
Patient Preferences for Rheumatoid Arthritis Treatment

Betty Hsiao, MD1 and Liana Fraenkel, MD, MPH1,2

1Yale University School of Medicine, New Haven, CT, 06520

2VA Connecticut Healthcare System, West Haven, CT, 06516

Abstract

1. Purpose of review: To provide an overview of recent articles discussing patient 

preferences for rheumatoid arthritis treatment.

2. Recent findings: Recent studies examined patient preferences for rheumatoid arthritis (RA) 

treatment in several populations, finding that most participants were willing to accept certain risks 

of adverse effects to gain potential benefits. Perspectives regarding cannabis were studied, with 

patients describing medical marijuana as an alternative therapy to be used with prescription 

medications or as means of tapering off these medications. Treatment preferences for different RA 

therapies were explored using a conjoint analysis survey and five distinct preference phenotypes 

emerged, with members of the largest group most concerned with the cost of medications. Other 

discrete choice studies demonstrated route of administration as an important attribute influencing 

treatment preferences, with patients expressing preference for various modes in different studies. 

Patient preferences for route of administration have demonstrated preference for newer auto-

injectors over pre-filled syringes as well as currently marketed auto-injectors. Incorporating patient 

preferences in clinical practice recommendations was described in the development of the 2015 

American College of Rheumatology (ACR) RA treatment guidelines as well as the 2017 ACR/

American Association of Hip and Knee Surgeons guidelines for perioperative management of anti-

rheumatic medications. Additionally, other studies explored preferences with regard to predictive 

testing, medication intensification and tapering, treatment goals and psychological support.

3. Summary: Our review of recent studies show variability in patient preferences for RA 

treatment, highlighting the importance of incorporating patient input into the treatment approach.
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Introduction

Current American College of Rheumatology (ACR) guidelines recommend a treat-to-target 

(T2T) approach for rheumatoid arthritis (RA) with the goal of attaining low-disease activity 
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or clinical remission. (1) While routine monitoring and prompt escalation is recommended 

for the majority of patients who are not at target, guidelines do not endorse one intervention 

over another and treatment decisions should be based on using a shared decision-making 

approach. (2) In this review, we discuss recent manuscripts published from 2016–2018 that 

examine RA patient preferences for the prevention of RA, conventional and complementary 

treatments, medication intensification and reduction, treatment goals, and clinical practice 

recommendations.

Preferences for Prevention of RA

Finckh et al (3) used stated-preference surveys to examine risk thresholds for prevention 

among asymptomatic individuals at risk for RA (i.e. those with first-degree relatives with 

RA). Results showed only 7% of participants chose to take a preventive medication if the 

risk of developing RA was 1%, compared to 30% and 38% if the risks were 20 and 40% 

respectively. Additionally, a reduction in the risk of developing RA by 20% or more and a 

lowered risk of developing serious adverse events (AEs) of 10% or less, were both 

significantly associated with the odds of initiating treatment.

Preferences Regarding Disease-modifying Anti-rheumatic Drugs (DMARDs), Biologics and 
Small Molecule Drugs

Treatment preferences of patients with early RA (less than two years since diagnosis) were 

assessed using a discrete-choice experiment. Participants weighed the chance of improving a 

major symptom (pain, swollen and tender joints) and reducing the chance of serious joint 

damage as most important. Patients considered a small risk of serious infections or a 

possible increased risk of cancer to be the most significant AEs but were willing to accept 

these risks for a 15% absolute increase in the chance of a major symptom improvement. 

Through latent-class analysis, two patient groups were identified: 54% were more risk 

averse (to increased cancer and/or infection risk) and the remaining focused almost 

exclusively on treatment benefits. (4)

Husni et al (5) evaluated preferences of patients with moderate-to-severe RA using a discrete 

choice experiment that included hypothetical RA treatments with varying levels of efficacy, 

AEs, and other attributes such as route of administration, dose frequency and out-of-pocket 

costs. Participants were willing to accept an increased risk of AEs (abnormal laboratory 

results, serious infections, and cancer) to achieve reductions in RA-related pain, number of 

swollen joints, and improvement in physical function. While both studies utilized discrete 

choice experiments to evaluate trade-offs in RA patient preferences, Husni et al conducted 

the first study in the United States to assess the thresholds of benefit-risk, which focused on 

the risk of cancer and serious infection.

