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Abstract: Chronic hepatitis B (CHB) is a common chronic viral infectious disease that requires long-term treatment to control the

condition and prevent complications. To standardize treatment regimens for CHB, professional associations have established relevant
guidelines, but they have often overlooked patient preferences. Historically, in the treatment process, medical decisions were
predominantly made by physicians or health care administrators, with limited patient involvement, leading to the neglect of patient
preferences. Patient attitudes, expectations, and needs are all influenced by their preferences, and patient preferences have a direct
impact on treatment adherence. Understanding and respecting patient preferences are crucial to ensuring treatment effectiveness. This
article will explore patient preferences in the treatment of CHB and elucidate the influence of patient preferences on treatment
adherence, aiming to provide insights for the development of a more personalized and effective health care process.
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Introduction

Chronic hepatitis B (CHB) is a liver disease caused by infection with the hepatitis B virus (HBV). Approximately
292 million people worldwide are currently infected with HBV, and approximately 887000 people die each year from
diseases associated with HBV infection.'”> HBV infection has emerged as one of the most significant global public health
challenges. According to the World Health Organization’s goal of “eliminating viral hepatitis as a public health hazard by
20307, by that time, the rate of new chronic hepatitis B infections should be reduced by 90%, the mortality rate should be
reduced by 65%, the diagnosis rate should be 90%, and the treatment rate should be 80%. Achieving this goal will
require the combined efforts of physicians and patients.

Early and standardized treatment of CHB is essential to control disease progression. The goal of CHB treatment is to
maximize long-term suppression of HBV replication; reduce hepatocyte inflammation and necrosis and liver fibrous tissue
proliferation; delay and reduce the occurrence of cirrhosis, liver cancer, liver function failure, and other complications;
improve patients’ quality of life; and prolong their survival time. Functional cure should be pursued for eligible patients.®>

Despite the proven benefits of treating CHB, the treatment process is often health care provider-driven, with less patient
involvement and less reference to patient preferences in clinical practice guidelines.” Patient preferences for CHB are poorly
studied and are not well understood. Since patient preference influences the entire treatment process, we summarize the

evidence related to patient preference and its associated factors to theoretically remedy the limitations of previous studies.

The Concept of Patient Preference
Patient preferences play an important role in medical decision-making and refer to patients’ personal preferences or choices

regarding medical interventions, medications, or other medical decisions.® Patient preferences can be influenced by many
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factors, such as perceptions of illness, attitudes toward the risks and benefits of treatment, social and cultural factors,
experience, and economic status. The uniqueness of each individual implies that each patient’s preferences may differ.”

Treatment regimens for CHB are often complex and long-term, and previous studies have shown that patient
preferences influence the choice of treatment regimen and that patients have different preferences for treatment
outcomes.'® Furthermore, patient adherence determines patient outcomes, and patient adherence is influenced by patient
preferences.'®!" Therefore, understanding patient preferences can help physicians better understand patient needs and
expectations and thus provide treatment plans that are more tailored to individual patient differences.

Patient Preferences Influence the Choice of Treatment Options

The development of antiviral drugs for HBV has undergone a process of evolution from immune modulators to nucleos(t)
ide analogs and then to nucleoside polymerase inhibitors.'? Currently, the standard methods for treating chronic hepatitis
B include oral nucleos(t)ide analogs and pegylated interferon-alpha (Peg-IFN-a) injections.'® Nucleos(t)ide analogs are
currently the most commonly used anti-HBV drugs, which are effective in inhibiting viral replication but may lead to the
development of drug resistance with long-term use. However, the use of Peg-IFN-a is limited by side effects and the
duration of treatment and is expensive.'>'* All these drugs have different advantages in terms of efficacy, safety,

resistance and cost, and patient preferences will influence the choice of treatment options.'>'¢

Patient Preference for Treatment Efficacy
When choosing a treatment regimen for chronic hepatitis B, patients generally prioritize treatment efficacy.
Approximately 77.5% of patients would choose the most effective drug regardless of cost.'’ Long-term treatment
efficacy is the main driver of patient choice, and women appear to prefer regimens with superior efficacy.'”'® Patients
prefer regimens that provide a functional cure over lifelong treatment options, although a functional cure is difficult to
achieve.'>'® Studies have shown that patients who achieve a functional cure in a limited period of time have better
adherence to medication and better overall safety of treatment, which is a key factor in treatment outcomes.'®
Although the likelihood of functional cure is positively correlated with the treatment regimen chosen, there are no
data available on how to evaluate drugs that may increase functional cure in patients compared to existing treatment
options.>'®2% To develop preferred treatment options for patients, a better understanding of the characteristics of CHB

treatment options and the associated trade-offs is necessary.'”

