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Topic Details  
Declaration of Topic Nomination and Problem Statement:  
In 2020, AHRQ released a topic brief on screening for Non-Alcoholic Fatty Liver Disease (NAFLD) [1], 
which has since been re-termed MASLD [2]. Although NAFLD was found to meet all Evidence-based 
Practice Center Program selection criteria to produce an evidence report on the topic, it was not selected 
for a full systematic review. In its brief, the agency indicated that although NAFLD impacts millions of 
Americans and is likely to come before the USPSTF, there was little guidance or expert consensus on 
best practices for screening and treatment. Since then, a large body of evidence and society guidance 
has emerged on this topic [2-11]. 

Considering this progress, for a future USPSTF screening recommendation, we nominate the topic of 
clinically significant liver fibrosis among adults with obesity and at least one cardiometabolic risk factor 
(CMRF). Screening for liver fibrosis in people with obesity and at least one additional CMRF allows for 
earlier detection and interventions to decrease liver fibrosis, thereby decreasing morbidity and mortality. 
Steatotic liver disease (SLD) with significant fibrosis is frequently asymptomatic and undetected until 
advanced stages, when patients present with cirrhosis, hepatocellular carcinoma (HCC), hepatic 
decompensation, or require liver transplantation [2-4, 9, 10, 12-30]. Clinically significant fibrosis is defined 
as stage F2 or higher. Increasingly, noninvasive tests (NITs), including measures of liver stiffness, are 
also recognized as predictors of adverse clinical outcomes. 

Specifically, people with obesity and at least one CMRF are at higher risk for metabolic dysfunction-
associated SLD (MASLD). This is a silent illness that is often unnoticed until patients develop 
decompensated cirrhosis and which increases the risk of liver-related and cardiovascular morbidity and 
mortality [2-4, 9, 12-16]. Adults with obesity and additional CMRFs represent a population at particularly 
elevated risk of advanced fibrosis. The sequelae of advanced stage MASLD have a high fatality rate, are 
on the rise nationwide, and require both frequent specialized monitoring for hepatocellular carcinoma 
(HCC) and evaluation for liver transplantation as the definitive treatment for decompensation [31-38]. 
These complications are preventable. Highly effective pharmacotherapies targeting metabolic dysfunction 
improve outcomes of patients with MASLD. Pharmacotherapy, either alone or paired with behavioral 
counseling, is effective in improving outcomes of patients with MASLD.  

Magnitude of the Problem:  
Liver fibrosis diagnosis late in the patient journey is a public health threat. There is a lack of widespread 
screening utilizing new non-invasive and effective screening tests that can be used in the primary care 
setting to identify and prevent the progression of fibrosis, ultimately saving lives. Among U.S. adults, the 



estimated prevalence of MASLD with significant fibrosis ranges from 5-7% [39-42]. Among adults with 
obesity and at least one CMRF, steatotic liver disease is substantially more prevalent (~50%), and a 
meaningful proportion develop clinically significant fibrosis [43, 44]. Overweight is defined as a body mass 
index (BMI) 25.0–29.9 kg/m². Obesity is clinically defined as a body mass index (BMI) ≥30 kg/m² and/or 
waist circumference >0.85 m for women and >0.9 m for men. In 2020, approximately 41% of U.S. adults 
aged ≥20 years met criteria for obesity. Cardiometabolic risk factors associated with obesity, including 
insulin resistance, type 2 diabetes, hyperglycemia, and dyslipidemia, are highly prevalent in this 
population and increase the risk of developing steatotic liver disease (SLD) [45]. 
 
In 2023, it had an age-standardized mortality rate (ASMR) of 1.2 per 100,000 persons—an increase from 
0.2 per 100,000 in 2006. Additionally, the ASMR of MASLD is projected to grow to 2.2 per 100,000 by 
2040 [46]. Current and projected figures exceed that for hepatitis B virus (HBV) of 0.4 per 100,000 in 
2014, when the USPSTF issued a recommendation in favor of screening for the virus [46-49]. Similarly, 
MASLD was responsible for 222,062 years of life lost (YLL) in 2023, exceeding the 162,634 YLLs for HBV 
in 2014 and the199,080 YLL for cervical cancer in 1996, the latter being when the Task Force issued a 
Grade A screening recommendation for sexually active women [50-52]. Importantly, MASLD is a leading 
and rapidly growing cause of HCC, which is the third leading cause of cancer-related death globally, 
constitutes approximately 75-85% of primary liver cancers. Modeling studies project that incident HCC 
attributable to MASLD will increase by 137% from 2015 to 2030 [53-55]. Overall, liver-related deaths 
attributed to MASLD have been projected to increase 178% from 2015 to 2030 without earlier detection 
and intervention strategies [55]. Expanding screening for liver fibrosis represents a potential opportunity 
to reduce mortality through earlier identification, prevention, monitoring, and treatment. 

