
 

 
HTA COUNCIL FINAL RECOMMENDATION ON BIANNUAL ULTRASOUND (US) 

COMBINED WITH ALPHA FETOPROTEIN (AFP) TEST AS SCREENING TEST FOR 
ADULTS AT HIGH RISK TO DEVELOP HEPATOCELLULAR CARCINOMA (HCC)  

(WITH SECRETARY OF HEALTH DECISION) 
 
 

Date of submission of the HTAC Recommendation: 01 December 2025 
Date of notification to HTAC on the SOH decision: 29 April 2026 
 
The Secretary of Health (SOH) concurs with the final recommendation of the HTA Council on 
Biannual Ultrasound (US) combined with Alpha fetoprotein (AFP) test as screening 
test for adults at high risk to develop hepatocellular carcinoma (HCC) through 
Department of Health (DOH) Department Circular No. 2026 - 0182 “Cascading of 
Recommendation for Government Financing on Biannual Ultrasound (US) combined with Alpha 
Fetoprotein (AFP) Test as Screening for Adults at High Risk to Develop Hepatocellular 
Carcinoma (HCC)” published on 28 April 2026.   
 
As a final recommendation, the HTA Council positively recommends biannual 
ultrasound (US) combined with alpha fetoprotein (AFP) test as a screening test for 
adults at high risk to develop hepatocellular carcinoma (HCC) every 6  months, for 
financing by DOH and/or PhilHealth. ​
 
Given the projected high budget impact of implementing screening using biannual US 
combined with AFP test among adults aged 40 years and above at high risk to develop 
HCC, the HTA Council further recommends for DOH and PhilHealth to explore ways to 
decrease the overall cost of implementing biannual US with AFP test.  
 
In addition, it is important for the DOH to strengthen existing HCC prevention measures such 
as implementation of programs to mitigate risk factors for chronic liver diseases, including 
healthy lifestyle promotion, vaccination against Hepatitis B, and Hepatitis B surface antigen 
(HBsAg) screening.  
 
Lastly, the Council emphasizes the need to address inequitable access to ultrasound and 
AFP testing facilities in the country in order to  maximize the benefits of this health 
technology. 
 
The population, intervention, comparator, and outcomes (PICO) set by the HTA Council for 
the said evaluation are shown in the table below, for your reference: 

Population Adults at high risk* of developing hepatocellular carcinoma (HCC)  

 
 
 

1 
 
 

 



 

Intervention Biannual Ultrasound (US) combined with alpha fetoprotein (AFP) test  

Comparator  Biannual US alone (without AFP test) 
No screening 

Outcomes ●​ Clinical:  
○​ Efficacy: Mortality 
○​ Diagnostic Performance: Sensitivity and Specificity 

●​ Economic: 
○​ Incremental cost-effectiveness ratio (ICER) 
○​ Budget impact 
○​ Household financial impact  

●​ Ethical, legal, social, and health systems implications (ELSHI) 

*Individuals aged 40 years and above with cirrhosis or Hepatitis B virus infection 
 
Prior to the release of the final recommendation, the preliminary HTA Council 
recommendation was subjected to stakeholder consultation from 30 October to 14 
November 2025. One comment was received  by the HTA Council. While the comment 
received did not merit any change in the HTA Council’s positive preliminary recommendation 
based on our review, the HTA Council deemed it necessary to relay these comments from 
the Philippine Society of Medical  Oncology (PSMO) to guide future implementation.  
 
This final recommendation was based on the following considerations: 
 
C1. Burden of the Disease 
 
Global burden 

●​ Hepatocellular carcinoma (HCC) is the most predominant type of liver cancer, 
accounting for 80-90% of cases (Kim, 2024). Globally, liver cancer is the sixth most 
commonly diagnosed cancer and the third leading cause of cancer-related deaths 
(GLOBOCAN, 2022).  It is more common in men and often diagnosed at the age of 
50-70 years old (Calderon-Martinez et al., 2023). 

Local Burden 
●​ In the Philippines, liver cancer is the fourth most common cancer overall and the third 

most common cause of cancer-related death (GLOBOCAN, 2020). The most 
common risk factors in developing HCC are liver cirrhosis and chronic hepatitis B 
infection (Ornos, 2023). 

 
C2. Clinical Accuracy and Effectiveness 
 
Diagnostic Performance​
Overall, in terms of diagnostic performance, evidence shows that biannual US + AFP test 
have a higher sensitivity but lower specificity compared to US alone (without AFP), in 
patients with chronic liver disease, hepatitis B virus infection or history of chronic hepatitis, or 
cirrhosis. 

