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Editorials

Overscreening Leads to Overdiagnosis of MASLD
Alan Roth, DO, and Andy Lazris, MD

Metabolic dysfunction–associated steatotic liver disease 
(MASLD), formerly nonalcoholic fatty liver disease, is 

a chronic condition characterized by fat accumulation in the 
liver and associated with other metabolic abnormalities.1 The 
change in nomenclature reflects that diagnosis requires at least 
one metabolic abnormality (eg, obesity, type 2 diabetes, hyper-
lipidemia, hypertension), not the lack of alcohol consumption 
alone.1-3 Prevalence of MASLD in the United States is approx-
imately 1 in 4 adults.2,4

A clinical review article in this issue of American Family 
Physician (AFP ) defines MASLD and outlines its diagnosis 
and treatment.5 In a 2022 AFP article, we recommended 
against screening for MASLD because it is unlikely to improve 
prognosis and could lead to overdiagnosis and overtreatment 
due to low hepatic mortality, high false-positive rates, and 
limited pharmacologic treatment options.6 Overdiagnosis, the 
diagnosis of conditions that would never cause symptoms or 
harm, results in unnecessary labeling of patients with disease.7,8 
It harms patients by prompting overtreatment, often leading to 
psychological complications (eg, anxiety, depression) associated 
with disease labeling and increased financial burden from 
medical expenses and time away from work.8,9 Physical harm 
may occur, including complications from unnecessary testing, 
diagnostic procedures, and treatment with expensive, unproven 
medications.8-10 Clinical recommendations based on broadened 
disease definitions often lead to use of nonbeneficial screening 
tests and treatment modalities, as demonstrated by MASLD.7,8

Population-based universal screening for MASLD is not 
recommended because evidence of benefit is lacking.2,11 Less 
than 10% of patients with MASLD progress to severe fibrosis 
or cirrhosis with increased risk of developing hepatocellular 
carcinoma.1-3 Cardiovascular disease and extrahepatic cancers 
are the primary causes of mortality in patients with MASLD, 
with liver-associated complications causing less than 10% of 
deaths.1-3 Most hepatology societies recommend a sequential, 

risk-stratified approach to identifying patients with MASLD.1,11 
However, the American Diabetes Association 2026 Standards 
of Care recommends that adults with prediabetes or type 2 
diabetes be screened for fibrosis, including those with normal 
liver enzymes, using a calculated Fibrosis-4 index, with elastog-
raphy for those who have indeterminate or abnormal Fibrosis-4 
scores.12 In the United States, approximately 98 million adults 
(more than 1 in 3) have prediabetes, and approximately 38.4 
million (11.6%) have diabetes, meaning the American Diabetes 
Association advocates for screening nearly half the adult popu-
lation for MASLD.12,13 Elastography is a noninvasive alternative 
to liver biopsy for assessing liver fibrosis.14 Its use in patients 
who are obese is limited and often leads to use of magnetic 
resonance elastography and potentially harmful liver biopsy.7,14

Lifestyle modifications (eg, dietary changes, physical exercise, 
smoking cessation, alcohol cessation) and treatment of underly-
ing causes are essential to prevent hepatic steatosis and reduce 
most metabolic and cardiovascular risk factors.11,15 Semaglutide 
(Ozempic, Wegovy) and resmetirom (Rezdiffra) are approved 
by the US Food and Drug Administration for treatment of 
MASLD. Semaglutide, other glucagon-like peptide-1 (GLP-1) 
receptor agonists, and dual glucose-dependent insulinotropic 
polypeptide with GLP-1 receptor agonists are indicated to 
treat comorbidities related to MASLD, making diagnosis 
of MASLD unessential. Resmetirom, an oral, liver-directed 
thyroid hormone receptor beta agonist, has shown histologic 
benefit in patients with moderate (F2) to severe (F3) fibrosis. 
The average wholesale price of this medication is $57,670 
annually, although a cost-effectiveness analysis suggests it does 
not meet value-based treatment thresholds.16 With minimal 
efficacy, high cost, and no long-term data on patient-oriented 
outcomes, use of resmetirom should be reserved for patients 
with severe fibrosis.1,2,11