Hazlewood et al (6, 7) sought to incorporate patient preferences into treatment 

recommendations, which is a key element in the standard, the Grading of Recommendations 

Assessment, Development, and Evaluation (GRADE) approach, for developing treatment 

recommendations. After completing a Cochrane network meta-analysis of methotrexate and 

methotrexate-based combination therapy with traditional and biologic DMARDs, they found 

that the development and grading the strength of treatment recommendation required 
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balancing trade-offs between efficacy, potential side-effects, and dose regimen. The authors 

aimed to develop and demonstrate a novel Bayesian approach for combining the data of 

measured patients’ preferences for these trade-offs from their previous study (4) with 

outcome estimates from the network meta-analysis for consideration of two clinical 

questions: 1) the choice of methotrexate versus triple therapy as initial treatment 2) the 

choice of triple therapy versus methotrexate and anti-tumor necrosis factor therapy in 

patients with an inadequate response to methotrexate. The authors found that 1) most 

patients (including methotrexate naïve patients) preferred triple therapy as the initial 

treatment, with a higher probability of symptom improvement outweighing additional pill 

burden and regular eye examinations, 2) patients with inadequate responses to methotrexate 

had varied preferences due to an increased number of trade-offs involving differences in 

outcomes, dosing regimens, rare AEs, and monitoring. (6, 7)

Treatment preferences of RA patients for triple therapy, biologics, and Janus kinase 

inhibitors were measured by Fraenkel et al (8) using a conjoint analysis survey. Preferences 

were estimated based on patients’ trade-offs across route of administration, onset of action, 

bothersome side effects, serious infections, very rare side effects, time on the market and 

affordability. Using latent class analysis, five preference phenotypes emerged: members of 

the largest group (38.4%) were affected most by the cost of medications, members of the 

second largest group (25.8%) were concerned about the risk of bothersome side effects, 

members of the third largest group (18%) were most impacted by onset of action and risk of 

serious infections. The two smallest groups were most concerned about the risk of very rare 

side effects (11.2%) and the route of administration (6.6%).

Patient knowledge and perception of biosimilars were evaluated in 121 RA patients in 

Belgium (treated with both traditional synthetic DMARDs and/or biologics, but not 

biosimilars) through anonymous web surveys. The majority (79%) of patients knew about 

biologics but only 49% had heard of biosimilars. The participants were asked to indicate 

“what they would wonder about” if a physician prescribed them an originator or biosimilar. 

Participants had similar concerns regarding the efficacy, side-effects and suitability of 

biosimilars and originators, but biosimilars were questioned more often in terms of their 

safety compared to originators. (9) Table 1 summarizes these findings.

Preferences for DMARD Route of Administration

Bolge et al (10) found over 50% of RA patients (who were on DMARDs and had discussed 

but never taken biologic therapy) were open to both intravenous (IV) and subcutaneous (SQ) 

modes of administration, and that only 26.3% of patients strongly preferred SQ injection 

through self-administered online surveys. Nolla et al (11) utilized assessed values assigned 

to attributes of biologic therapies using conjoint analysis among treatment-experienced 

Spanish RA patients (diagnosed for at least two years prior to study and received biologics 

for at least one year) as well as rheumatologists. The relative importance of attributes was 

calculated and participants identified the ideal attributes for biologic therapies should allow 

relief from pain and functional capacity improvement, with a low risk of AEs, longer time 

period prior to perceiving the need for another dose, and self-administration at home. 

Additionally, patients placed more importance on the route of administration and a lower 
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frequency of administration than rheumatologists, while providers placed higher importance 

on relief from pain, improvement in functional capacity, and risk of AEs. Louder et al (12) 

and Alten et al (13) both found that patients considered route of administration to be the 

most important attribute influencing treatment preferences in studies using choice-based 

conjoint surveys and discrete choice surveys respectively, with the majority of patients 

preferring the oral route of administration over other routes. Emadi et al (14) evaluated 294 

RA patients using a questionnaire to determine their preferred route of administration of 

their RA treatment. Participants expressed the highest preference for oral therapy (69%) as 

compared to injection (23%) and IV (8%) therapy; additionally, 85% of patients wished to 

remain on oral therapy as compared with 63% of patients on IV and 58% of patients on SQ 

therapies.