●​ Performance characteristics in patients with chronic liver disease 
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A systematic review and meta-analysis (Colli et. al, 2021) with low to very low 
certainty of evidence showed that biannual US + AFP test had a pooled sensitivity of 
96% (95% CI: 88% to 98%) and a pooled specificity of 85% (95% CI:73% to 93%). 
Meanwhile, biannual US alone (without AFP) had a pooled sensitivity of 72% (95% 
CI: 63% to 79%) and a pooled specificity of 94% (95% CI: 91% to 96%). The 
reference standards used in the review were either histology, CT scan, or MRI. 
 

●​ Performance characteristics in hepatitis B and chronic hepatitis patients ​
One randomized controlled trial (RCT) (Zhang et. el., 1999) which used biopsy as 
reference standard, with very low certainty of evidence shows that biannual US + 
AFP test had a sensitivity of 92.16% (95% CI: 81.5% to 96.91%) and specificity of 
92.50% (95%CI: 92.13 to 92.85). Meanwhile, biannual US alone (without AFP) had a 
sensitivity of 84.31% (95% CI: 71.99 to 91.83)  and a specificity of 97.02% (95% CI: 
96.77 to 97.24).   

 
●​ Performance characteristics in patients with cirrhosis​

Three primary studies rated with very low certainty of evidence [Trinchet et al., 2011 
(reference standard:  CT-scan, MRI, arteriography serum AFP assay,  and/or guided 
biopsy), Singal et al., 2012 (reference standard: triple phase CT or MRI) and Kim et 
al., 2016 (reference standard: CT or histology)] show that biannual US + AFP test 
had a sensitivity of 32.6% (95% CI: 19.1 to 48.5) to 74.8% (95% CI: 66.2 to 82.2) and 
a specificity of 82.9% (95% CI: 80.6 to 85.0) to 88.2% (95% CI: 84.4 to 91.3). 
Meanwhile, biannual US alone (without AFP) had a sensitivity of 25.6% (95% CI: 
13.5 to 41.2) to 65.0% (95% CI: 55.9 to 73.4) and a specificity of 89.7% (95% CI: 
87.8 to 91.4) to 91.5% (95% CI: 88.4 to 94.1).  

​
 
Clinical efficacy 

●​ Reduction of HCC-related mortality​
Based on one RCT (Zhang et al., 2004) with very low certainty of evidence, there is a 
statistically significant reduction in HCC mortality and significant survival advantage 
among those screened with biannual US combined with AFP test (5-year survival 
rate: 46.4%) as compared to those who did not undergo screening (5-year survival 
rate: 0%). 

 
C3. Cost-Effectiveness​
 

●​ The cost-utility analysis done covered the following comparisons of screening 
modalities for adults at high risk of developing hepatocellular carcinoma: 

○​ Biannual ultrasound + AFP test vs Biannual ultrasound alone without AFP 
(biannual US + AFP test vs biannual US alone without AFP) 

○​ Biannual ultrasound + AFP test vs No screening (biannual US + AFP vs No 
screening) 

○​ Biannual ultrasound alone without AFP vs No screening (biannual US alone 
without AFP vs No screening) 

 
●​ Results of the cost-utility analysis showed that biannual US + AFP test is 

cost-saving (less costly, higher effectiveness) with an ICER of ₱ -125,917 per QALY 
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gained, compared to biannual US alone (without AFP) assuming a cost-effectiveness 
threshold set at 0.75 x Philippine GDP per capita (₱ 175,707.75 per QALY gained). 
Meanwhile, biannual US + AFP test is  cost-effective  compared to no screening, with 
an ICER of ₱ 53,523 per QALY gained. 

●​ Biannual US alone (without AFP) is not cost-effective versus no screening with an 
ICER value of ₱ 176,150 per QALY gained which is beyond the assumed 
cost-effectiveness threshold. 

●​ When comparing biannual US + AFP with biannual US alone (without AFP test), 
probabilistic sensitivity analysis showed that biannual US + AFP has higher 
probability of being cost-effective, assuming CE thresholds at 0.5, 0.75, 1x GDP per 
capita. Similarly, when compared to no screening, biannual US + AFP has higher 
probability of being more cost-effective across all CE thresholds (0.5, 0.75, 1xGDP). 
Lastly, no screening has a marginally higher probability of being cost effective versus 
biannual US alone (without AFP) at 0.75x GDP. However, the probability of biannual 
US alone (without AFP test) being cost effective versus no screening increases at 
higher thresholds.  
 

