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Introduction

Crohn's disease (CD) is an idiopathic chronic inflammatory disorder with a relapsing and remitting course affecting any part of the gastrointestinal tract and requiring long-term therapies [START_REF] Torres | Crohn's disease[END_REF] . A not properly controlled disease can lead to strictures, perforations, fistulas, and abscesses, greatly impacting not only patients well-being but also their quality of life and their social activity [START_REF] Torres | Crohn's disease[END_REF][START_REF] Vogelaar | The impact of biologics on health-related quality of life in patients with inflammatory bowel disease[END_REF] . Moreover, about 20% of patients with CD are hospitalized every year and the rate of subjects undergoing surgery within 10 years of diagnosis is around 50% [START_REF] Cosnes | Factors affecting outcomes in Crohn's disease over 15 years[END_REF] . CD treatto-targets [START_REF] Peyrin-Biroulet | Selecting Therapeutic Targets in Inflammatory Bowel Disease (STRIDE): Determining Therapeutic Goals for Treat-to-Target[END_REF] consist of resolution of clinical symptoms, endoscopic mucosal healing, and resolution of inflammatory status as assessed by cross-sectional imaging, resulting in reduced hospitalization and surgery [START_REF] Mao | Systematic review with meta-analysis: comparative efficacy of immunosuppressants and biologics for reducing hospitalisation and surgery in Crohn's disease and ulcerative colitis[END_REF] . The treatment with biological drugs has revolutionized the management of CD and the proportion of patients receiving anti-TNFα therapy has steadily increased over the last two decades [START_REF] Park | Utilization trends of anti-TNF agents and health outcomes in adults and children with inflammatory bowel diseases: a single-center experience[END_REF][START_REF] Targownik | Temporal Trends in Initiation of Therapy With Tumor Necrosis Factor Antagonists for Patients With Inflammatory Bowel Disease: A Population-based Analysis[END_REF] . Their use led to improvements in clinical remission and mucosal healing rates and to decreased rates of complications and surgery [START_REF] Kirchgesner | Therapeutic management of inflammatory bowel disease in real-life practice in the current era of anti-TNF agents: analysis of the French administrative health databases 2009-2014[END_REF][START_REF] Lichtenstein | Infliximab maintenance treatment reduces hospitalizations, surgeries, and procedures in fistulizing Crohn's disease[END_REF] . In clinical practice, treatment adherence is an important factor for therapeutic success [START_REF] Fidder | Low rates of adherence for tumor necrosis factor-α inhibitors in Crohn's disease and rheumatoid arthritis: results of a systematic review[END_REF] . Long-term treatment with anti-TNFα proved to be effective and safe in maintaining clinical response and remission in a high percentage of CD patients treated with infliximab and adalimumab [START_REF] Rutgeerts | Efficacy and safety of retreatment with anti-tumor necrosis factor antibody (infliximab) to maintain remission in Crohn's disease[END_REF][START_REF] Colombel | Adalimumab for maintenance of clinical response and remission in patients with Crohn's disease: the CHARM trial[END_REF] .

As for other chronic diseases, non-adherence to therapy may lead to treatment failure, additional need for health care resources, and unnecessary change in medication [START_REF] Fidder | Low rates of adherence for tumor necrosis factor-α inhibitors in Crohn's disease and rheumatoid arthritis: results of a systematic review[END_REF] .

Nevertheless, up to 20% of patients interrupt temporarily anti-TNFα treatment or discontinue treatment altogether [START_REF] Gisbert | Systematic review with meta-analysis: the efficacy of a second anti-TNF in patients with inflammatory bowel disease whose previous anti-TNF treatment has failed[END_REF] . The overall risk of relapse after discontinuation of anti-TNFα drugs in CD patients is around 50%, thus emphasizing the importance to continue treatment as indicated [START_REF] Torres | Systematic Review of Effects of Withdrawal of Immunomodulators or Biologic Agents From Patients With Inflammatory Bowel Disease[END_REF][START_REF] Gisbert | The Risk of Relapse after Anti-TNF Discontinuation in Inflammatory Bowel Disease: Systematic Review and Meta-Analysis[END_REF] . Several study showed that patients' satisfaction with treatment is one of the most relevant factors for treatment-adherence in chronic diseases [START_REF] Barbosa | A literature review to explore the link between treatment satisfaction and adherence, compliance, and persistence[END_REF][START_REF] Horne | Patients' beliefs about prescribed medicines and their role in adherence to treatment in chronic physical illness[END_REF][START_REF] Mchorney | Frequency of and reasons for medication non-fulfillment and nonpersistence among American adults with chronic disease in 2008[END_REF] . Furthermore, as in most patients non-adherence is an intentional decision, patient's motivation to pursue long-term treatments is recognized as one of the major barriers to medication adherence [START_REF] Wagoner | The Influence of Motivational Interviewing on Patients With Inflammatory Bowel Disease: A Systematic Review of the Literature[END_REF] . The Satisfaction of Patients with Crohn's Disease questionnaire (SPACE-Q) is a recently developed tool to specifically measure patients' satisfaction with anti-TNFα drugs in CD [START_REF] Marant | Assessing patients' satisfaction with anti-TNFα treatment in Crohn's disease: qualitative steps of the development of a new questionnaire[END_REF] . A multicentre, longitudinal, observational study revealed that the SPACE-Q was well accepted by patients and was a valid, reliable, and responsive tool to evaluate their satisfaction with anti-TNF drugs [START_REF] Gilet | Measuring patients' satisfaction with their anti-TNF treatment in severe Crohn's disease: scoring and psychometric validation of the Satisfaction for PAtients in Crohn's diseasE Questionnaire (SPACE-Q(©))[END_REF] . However, no study has so far analysed CD patients' motivation to continue biological therapy using SPACE-Q. Primary aim of our study was to identify internal and external factors that influence patients' motivation to pursue anti-TNFα therapy in CD using the SPACE-Q. Secondary objectives were: i) to identify the profile of patients who are the most motivated to pursue anti-TNFα therapy at inclusion visit; ii) to evaluate changes in motivation over time; iii) to identify potential parameters influencing the maintenance of motivation.