Beyond mortality, MASLD was responsible for 297,926 disability-adjusted life years (DALYs) in 2023, 
exceeding the 167,004 DALYS for HBV in 2020 and the 218,270 DALYs for cervical cancer in 1996 [50]. 
Nationwide, MASLD imposes substantial health-system burden through resource utilization for both 
hospitalizations and end-stage liver care. Recent inpatient data suggest that related hospitalizations are 
increasingly common and resource-intense [56-62]. MASLD is now the first and second commonest 
indication for liver transplantation among women and men, accounting for 14.7% of all liver transplants, 
representing a 100-fold increase in liver transplantations from 2000 to 2022 [60, 63]. Additionally, 
decompensated cirrhosis from MASLD is projected to increase by as much as 3.6 times from 289,200 
cases in 2020 to 1,027,400 cases in 2050. [55]. 

Key Determinants of the Problem:  
Understanding the drivers of liver disease and disease burden helps to support the rationale for targeted 
screening in patients with obesity. MASLD is a disease of energy surplus with impaired lipid metabolism 
that leads to hepatic steatosis, liver inflammation, and fibrogenesis of clinical significance. It is the hepatic 
manifestation of insulin resistance [64]. The population at risk for this disease is heterogeneous, with each 
segment targeted by an existing USPSTF Grade A/B recommendation for screening, behavioral 
counseling, or primary prevention [65-74]. These include individuals with components of metabolic 
syndrome, namely, overweight or obesity, hypertension, low levels of high-density lipoprotein, and 
elevated triglycerides. The strongest determinant of morbidity and mortality is the extent of liver fibrosis 
beyond stage 1 fibrosis (F1), which increases the risk of liver- and cardiovascular-related outcomes in a 
stepwise fashion as it progresses from the second through fourth—or cirrhotic—stage (i.e., F2-F4, 
respectively) [2, 3, 13, 41, 42, 75-92]. Since the early 2000s in the U.S., the distribution of fibrosis within 



the MASLD population has skewed towards more severe disease [41, 93-95]. Adults with obesity and at 
least one additional CMRF represent a subgroup at elevated risk for progression to advanced fibrosis. 

In the US, 54% of adults report that they consume alcohol, which is a noteworthy risk factor for liver injury, 
with guidance from the American Association for the Study of Liver Diseases recommending abstinence 
in patients with MASLD [13, 96-98]. In a society where metabolic disease is highly prevalent, alcohol is 
readily accessible, and the current and projected burden of MASLD with significant fibrosis is 
considerable, the potential for focused public health efforts to reduce this burden is high [2, 16, 99-108]. 
To that end, multiple professional societies have issued guidance advocating for greater case detection 
through primary and secondary risk assessment with non-invasive diagnostic tests in primary care and 
endocrinology settings [3, 4, 13, 20, 97, 106, 109, 110]. 

Addressing the Burden of Disease: Routine Screening 
New screening methods are non-invasive and consist of laboratory tests that are routinely obtained in 
primary care settings, making implementation feasible and minimally burdensome for clinicians while 
offering substantial potential benefit to patients. Clinical guidelines from multiple professional societies, 
including AACE, AASLD, ADA, AGA, and EASL recommend screening with the FIB-4 index in these high-
risk groups, which is calculated from patient age, liver enzymes, and platelet count, with repeat testing 
every 1–3 years for individuals with a FIB-4 score <1.3. Although false positives can occur, the negative 
predictive value of FIB-4 and other NITs is high at around 90-95%, supporting their use as an effective 
tool to rule out advanced fibrosis [5, 9, 11]. 

Patients who are considered to be at elevated risk (i.e. greater than low risk) for significant fibrosis 
undergo further, or secondary, risk assessment with either blood- or imaging-based NITs. Blood-based 
NIT include the enhanced liver fibrosis (ELF) test; imaging-based NITs include vibration-controlled 
transient elastography (VCTE), magnetic resonance elastography (MRE), and shear wave elastography 
(SWE) [111-132]. These tests are prognostic and have largely replaced liver biopsy for routine risk 
assessment, reducing harms associated with screening. While NITs differ in their diagnostic performance 
and efforts are ongoing to address current limitations, the sensitivities and specificities of various tests 
performed in isolation or in combination is comparable to other screening tests with USPSTF Grade A and 
Grade B recommendations (data not yet published) [52, 68, 70, 122, 133-251]. Additionally, ongoing 
developments of additional diagnostic algorithms are expected to address current limitations and further 
improve diagnostic accuracy. Modeling studies have found that, compared with standard of care, 
screening at-risk patients with NITs increases the likelihood of diagnosing advanced fibrosis by more than 
30%. Screening is also associated with a greater than 30% reduction in false-positive results, thereby 
decreasing unnecessary referrals [252, 253]. Importantly, communicating elevated risk based on fibrosis 
screening results motivates lifestyle modification in the form of reduced alcohol intake, abstinence, 
improved nutrition, increased exercise, and weight loss, all of which can reduce the risk of progressive 
liver injury, may lead to regression of fibrosis, and further supports the preventive objectives of other 
USPSTF recommendations [97, 106, 121, 243, 254-264]. 