Bolge et al (15) conducted semi-structured telephone interviews with 405 patients receiving 

IV therapy [including 204 (50.4%) with RA] and found the majority of patients preferred IV 

medication to SQ injection, with the most common reasons for preference for IV therapy 

were aversion to self-inject, less frequent dosing, and preference for administration by a 

health care professional. Gaylis et al (16) performed a single-center, non-interventional 

patient questionnaire-based study of 100 patients with inflammatory arthritis currently 

receiving IV biologics, including 31 patients who were previously treated with SQ 

medications, and similarly found patients had a favorable perception of IV therapy, with 

90% patients rating their satisfaction with current IV therapy as 4 or 5 on a 5-point Likert 

scale. Desplats et al (17) analyzed preferences for switching from IV to SQ in 127 patients 

treated by tocilizumab and 74 patients by abatacept. Patients with favorable attitudes towards 

switching cited convenience (i.e., concerns about repeated hospital visits for IV infusions, 

greater autonomy with SQ injections, economic considerations), while those who rejected 

switching were concerned about lack of follow-up, absence of medical assistance during the 

SQ injection, fear of AEs, and fear of SQ injections.

Several studies evaluated patient preferences regarding the auto-injector mode of 

administration. The GO-SAVE study found that the majority of patients reported less 

discomfort, redness, pain, stinging, and burning with the golimumab auto-injector as 

compared with their prior adalimumab or etanercept injections. (18) The phase 3 SARIL-

RA-EASY study assessed the use of auto-injector (pen) among RA patients administering 

sarilumab as compared to the prefilled syringe. In this study, the majority of patients 

reported ease of use and satisfaction with the auto-injector, with similar safety and efficacy 

as compared to the syringe. (19) The Home Use Study and Patient Preference Study 

evaluated the investigational AutoTouch™ reusable auto-injector versus the currently 

marketed single-use SureClick® auto-injector among patients with inflammatory arthritis, 

including RA. They found that more patients preferred the AutoTouch™ because of the 

added ease of self-injecting, pressing the start button, following injection process, and 

certainty of knowing when the injection was completed. (20) Egeth et al (21) found that RA 

patients preferred the Brenzys auto-injector, which does not have a push button requiring the 

thumb and is administered in fewer steps, over the Enbrel auto-injector. (21) Table 2 

summarizes these findings.

Hsiao and Fraenkel Page 4

Curr Opin Rheumatol. Author manuscript; available in PMC 2020 May 01.

A
uthor M

anuscript
A

uthor M
anuscript

A
uthor M

anuscript
A

uthor M
anuscript



Preferences for Glucocorticoids

Black et al (22) evaluated patient perspectives of glucocorticoids with a cross-sectional 

survey in patients with rheumatic diseases, including 25% with RA. More than half of the 

participants felt that glucocorticoids significantly improved their symptoms and the benefits 

were greater than the AEs. Patients rated skin thinning and/or easy bruisability, sleep 

disturbance, mood disturbance, and change in facial shape as the worst AEs.

Preferences for Cannabis

While there was a lack of recent studies exploring patient preferences for complementary or 

alternative treatments, Bruce et al (23) studied the utilization of medical cannabis among 

patients with chronic conditions such as RA through semi-structured telephone interviews. 

Participants described using medical marijuana as an alternative to other medications (most 

commonly opioids, but also anticonvulsants, anti-inflammatories, and over-the-counter 

analgesics), as a treatment to be used along with prescription medications, and as a way to 

help them taper off prescription medications. Patients reported concerns regarding the 

toxicity, dependence and tolerance of all prescription medications, particularly opioids. They 

reported that medical cannabis improves management of certain symptoms such as pain, has 

a quicker onset of action and longer lasting effects than prescription drugs.

Preferences Related to Clinical Practice Recommendations

Fraenkel et al (24) evaluated how to best incorporate patient preferences in the development 

of RA treatment recommendations. In a pilot study conducted in conjunction with the 

ACR’s development of the 2015 RA Recommendations, they sought to determine the 

feasibility and value of developing clinical practice guidelines based on a voting panel 

comprised of patients. Patient recommendations were then compared with those developed 

by the physician-dominated voting panel. For 13 of the 16 questions, the patient panel 

recommended the same course of action as did the physician-dominated panel; however, the 

two panels viewed trade-offs between benefits and harms differently for three of the 

questions. For two of the questions, patients voted conditionally for using triple therapy 

(versus mono DMARD) for DMARD-naive patients with early and established RA with at 

least moderate disease activity versus the physician-dominated panel who voted 

conditionally against triple therapy. Patients felt that the increased chance of significant 

improvement and the lack of significant added toxicity justified the use of all three 

medications. Additionally, the two panels also differed in their recommendations for using 

tofacitinib: the patient panel voted for using tofacitinib over methotrexate in DMARD-naïve 

RA patients (because of the statistically significant benefits associated with tofacitinib and 

its lower risk of gastrointestinal side effects as compared to methotrexate), whereas the 

physician-dominated panel voted against using tofacitinib in this population. Goodman et al 