Patient Preference for Therapeutic Drugs
The acceptability of Peg-IFN-a and antiviral drugs in patients with CHB varies. Nucleos(t)ide analogs are easy to use and
well tolerated, and most patients receiving antiviral therapy use them.'? Peg-IFN-a is less accepted, with only 3% to 11%
of patients receiving Peg-IFN-a, which may be due to the specific side effects of Peg-IFN-a and its high cost."*? This
result may also be related to patient preferences for drug administration. Research showed that patients preferred tablets
as the preferred route of administration.'”'® They also preferred monotherapy, with once-daily oral regimens. Even
weekly injectable therapy was less preferred by some patients.'” Some patients even chose their treatment regimen based
on the route of administration, and this preference is particularly emphasized by elderly patients.'®

In addition, Chinese herbal medicine (CHM) is also a commonly used alternative approach for chronic disease patients.
The use of CHM may help alleviate liver fibrosis and cirrhosis.”> Some studies have shown that CHM treatment or
a combination of traditional Chinese and Western medicine can significantly reduce the risk of liver cell carcinoma in CHB
and decrease the mortality rate in cirrhosis.>* Antiviral treatment has been well established as effective for CHB, and current
medical guidelines do not support the use of CHM in treating CHB.>> Currently, there is a lack of research on patient
preferences for CHM treatment in CHB, and patient preferences for this type of medication await further validation.

Patient Preference for Drug Safety

Drug safety is an important consideration for patients when choosing a treatment regimen for chronic hepatitis
B. Patients hope to choose a drug that has a good safety profile, meaning that it will not cause serious adverse effects
or impair the function of other vital organs during use.’® Current adverse reactions to Peg-IFN-a include flu-like
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syndrome early in treatment, mild to moderate skin reactions, and varying degrees of mental and emotional changes
during treatment, in addition to possible bone marrow suppression.>!'#> Although most patients tolerate the adverse
effects of Peg-IFN-a treatment, this has been a factor in the refusal of some patients to be treated with Peg-IFN-a.?’ In
contrast, nucleos(t)ide analogs are safer; an example of such is entecavir, which was associated with serious adverse
effects in only 0.2% of patients in a global multicenter cohort study with a 10-year follow-up.?®

Patients prefer treatment regimens with good safety and resistance.'® Long-term stable regimens can maintain viral
suppression without causing serious drug resistance problems or side effects.” Studies have shown that 48.1% of patients
are willing to take antiviral drugs under close monitoring if they have known side effects. If the side effects are tolerable,
47.5% of patients agree to continue taking the drug. For patients with prior experience with drug side effects, drug safety
is an important factor in considering treatment options.'’

Patient Preference for Treatment Cost

Since most patients with CHB require lifelong treatment, cost is an important factor in patients’ choice of treatment
options.*> A study of patient preferences for CHB showed that cost was the second most important consideration after
treatment outcome.'” There was a statistically significant difference between patients with treatment experience and those
receiving first-time treatment, who were more concerned about the cost of treatment.'” However, cost preferences may
vary by country due to differences in reimbursement systems. The cost and accessibility of HBV treatment is always an
important consideration in the treatment process, especially in resource-poor areas. More research needs to focus on the
economic and social aspects of treatment to ensure the sustainability and widespread use of treatment options.*>**

In addition to treatment efficacy, drug selection, safety, and cost, the duration of drug therapy and follow-up are also
factors that patients consider. Patient preference influences acceptance of a treatment plan, which in turn influences
treatment outcomes.'® Patients are more likely to adhere to treatment if the health care provider offers a treatment plan
that is consistent with their personal preferences and lifestyles. This negotiation model of treatment choice helps patients
better understand the risks and benefits of treatment and increases adherence and satisfaction with treatment.*’ New
treatment options and drugs have emerged in recent years to better account for patient preferences, such as Peg-IFN-a in
combination with oral nucleotides. These new treatment options often have higher cure rates, fewer side effects, and
shorter treatment times and may be more in line with patient preferences and needs.*

Patient Preferences Affect Treatment Adherence
Treatment of CHB usually requires long-term drug therapy and regular follow-up. Treatment adherence is important for
patients with CHB. It refers to the extent to which patients use their medications and follow other treatment regimens
correctly and consistently as recommended by their physicians.? The level of patient compliance will directly affect the
outcome and prognosis of the disease, but the compliance of HBV patients is only approximately 60%.* >’ Patient
preference is one of the most important factors affecting patient adherence to treatment.'®'!-®

Several studies have found a positive correlation between patient preference for treatment regimens and adherence to
treatment.'”"'®>° When patients are satisfied and agreeable with their treatment regimen, they are more likely to comply
with their prescriptions and to maintain continuous medication therapy.'® Patients’ preferences for the appearance,
dosage form, and usage of medications are also strongly associated with medication adherence. Satisfying patients’
preferences for medications can improve their acceptance of and adherence to treatment, thereby improving treatment
outcomes.”” Conversely, if patients do not like a treatment, they may show lower adherence to the treatment plan, which
may affect treatment outcomes. In addition, patient preference for treatment duration and frequency may also affect
adherence.’” Rationalizing the timing and frequency of treatment to meet patients’ needs may promote better adherence
to treatment plans.”'”'® Patient preferences can also influence the psychological and behavioral processes involved in
treatment, patient trust and acceptance of treatment, and adherence and satisfaction with treatment, which can also
influence the production and maintenance of treatment outcomes.*’ In clinical practice, enhancing patient education and
effective communication are also key strategies to improve patient adherence to medication.*!