Considering the burden of disease, systematic screening of the adult population with obesity, and at least 
one CMRF is sorely needed to detect clinically significant fibrotic liver disease in its pre-clinical stages, 
when the prognosis is better. MASLD is often unrecognized by providers in general and in primary care 
specifically, and when recognized, many diagnoses are made in late-stage disease, when patients are 
more likely to present with HCC or hepatic decompensation [17, 53, 265]. Because several CMRFs that 



define the population at risk already carry a USPSTF Grade A or Grade B recommendation for screening 
and counseling in adults, integrating screening for liver injury from MASLD into existing preventive care 
workflows is a pragmatic potential extension, provided the screening tests demonstrate adequate 
accuracy and that screening and downstream treatment confers a net benefit [27-31, 71, 266]. By 
focusing screening on individuals at high risk for MASLD and adverse liver outcomes, such as those with 
obesity and at least one CMRF, early treatment to prevent MASLD progression may also reduce the risk 
of cardiovascular disease and other comorbidities associated with obesity and MASLD. 
 
Early case detection among adults with obesity and CMRFs can be operationalized as a sequential, NIT 
strategy. Primary risk assessment in primary care or endocrinology identifies patients warranting further 
testing. This initial step typically uses a simple blood-based index, namely, the Fibrosis-4 Index (FIB-4), 
[267-278].  

Addressing the Burden of Disease: Therapeutic options after case detection 
Following the identification of clinically significant fibrosis through screening, existing treatments focus on 
a series of therapeutic goals which are associated with improving clinical outcomes and reducing 
morbidity and mortality. Currently, the therapeutic goal is to achieve fibrosis regression and histological 
resolution of steatohepatitis, as this is a key determinant of clinical outcomes across the spectrum of 
fibrotic liver disease. Depending on specific non-invasive tests (NITs) for screening and monitoring, 
various studies have demonstrated that treatments can improve these intermediate outcomes, while 
separate studies further demonstrate that improved NITs are associated with reduced morbidity and 
mortality [256, 279-292]. Studies have also demonstrated correlations between improved fibrosis and 
both morbidity and mortality benefits [282, 284]. Importantly, while liver biopsy was historically required for 
definitive diagnosis and a key source of potential harm, it is now infrequently performed in this context, 
which is a key determinant of safety for the screened population (additional data on biopsy rates to be 
published soon) [293-297]. Following diagnosis, lifestyle modification, pharmacotherapy, and bariatric 
surgery can improve either fibrosis or clinical outcomes, with more definitive evidence to date available for 
the former [282, 284, 292, 298-301]. The most compelling efficacy data comes from Phase 3 trials for 
resmetirom, semaglutide, and tirzepatide. When paired with lifestyle modification; these drugs offer 
acceptable safety profiles. Resmetirom and semaglutide were conditionally approved by the FDA in 2024 
and 2025 (with tirzepatide still pending approval), to treat non-cirrhotic metabolic dysfunction-associated 
steatohepatitis with clinically significant fibrosis, with longer-term approvals conditional on longer-term 
clinical outcomes expected to be published in 2029 [302-304]. Additional studies are underway to 
investigate various emerging therapies, several of which may offer pleiotropic benefits for the liver and for 
underlying risk factors (i.e., excess weight, poor glycemic control). 