Although 25% to 30% of patients with MASLD and 
metabolic dysfunction–associated steatohepatitis develop 
advanced fibrosis within 8 to 10 years of diagnosis, adding 
another chronic disease label does not necessarily improve their 
prognosis or address the underlying cause of their poor health 
status, especially if comorbidities are already being treated.15 
Many factors promote overdiagnosis, including growing use 
of advanced diagnostic testing, poor financial incentives, 
and a medical culture that encourages greater use of tests 
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and treatments.7-9 Lifestyle modifications and treatment of 
underlying conditions, without disease labeling that causes 
emotional, clinical, and financial burdens, are appropriate to 
prevent and treat MASLD. Overdefinition through broadened 
diagnostic criteria often leads to more harm than benefit.8,9 
Family physicians need to restore a health care system that 
focuses on person-centered care, emphasizing appropriate 
screening, wellness, and health, instead of sick care and disease-
oriented diagnoses, diagnostic procedures, and therapeutics 
that often prioritize profit over patients.
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Opioid Overdose: What Every Family 

Physician Needs to Know

Lee Radosh, MD, FAAFP, FASAM; Chief, Section of Addiction Medicine, Reading Hospital, Reading, PA

Learning Objectives

•  Increase knowledge in recognizing the signs and symptoms of 

opioid overdose, particularly those associated with synthetic 

opioids, such as fentanyl, to enhance early intervention and 

improve patient outcomes.

•  Demonstrate competence in transitioning from acute overdose 

management to long-term opioid use disorder (OUD) treatment 

using FDA-approved medications, including new pharmacolog-

ical approaches such as extended-release injectable partial 

opioid receptor agonists/antagonists. 

•  Increase competence and confidence in addressing barriers 

to effective opioid overdose response and treatment, such as 

stigma and limited access to care, by integrating harm reduction 

strategies and collaborating with community-based programs.

Introduction to and Epidemiology of the Opioid Crisis

Opioid overdose remains a critical public health issue in the 

United States and has gone through many phases over the past 

several decades. Initially fueled by overprescription of  opioid 

pain relievers in the late 1990s, the crisis transitioned to heroin 

use (second phase). Although overdose mortality from heroin and 

prescription opioids has plateaued and even decreased (CDC), 

in 2021, synthetic opioids, especially fentanyl (third phase), were 

involved in more than 80 percent of  opioid overdose deaths.1

Recently, deaths from the combined use of  synthetic opioids and 

stimulants (fourth phase) has sharply risen.2

Opioid Overdose: Who is At Risk?

Providers should prescribe naloxone to those who are at an 

elevated risk for opioid overdose. According to CDC guidelines, 

individuals on long-term opioid therapy at or above a 50 mor-

phine milligram equivalent (MME) daily have a higher risk of  

fatal overdose and qualify for a co-prescription of  naloxone.3

Unfortunately, only one naloxone prescription is filled for every 70 

high-dose opioid prescriptions nationally.4

Additional risk factors include concurrent benzodiazepine or 

other central nervous system depressant use, a history of  OUD or 

prior overdose, and conditions such as sleep-disordered breathing or 

impaired renal/hepatic function.3 A US Surgeon General’s Advisory 

strongly urges clinicians to prescribe or dispense naloxone to high-risk 

patients and their friends and family who may witness an overdose.3

Naloxone also should be offered to patients who use stimulants; 

more than 12 percent of  methamphetamine and nearly 15 percent 

of  cocaine samples contain fentanyl, posing a significant danger to 

people who are unaware of  exposure.5 Naloxone prescription by third 

parties without a prescriber-patient relationship is legal in most states 

through standing orders or by pharmacists.6

Opioid Overdose Recognition and Management

Opioid Overdose Recognition

Opioid overdose typically presents with a characteristic triad of  

symptoms, including respiratory depression, pinpoint pupils (mio-

sis), and decreased consciousness. Individuals may report feelings 

of  extreme drowsiness or euphoria before losing consciousness 

(Table 1). Some may describe sensations of  heaviness, confusion, 

or dizziness. Early warning signs include difficulty staying awake 

or speaking and a profound sense of  weakness. People with a 

history of  opioid use may recognize these signs in themselves or 

others but may fail to seek help due to fear, stigma, or a desire to 

avoid medical authorities.7 The subjective experience of  opioid 

overdose often varies with the type and quantity of  opioids used 

and use of  any co-occurring substances.