(25) described how input from a patient panel influenced the development of the 2017 ACR/

American Association of Hip and Knee Surgeons clinical practice guidelines for 

perioperative management of anti-rheumatic medications in patients undergoing elective 

total hip or total knee arthroplasty. The patient panel consisted of 11 RA or juvenile 

idiopathic arthritis patients all with prior personal experience of joint replacements who 

voted anonymously on the drafted recommendations until an 80% or higher consensus was 
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reached. The patient panel placed higher importance on avoiding an infection than a disease 

flare, citing that flares represented a “known risk” that could potentially be controlled and 

treated, in contrast to infections, which were perceived to have the risk of much worse 

outcomes (e.g. permanent loss of prosthesis, amputation, prolonged hospitalization, 

disability and death).

Preferences for Predictive Testing

Patient perceptions on the value of predictive testing for treatments was studied by Kumar et 

al (26) in a group of patients with established RA, (range of disease duration from three to 

34 years), using qualitative interviews and found that overall, patients supported the 

development of predictive testing to predict response to treatments. Patients also expressed 

the need for explanations that described the consequences of untreated RA and delayed 

treatment response as well as support to balance the trade-offs between the risks of testing 

that may be invasive and/or have varying accuracies with the potential benefits of new 

information to help identify a suitable treatment.

Preferences for Medication Intensification

Patient preferences regarding medication intensification were evaluated in patients with 

established RA, with a median disease duration of eight years using questionnaires regarding 

perceived health change, satisfaction with current health, willingness to change therapy, and 

expected health change until the next visit. Hendrikx et al (27) used logistic regression to 

assess independent associations between these measures, clinical measures and actual 

DMARD/biologic intensification, finding that all patient perception measures exhibited 

significant associations independent of clinical measures, with patients’ willingness to 

escalate therapy strongly associated with their satisfaction with their current health state.

Preferences for Medication Dose Reduction

Patient preferences for dose reduction were evaluated by Verhoef et al (28) using a mixed 

methods study that identified the factors that play a role for RA patients when considering a 

gradual tapering of their biologic until discontinuation. Most participants reported a positive 

attitude toward biologic dose reduction but expressed concerns about a possible disease flare 

that may cause increased pain and/or loss of function. Additionally, patients expressed the 

importance for them to know the possibility to increase the dose if the plan for dose 

reduction is unsuccessful.

Preferences for Treatment Goals

Patient preferences for treatment goals were investigated in a qualitative study among young 

patients with inflammatory arthritis. Hart et al (29) found that these patients valued 

treatment that helps them achieve living a “normal life”, i.e. a reference to their pre-

diagnosis states or to others. They also perceived treatment as both an opportunity to 

achieving relief from symptoms as well as a threat to achieving a normal life through 

experiencing side effects. These young patients discussed having strong emotions about 

aspects of treatment, acquiring information from different sources, and acknowledged the 

uncertainty associated with new treatments.
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Preferences for Psychological Support

Dures et al (30) evaluated preferences for psychological support in patients with 

inflammatory arthritis in a multi-center study. While only 23% of patients reported routinely 

being asked about social and emotional issues by rheumatology professionals, 46% wanted 

the opportunity to discuss psychological impact. Additionally, patients expressed the desire 

for support managing the impact of pain and fatigue (82%), managing emotions (57%), 

work and leisure (52%), relationships (37%), and depression (34%). Only 6% of patients 

stated that social and emotional issues were irrelevant. Dwarswaard et al (31) performed a 

qualitative review to evaluate self-management support from the perspective of patients with 

chronic conditions including RA. They reviewed 37 articles and found patients with chronic 

disease need instrumental, psychosocial, and relational support from different sources, 

including health-care professionals.

Conclusion

This review summarizes recent publications that discuss patient preferences across different 

aspects of RA treatment, highlighting the variability of patient preferences and thus the 

importance of adopting a treatment approach based on mutual patient-clinician consideration 

of patient input using shared decision-making.
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Key Points:

• Recent studies show variability in patient preferences across different aspects 

of RA treatment, highlighting the importance of implementing shared-

decision making in the treatment approach.

• Most patients expressed willingness to accept certain risks of adverse effects 

to potentially gain benefits of treatment.

• The development of the 2015 ACR RA treatment guidelines and 2017 ACR/

American Association of Hip and Knee Surgeons guidelines for perioperative 

management of anti-rheumatic medications both utilized the Grading of 

Recommendations Assessment, Development, and Evaluation methodology, 

which acknowledges the critical role of patient input in treatment 

recommendations.
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