrasound + AFP has high sensitivity for early HCC and is cost-effective

Sensitivity of ultrasound and AFP 63% for early stage HCC

Tzartzeva et al. Gastroenterology 2018
Parikh et al. Am J Gastro 2021



There are promising imaging and biomarker surveillance strategies…



… but it’s too early to celebrate and declare them ready for prime time



Summary

• Guidelines provide a framework of recommended management for cohorts, 
considering many factors including cost-effectiveness across large populations

• HCC surveillance is recommended in high risk patients with chronic HBV infection, 
whether defined by demographics or clinical risk scores such as PAGE-B

• Ultrasound and AFP have the best data as HCC surveillance tools
• There are promising imaging and blood-based surveillance tests; however, none 

have sufficient evidence  to be used routinely in clinical practice or incorporated 
into guidelines