Symptoms can progress to profound central nervous system and 

respiratory depression, which rapidly can lead to life-threatening com-

plications, such as bradycardia due to enhanced vagal tone and direct 

suppression of  cardiac pacemaker activity.8–10 Hypotension may fol-

low, resulting from peripheral vasodilation and reduced sympathetic 

outflow, further exacerbating decreased perfusion to vital organs.9,10
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Colorectal Cancer: Screening and DiagnosisJason Domagalski, MD, FAAFP; Medical Director, Physician Assistant Residency, 
Primary Care Clinic, Clement J. Zablocki VA Hospital, Milwaukee, WI

Medical writing support was provided by Dr R.G.; Reviewed by Dr C Kruszynski and Dr S Kundu, John Wiley and Sons.Learning Objectives: 
•  Understand the epidemiology and risk factors of colorectal can-

cer (CRC) 
•  List the recommended screening methods for CRC and their 

advantages and limitations 
•  Describe the clinical guidelines for CRC screening in the United 

States
•  Develop patient-centered communication skills to effectively 

encourage patients to participate in CRC screening programs•  Implement strategies to bridge the care gap between preventa-
tive care and CRC screening within the healthcare practice

Colorectal Cancer: Epidemiology and risk factors
Colorectal cancer (CRC) is the third most diagnosed cancer in the 
United States, and the second most common cause of  cancer-related 
deaths1. Globally, there were 1.9 million new CRC cases diagnosed in 
2020, with 930,000 estimated deaths, whereas in the U.S, an estimated 
150,000 new cases were diagnosed in 2023, with approximately 50,000 
deaths1. Additionally, the number of  CRC cases is increasing at the 
rate of  1-2% per year in individuals under 55 years old, with the Native 
American/Alaskan population and Black population experiencing 
the greatest rates of  mortality1. CRC subtypes can be defined based 
on the location of  the cancer in the large intestine (proximal colon, 
distal, or rectal) or based on the mechanism of  occurrence (sporadic, 
hereditary, or colitis-associated). A number of  environmental, lifestyle, 
and genetic factors may play a role in the carcinogenesis of  CRC. For 
instance, physical inactivity is associated with elevated risk of  CRC, 
whereas high levels of  physical activity are associated with increased 
survival rate in CRC patients. Alcohol consutption, obesity, ciga-
rette smoking, and consumption of  red meat are associated with an 

increased risk of  developing CRC. On the other hand, consumption of  
high fiber vegetables is associated with lower risk of  developing CRC2. 

CRC screening for individuals at average risk of  CRC are discussed 
here. Whereas recommendations for individuals with a family history 
of  CRC, polyposis syndromes, or underlying inflammatory bowel 
disease are not discussed here. Most colorectal cancers develop from 
slow-growing benign colorectal polyps. This pathway from polyp to 
early cancer to late cancer provides an opportunity to intervene in 
disease development at the polyp or early cancer stage using screen-
ing tests.

CRC Screening: Challenges and OpportunitiesSurveys of  healthcare providers (HCP), clinicians, and primary care 
workers3 have revealed that HCPs face two significant challenges with 
respect to CRC in the clinical setting. Firstly, a low screening rate is 
a significant barrier to improving mortality and survival in CRC3. It is 
important to note that the 5-year survival for CRC is ~90% when diag-
nosed at an early stage, and therefore, increasing screening rates is 
critical to improving mortality and survival rates1. Therefore, it is nec-
essary to educate health care providers and primary care workers on 
the importance of  screening, so that they may provide accurate and 
relevant information to patients. Secondly, a care gap exists between 
preventative care and CRC screening. This is often due to a lack of  
information amongst patients regarding the importance of  screening, 
as well as the different types of  tests available4. In this situation, this 
care gap can be addressed by providing communication strategies 
and medical education to care providers. Unlike many other developed countries, the US does not have 
a national screening program where individuals are systematically 
invited/reminded to be screened at certain time points in their lives. 
Instead screening is opportunistic and ad hoc. Unlike other countries 
with national screening programs, individuals at average risk of  CRC 
in the US are offered a choice of  different screening tests, with differ-
ent degrees of  accuracy/efficacy (discussed below). Clinician biases/
education, patient understanding, expenses, and insurance cover can 
all influence such choices. 
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Eosinophilic Esophagitis: A Primary Care 