●​ The one-way sensitivity analysis comparing biannual US + AFP test vs biannual 
US alone (without AFP) showed that the ICER is most sensitive to the following 
parameters: proportions of early and late detection of HCC using biannual US + AFP 
test; proportion of early detection using biannual US alone; cost of treatment with 
systemic therapy + palliative care;  and cost of biannual US + AFP test. When 
comparing biannual US + AFP test vs no screening, the ICER is also most 
sensitive to the proportions of early and late HCC detection using biannual US + AFP 
test and its corresponding treatment cost (i.e., cost of resection and cost of systemic 
therapy and palliative care, respectively); and the cost of confirmatory test (CT scan). 
Meanwhile, when comparing biannual US alone (without AFP) vs no screening, 
ICER is most sensitive to the cost of systemic therapy and palliative care; cost of CT 
scan, cost of resection, cost of ablation, quality of life among patients in remission 
(NED). 
 

 
C4. Affordability and viability 
 

●​ Comparing three implementation strategies for screening of at risk population ages 
40 years and above for HCC [(1) 5-year gradual transition from 100% screening with 
biannual US alone (without AFP) to 100% biannual US + AFP test; (2) 100% 
implementation of biannual US +  AFP screening; and (3) 100% implementation of 
biannual US alone (without AFP)], the potential 5-year budget impact of screening 
was lowest using the strategy of implementing 100% biannual US alone (without 
AFP) throughout the 5 years (₱15.850 B), followed by the 5-year gradual transition 
from 100% biannual US alone (without AFP) to 100% biannual US + AFP test 
(₱27.895 B). The strategy of implementing 100% biannual US + AFP test throughout 
5 years had the highest total budget impact (₱38.436 B). These results are 
anticipated given the higher unit cost of biannual US +  AFP test compared to US 
alone (without AFP).​
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​
Note: This analysis excludes rare cases of patients with liver cirrhosis under 40 years 
old.  

 
 
C5. Household financial impact 
 

●​ The median actual hospitalization cost for liver cancer is ₱26,625.61 while PhilHealth 
covers a median amount of ₱ 14,200.00, leaving a median out-of-pocket cost of 
₱12,301.13. On average, PhilHealth covers 58.55% of hospitalization expenses for 
liver cancer. However, there are outlier claims with hospitalization costs and 
out-of-pocket costs reaching up to ₱ 1,000,000.00.  
 

●​ While PhilHealth coverage alleviates some hospitalization costs, the considerable 
financial burden on households remains evident. The household financial impact of 
liver cancer justifies the adoption of ultrasound with AFP screening of adults at high 
risk to develop HCC to reduce the risk of unfavorable outcomes of HCC and its 
corresponding financial burden. 

 
C6. Ethical, legal, social, health systems impact (ELSHI)​
​
Ethical and Social Implications 

●​ In light of the ethical and social considerations identified in the focus group 
discussion (FGD) such as access and resource disparities, patient anxiety, limited 
health literacy, and balancing beneficence and non-maleficence, the implementation 
of biannual US with AFP for HCC screening must balance effectiveness, equitable 
access, patient well-being and affordability to ensure that adding AFP test to 
ultrasound will not further aggravate existing inequities. Strengthening health 
insurance coverage, addressing geographical barriers and improving health literacy 
are vital for widespread acceptance and accessibility. Further, a holistic, 
patient-centered approach that spans the entire continuum of care is also essential to 
achieving ethical and socially inclusive implementation of ultrasound with AFP 
screening for HCC in the Philippines. 

 
Legal Implications 

●​ Based on the FGDs conducted, the following legal concerns should be considered in 
the implementation of US + AFP test: 

○​ Secure data privacy, particularly with centralized registries (in compliance with 
the Data Privacy Act of 2012) 

○​ Ensure informed consent through clear patient education 
○​ Mitigate liability risks (operator variability, diagnostic inaccuracies) by having 

clear guidelines and quality assurance measures 
 

Health Systems Implications 
●​ The FGDs highlighted the following concerns on the health systems impact of the 

proposed screening program (US +  AFP): 
○​ Uneven distribution of resources, including AFP testing facilities, skilled 

ultrasonographers and sonologists, and infrastructure (including digital 
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infrastructure) to manage increased patient volume. This can limit access to 
patients in rural or resource-limited areas. 

○​ Logistical challenges, including transportation and integration of the screening 
program into existing workflows, may hinder implementation. 