 
Concluding remarks 
Screening for liver fibrosis allows for earlier detection and interventions to decrease fibrosis, therefore 
decreasing morbidity and mortality. The underdiagnosis of significant fibrotic liver disease in patients with 
MASLD may contribute to substantial morbidity and mortality and limits opportunities for early effective 
intervention, including progression to cirrhosis, HCC, hepatic decompensation, and increased all-cause 
mortality. A pragmatic, sequential noninvasive screening pathway in primary care and specialized settings 
can identify adults with obesity and CMRFs at elevated risk of significant liver disease before progression 
to clinical decompensation, using diagnostic tests that are more reliable than commonly adopted 
aminotransferases [267-278]. Emerging evidence suggests that communicating individualized fibrosis 
results can increase patient motivation to adopt healthful lifestyle modifications that reduce the risk of liver 



disease progression, including lifestyle modifications that may be synergistic with existing USPSTF 
recommendations. Given the high and rising burden of this disease, the feasibility of integrating liver risk 
assessment into current preventive workflows, and the availability of safe and effective interventions, 
evaluating the net benefit of screening for fibrotic liver disease in this population at risk aligns with the 
task force’s prevention priorities for high-burden chronic disease. 
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Rationale for Topic  
 Screening  

Primary Care Relevance  
 Provided in the primary care setting  

Public Health Importance 
Hepatic fibrosis is a silent, progressive disease often undetected until late-stage outcomes such as 
cirrhosis, HCC, or hepatic decompensation [2-4, 9, 10, 12-19]. These outcomes have high fatality, require 
frequent specialized monitoring, markedly increase the need for transplantation, and are rising nationwide 
[31-38]. Key determinants include components of metabolic syndrome, with unhealthy alcohol use 
increasing the risk of disease progression. Adults with obesity and at least one CMRF are at a particularly 
elevated risk for significant fibrosis. 

Among U.S. adults, the estimated prevalence of MASLD with significant fibrosis ranges from 5-7% [39-
42]. In 2023, it had an ASMR of 1.2 per 100,000 persons—up from 0.2 per 100,000 in 2006—and is 
projected at 2.2 per 100,000 for 2040 [46]. Current and projected figures exceed those for HBV of 0.4 per 
100,000 in 2014, when the USPSTF issued a Grade B recommendation for the virus [46-49]. MASLD was 
responsible for 222,062 YLL in 2023, exceeding the 162,634 YLLs for HBV in 2014 and the 199,080 YLL 
for cervical cancer in 1996, the latter being when the USPSTF issued a Grade A screening 
recommendation for sexually active women [50-52]. Beyond mortality, MASLD accounted for 297,926 
DALYs in 2023, exceeding 167,004 DALYS for HBV in 2020 and 218,270 DALYs for cervical cancer in 
1996 [50]. Nationwide, MASLD imposes substantial health-system burden through hospitalizations and 
end-stage liver care; recent inpatient data indicate rising, resource-intense hospitalizations, and MASLD 
is now the first and second commonest indication for liver transplantation among women and men [50, 
56-63]. 

Usual care does not include routine screening for significant liver fibrosis based on cardiometabolic risk. 
Many patients with MASLD have normal aminotransferases, creating false reassurance and leading 
clinicians to prematurely and incorrectly rule out significant fibrosis [267-278]. Consequently, compared 
with systematic screening in this higher-risk population, cases today are reasonably expected to be 
detected at advanced, symptomatic stages, where more severe fibrosis increases the risk liver-related 
morbidity and mortality and is associated with poorer cardiovascular outcomes [2, 3, 13, 41, 42, 75-92]. 

A preventive screening service to identify hepatic fibrosis has clear potential to reduce this burden. With 
early detection, lifestyle modification and pharmacotherapy have the potential to resolve steatohepatitis, 



reverse fibrosis, and improve modifiable risk factors for disease progression [20, 22, 23, 49, 305-313]. 
This approach also helps patients meet secondary therapeutic objectives by effectively managing 
cardiometabolic risk. Finally, screening for fibrotic liver disease motivates patients to adopt healthier 
behaviors—improved nutrition, physical activity, weight loss, and reduced alcohol intake—making 
screening a powerful adjunct to therapies. [256-262, 285, 300, 314-317]. Considering this, the potential 
for a preventive screening service to reduce the burden of this disease is high [97, 106, 121, 254, 255, 
257-261, 266, 315]. 

Potential Impact  
Screening for liver fibrosis allows for earlier detection and interventions to decrease fibrosis, therefore 
decreasing morbidity and mortality. NITs can detect silent disease with comparable accuracy for diseases 
with Grade A/B recommendations [52, 68, 70, 122, 133-251]. Earlier detection enables therapy to reverse 
fibrosis, while allowing proper monitoring for management [282, 284]. This includes pharmacotherapies 
with benefits for diseases targeted by USPSTF, offering synergies [66-70, 72-74, 257-262, 266, 316, 318-
330]. Relying only on these existing recommendations to address liver fibrosis, however, is insufficient; 
liver disease often progresses unmonitored, as reflected by the rising burden of disease. A USPSTF 
recommendation for liver fibrosis would harmonize practice with guidelines, clarify appropriate screening 
tactics, and yield public health net benefit. 
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