Guide to Recognition and Management

Faculty: Mirna Chehade, MD, MPH, and Joel J. Heidelbaugh, MD; Medical Writer: Tenneisa Jackson, MBBS

Learning Objective(s)

•  Explain the role of type 2 inflammation in the disease develop-

ment and treatment considerations for eosinophilic esophagitis 

(EoE).

•  Assess signs and symptoms of EoE that should prompt further 

clinical investigation.

•  Apply evidence-based strategies to efficiently identify EoE in 

affected patients.

•  Summarize strategies for optimizing referrals and follow-up care 

management in primary care for patients with EoE.

Introduction

Eosinophilic esophagitis (EoE) is a chronic, allergen-induced, 

immune-mediated disease characterized by esophageal dysfunction and 

eosinophil-predominant esophageal infiltration.1,2 EoE has only recently 

been recognized as a distinct clinical entity, with its incidence and preva-

lence rising sharply over the past two decades.1

EoE affects patients across all age groups and occurs more frequently 

in males. Earlier assumptions that EoE primarily occurs in White indi-

viduals likely reflect bias in study participation and reporting, rather than 

true biologic differences.3,4

Patients with EoE are often found to have one or more atopic 

comorbidities.5 Familial clustering supports a contribution from genetic 

susceptibility, but twin and family studies show that shared environmental 

factors play a far greater role than genetics in disease development.6,7  

Pathophysiology and Immunopathology of EoE

EoE belongs to the spectrum of  type 2 inflammatory diseases, which 

includes asthma, allergic rhinitis, chronic rhinosinusitis, atopic dermatitis, 

and food and drug allergies.8 These disorders share common immune 

mechanisms,9-11 and patients with multiple allergic diseases and symp-

toms of  esophageal dysfunction warrant heightened suspicion for EoE.9

Key Cellular and Cytokine Pathways

In a genetically predisposed individual, barrier dysfunction in the esoph-

ageal epithelium allows penetration of  food and aeroallergens, which 

trigger epithelial cells to release alarmins, initiating the inflammatory 

cascade.8,11,12 These alarmins activate type 2 immune cells,8,9 which 

release cytokines that weaken barrier integrity, promote tissue remodel-

ing, and recruit eosinophils, a defining feature of  EoE.13,14 Over time, this 

inflammatory state can give way to collagen deposition and esophageal 

fibrostenotic disease, with esophageal rings and strictures as potential 

complications.15

Clinical Presentation and Diagnosis of EoE

EoE  manifests clinically through diverse symptoms that vary by age and 

can evolve over time (Table).16 

The hallmark feature of  EoE is dysphagia, and it is essential that 

primary care physicians (PCPs) elicit a careful history of  symptoms of  

esophageal dysfunction, including dietary avoidance and modification 

behaviors, as patients frequently adopt subtle coping strategies (Figure).2

Chest pain and acid reflux are common but nonspecific, often leading 

to initial treatment for other conditions like gastroesophageal reflux 

disease (GERD). GERD and EoE are not mutually exclusive. In fact, 

they are likely interdependent, with GERD furthering epithelial barrier 

dysfunction, and EoE leading to secondary reflux due to esophageal 

compliance and dysmotility.17 Suspicion for EoE should lead PCPs to 

refer patients to a gastroenterologist (see sidebar: Role of  the PCP in 

Suspected EoE).18

Diagnostic Workup

Diagnosis requires symptoms of  esophageal dysfunction, at least 15 

eosinophils per high-power field (eos/hpf) on esophageal biopsy, and 

exclusion of  other causes of  esophageal eosinophilia. Since eosinophilic 

inflammation is often patchy, current guidelines recommend at least six 

biopsies from at least two esophageal levels, regardless of  esophageal 

appearance.2,19

Endoscopic assessment should also document characteristic findings 

using the EoE Endoscopic Reference Score (EREFS), a validated system 

shown to distinguish EoE from non-EoE disorders with high accuracy 

in both children and adults. EREFS scores Edema, Rings, Exudates, 
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Mastering COVID-19 — Harnessing Post-Exposure 
Prophylaxis for Primary Care ExcellenceBenjamin Silverberg, MD, MSc, FAAFP, FCUCM, Stanford University School of Medicine, Stanford, CA