○​ Financial barriers, including high out-of-pocket expenses and insurance 
coverage gaps, pose additional burdens on the health system. 

○​ Lack of a standardized and contextualized guideline for HCC screening that 
benefits all patients regardless of geographic location or financial capacity. 

○​ Need for a comprehensive end to end care model that ensures a seamless 
process from diagnosis to treatment and follow-up.  

○​ Low health literacy which can be addressed through patient education to 
improve awareness and participation. 

○​ Potential strain on resources and existing infrastructure leading to bottlenecks 
in patient flow, extended waiting time, and potential delays in diagnosis and 
treatment.​
 

The FGD findings were aligned with the literature review conducted, highlighting the 
need for strategic investments in medical equipment, diagnostic facilities, healthcare 
workforce training, digital health solutions, and overall health system capacity and 
infrastructure.  
 
Health systems should prioritize measures to enhance patient adherence to 
recommended screening intervals, minimize logistical barriers, and ensure timely 
follow-up care. Additionally, other concerns such as the lack of a nationwide Hepatitis 
B surface antigen (HBsAg) screening program, disparities in access to liver 
transplantation, and the additional workload strain on radiologists with the increasing 
demand for HCC screening, should also be addressed. Aside from a comprehensive 
process from diagnosis to treatment and follow-up, HTAC also emphasizes the need 
to strengthen HCC preventive measures such as implementation programs to 
mitigate risk factors for chronic liver diseases such as healthy lifestyle promotion, 
vaccination against Hepatitis B, and Hepatitis B surface antigen (HBsAg) screening 
program. 
 

Other Evidence Considered 

Additionally, 24 guidelines from ministries of health (MOH), HTA agencies, and medical 
societies(i.e., European Union, Malaysia, Canada, Thailand, United Kingdom, Australia, 
China, Indonesia, Singapore, South Korea, Kenya, Cambodia, WHO, United States, 
Philippines, India, Myanmar, Brazil, Colombia, Chile, South Africa, Argentina, Taiwan and 
Asia Pacific) were scoped. Twenty (20) out of the 24 countries/ agencies/ societies 
recommended US alone (without AFP) or US in combination with AFP test for HCC 
screening. Among them, seven (7) countries/ agencies/ societies (consisting of MOH 
recommendations from Malaysia, Canada and Australia, medical society practice guidelines 
from China, Indonesia and Asia Pacific Region, and HTA agency and medical society 
guidelines from South Korea) recommended screening with US combined with AFP test 
every 6 months. Five of seven countries/ agencies/ societies (China, Malaysia, South Korea, 
Canada, Australia) specified that screening with US combined with AFP must be performed 
for patients at risk of HCC. The guidelines had different definitions for the population with 
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high risk for HCC but risk factors for HCC include age (older than 40 or 50 years old), 
hepatitis B and C infection, family history of liver cancer, patients with cirrhosis, and alcoholic 
and non-alcoholic liver disease. ​
​
Comments on the Preliminary HTA Council Recommendation 
 
The Philippine Society of Medical Oncology (PSMO) through an email expressed agreement 
with  the HTA Council recommendation for Biannual US with AFP as screening test for 
adults at high risk to develop hepatocellular carcinoma. The Society also agreed with the 
recommended frequency of every six months, but emphasized that the AFP test must be 
done after a liver ultrasound, noting the general consensus regarding the use of ultrasound 
as a screening test [Reference: Philippine HCC CPG 2021, p 8].  
 
In addition, PSMO noted that a progressive elevation rate of ≥7ng/mL per month may be 
more useful as a diagnostic tool for HCC, compared to the use of a fixed cut-off value (such 
as 200 ng/mL) [Reference: Arrieta et al., 2007 as cited by the NCCN Hepatocellular 
Carcinoma Version 1.2025, MS-6]. Evidence suggests that aside from setting a fixed cut-off 
value for a positive test result, observing the longitudinal changes in AFP levels has the 
potential to improve test performance, subject to further evaluation according to the 
American Association for the Study of Liver Diseases (AASLD, 2023). However, monthly 
frequency of screening is beyond the HTA research question and current guideline 
recommendations, which focused on biannual frequency of screening with ultrasound and 
AFP. 
 
For the supporting evidence reviewed and discussed by the HTA Council, please refer to 
https://tinyurl.com/EtRBUSwithAFP.   
 
 
 
 
On behalf of the HTA Council: 
 
 
 
 

JACINTO BLAS V. MANTARING III, MD, MSc 
Chairperson, HTA Council 
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