These results provide an important reference for physicians and decision-makers. The advantages and disadvantages of
different treatment modalities and individual patient differences need to be taken into account when formulating treatment
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plans and providing treatment education to better meet patient expectations and needs and to improve patient satisfaction and
adherence. However, there is a lack of research on patient preferences in CHB. Further practice and exploration are needed to
understand the specific effects of patient preferences on treatment adherence and to apply them to actual clinical management.

How to Consider Patient Preferences in Treatment

Consideration of patient preferences is particularly important in the treatment of CHB. Patient preferences may have an
impact on their choice of treatment, adherence to treatment, and treatment outcomes. The following are some suggestions
on how to take patient preferences into account.

First, doctors should maintain a good relationship with their patients, establish a foundation of trust and commu-
nication, and understand their patients’ preferences and wishes for different treatment options.”'%*° Moreover, they
should respect their patient’s wishes, pay attention to their patient’s needs, and provide support and assistance to their
patient. Research has found that the quality of physician—patient communication and relationships plays an important role
in patient adherence to treatment. Patients are more likely to follow their doctor’s recommendations if the doctor provides
clear treatment goals, explains treatment options, and answers their questions.****

Second, doctors should provide patients with different treatment options so that they can understand the advantages and
disadvantages of each treatment option, as well as the possible risks and benefits. Physicians should actively communicate and
share decisions with patients. Physicians should encourage patients to participate in treatment decisions by providing adequate
information, sharing the decision-making authority, and negotiating treatment options so that patients can make their own
choices.”**

Follow-up monitoring is an important issue in long-term HBV management, and physicians should reevaluate treatment
regimens with patients and possibly make adjustments if treatments are not effective. There is a lack of uniform guidelines
to determine the best monitoring strategy during and after treatment. In addition, more studies are needed to assess the long-

term effects of treatment, including aspects of liver disease progression, incidence of liver cancer, and patient survival.¥

Discussion
The treatment of CHB has consistently presented a significant challenge in the field of medicine. Despite substantial
progress made over the past several decades, including the introduction of antiviral medications and the widespread
implementation of vaccines, there are still certain limitations in the current state of CHB treatment.'” Presently, CHB
treatment predominantly revolves around antiviral drugs such as nucleoside analogs and interferon. These medications
effectively inhibit viral replication but often fall short of completely eradicating the virus." Patients frequently require long-
term or even lifelong treatment, which not only imposes a financial burden but also raises concerns about the development
of drug resistance.’® Current research in HBV treatment is directed toward gaining a deeper understanding of the immune
tolerance mechanisms between the hepatitis B virus (HBV) and the host, developing novel antiviral medications, exploring
immunotherapy, gene therapy, and other avenues to achieve the complete clearance and cure of HBV.*®

Additionally, different patients exhibit varying responses to treatments, and their needs and expectations diverge.
Personalized treatment is poised to become a crucial management strategy in the future, with patient preferences
emerging as a key factor in effectively implementing personalized treatment strategies.** In recent years, there has
been a growing emphasis on patient preferences, with research demonstrating their influence on treatment plan selection,
treatment compliance, and treatment outcomes, among other factors.******’ Understanding and respecting patient pre-
ferences are paramount in ensuring the success of personalized treatments. In CHB treatment, the development of
personalized treatment strategies necessitates a comprehensive consideration of patient preferences to enhance treatment
compliance, quality of life, and ultimately, treatment effectiveness.'” Despite the widespread recognition of personalized
treatment in HBV management, research on patient preferences in CHB remains relatively scarce, and there is a lack of
accurate predictive models to determine patient responses to different treatment approaches. Further research is needed in
the future to gain a deeper understanding of pathological variances and predictive factors for treatment responses among

different patients, thereby achieving more precise personalized treatment. S T 44 T i
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Conclusion

This review describes CHB patient preferences and their impact on treatment adherence and provides recommendations
for health care providers. When choosing a treatment plan, patients are most concerned about treatment effectiveness and
tend to prefer options that can achieve functional cure, although this goal is currently challenging to attain. Drug safety is
of paramount importance in patients’ treatment choices, especially for those who have previously experienced medication
side effects. Convenience is also an important factor in a patient’s choice of regimen, and this has been confirmed in other
chronic diseases. Patients with CHB require long-term, often lifelong treatment, and the sustainability and accessibility
related to the treatment cost can influence the choice of treatment plans for these patients. There are few studies on CHB
patient preferences, and this article only summarizes the evidence from existing research. Furthermore, patient prefer-
ences may change in the future and thus need to be verified in further studies.
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