Learning Objectives
 Gain insight into the current burden of COVID-19 and develop 
an enhanced understanding of evolving viral variants, changing 
symptom patterns, and the significance of viral load.Increase understanding of the clinical significance and imple-

mentation of PEP for COVID-19.
Expand knowledge of current, emerging, and investigational 
COVID-19 treatment options.

 Introduction
 Post-exposure prophylaxis (PEP) is a treatment strategy that entails 
the prompt administration of  medication to individuals who have been 
exposed to an infectious pathogen but have not yet shown symptoms 
of  illness.1 It aims to prevent systemic infection or reduce disease 
severity by early intervention when the pathogen load and host inflam-
matory response are still minimal.1 PEP often uses the same drugs 
that are used for active treatment. In the context of  coronavirus-19 (COVID-19), PEP serves as a crit-

ical strategy to control the viral transmission and reduce case burden, 
particularly amid the emergence of  the highly contagious variants.2
It is especially valuable for people who are elderly, immunocompro-
mised, or have comorbidities (e.g., asthma), as these groups have a 
higher risk of  COVID-related morbidity and mortality.1

Understanding COVID-19 and Its Current Burden 
Overview of  COVID-19
 Caused by the single-stranded RNA virus SARS-CoV-2 (severe 
acute respiratory syndrome coronavirus 2), COVID-19 is a highly 
contagious respiratory disease. Primarily spread through respiratory 
droplets via direct, indirect, or close contact with infected individuals 

(e.g., on inhalation or through other deposition on the nasal, con-
junctival, or oral mucosa), the virus then binds to the receptors found 
primarily on epithelial cells in the respiratory tract, allowing entry and 
replication.3 Within approximately 5 days of  infection, individuals typi-
cally become contagious to others.3Infection can be asymptomatic or cause clinical manifestations 

that range from mild upper respiratory infection (URI) to severe 
and life-threatening conditions. Besides its direct effects on health, 
COVID-19 and long-COVID contribute to significant functional and 
socioeconomic burden on patients, such as absenteeism from work or 
school and greater healthcare resource utilization.4

Dominant SARS-CoV-2 Strains and Current Burden of  COVID-19
COVID-19 vaccines, a form of  pre-exposure prophylaxis (PrEP), 
reduce the likelihood of  severe illness from certain SARS-CoV-2 vari-
ants and have played a key role in lowering case numbers and death 
rates, thus supporting the return to daily life like it was pre-pandemic 
for most people.4 However, emerging mutant variants, while generally 
causing milder illness, are often more transmissible and can partially 
evade immunity from vaccines developed for earlier strains, contribut-
ing to periodic surges in infections and hospitalizations.5According to the Centers for Disease Control and Prevention 

(CDC), the circulating Omicron subvariants in the United States 
in 2025 included XFG (Strauss), NB.1.8.1 (Nimbus), LP.8.1, XEC, 
and KP.3.1.1s.6 Among these, Strauss accounted for approximately 
85% of  cases, making it the dominant strain, followed by Nimbus at 
approximately 7%.7,8

The estimates from the CDC for October 1, 2024, through 
September 27, 2025, as listed in Table 1, illustrate the continued bur-
den of  COVID-19 in the United States.9

Importance of  Early Intervention and Preventive Strategies 
for COVID-19
  Primary prevention measures (e.g., wearing a facemask, social dis-
tancing, good hand hygiene practices) aim to prevent COVID-19 in 
healthy individuals.10 However, the rising household secondary attack 
rate (~81%) with highly transmissible Omicron variants, coupled with 
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