Patients and Methods

Study design and data collection

This was an observational, prospective, longitudinal, multicentre study conducted in France between September 2013 and December 2015 in patients with CD receiving anti-TNFα therapy for at least three months. All enrolled patients had to complete anonymously SPACE-Q, Belief about Medicines Questionnaire (BMQ), Patient Activation Measure (PAM), Hospital Anxiety and Depression Score (HADS), 4-Point ordinal Alliance Self-report (4-PAS), and Patient Global Assessment (PGA) at the inclusion visit. Two phone call follow-up visits were scheduled at 6 and 12 months from enrolment: at month 6 patients were asked to fill in SPACE-Q, PGA, and follow-up patient form (including changes in CD treatment, personal events, and clinical events since inclusion); at month 12 patients had to compile SPACE-Q, BMQ, PAM, HADS, 4-PAS, PGA, and follow-up patient form (which included changes in CD treatment, personal events, and clinical events since evaluation at month 6).

Moreover, physicians assessed anti-TNFα therapeutic effect and associated adverse events using the Clinical Global Impression (CGI) score at baseline visit and they recorded patients' demographic characteristics, CD history [date of diagnosis, Harvey-Bradshaw Index score (HBI), complications], anti-TNFα treatment history (start date, administration route, reason for discontinuation), current treatment, and history of surgery. Ethics committee and French authorities in accordance with French legislation on non-interventional studies approved the study protocol. All patients provided written informed consent.

Patients

Adult patients with CD on anti-TNFα therapy since more than 3 months were eligible if they completed SPACE-Q and agreed to be contacted six and twelve months after inclusion by phone. Patients were excluded if they could not be contacted by phone, if they were included in other clinical trials at the time of baseline visit, or in case of any serious concomitant disease that could interfere with CD according to physician assessment.

Patient reported outcomes (PRO)

Several PRO tools were used to assess factors correlated to patients' motivation to pursue anti-TNFα treatment (Table 1). The SPACE-Q is a self-administered, disease and treatment specific tool developed in French language [START_REF] Gilet | Measuring patients' satisfaction with their anti-TNF treatment in severe Crohn's disease: scoring and psychometric validation of the Satisfaction for PAtients in Crohn's diseasE Questionnaire (SPACE-Q(©))[END_REF] . It assesses patient satisfaction and consists of 11 domains [START_REF] Gilet | Measuring patients' satisfaction with their anti-TNF treatment in severe Crohn's disease: scoring and psychometric validation of the Satisfaction for PAtients in Crohn's diseasE Questionnaire (SPACE-Q(©))[END_REF] . The BMQ [START_REF] Barbosa | A literature review to explore the link between treatment satisfaction and adherence, compliance, and persistence[END_REF][START_REF] Fall | Validation of the French version of the Beliefs about Medicines Questionnaire (BMQ) among diabetes and HIV patients[END_REF] is a self-administered generic questionnaire evaluating patients' view of medication, yielding the necessity score related to perceived efficacy and the concern score related to perceived side effects of the treatment. The Patient Activation Measure (PAM) assesses patient knowledge, skill, and confidence for self-management [START_REF] Hibbard | Development of the Patient Activation Measure (PAM): conceptualizing and measuring activation in patients and consumers[END_REF][START_REF] Hibbard | Development and testing of a short form of the patient activation measure[END_REF] . The Hospital Anxiety and Depression Score (HADS) [START_REF] Stern | The hospital anxiety and depression scale[END_REF] is a generic tool evaluating anxiety and depression. The 4-Point ordinal Alliance Self-report (4-PAS) [START_REF] Misdrahi | The 4-Point ordinal Alliance Self-report: a selfreport questionnaire for assessing therapeutic relationships in routine mental health[END_REF] is a self-reported questionnaire which measures the therapeutic alliance or relationship between patient and his/her physician.

The Patient Global Assessment (PGA) [START_REF] De Jong | Patient-Reported Outcome Measures for Use in Clinical Trials and Clinical Practice in Inflammatory Bowel Diseases: A Systematic Review[END_REF] is a CD-specific measure to grade severity of CD.

Statistical analysis

The analysis population included all patients who met inclusion criteria and who answered the SPACE-Q motivation item 56 at inclusion. Descriptive statistics were applied to describe physician and patient characteristics. A t-test was used to compare two groups of patients while ANOVA test was used to compare three or more groups of patients. Univariate and multivariate linear regressions were performed to explore factors influencing patients' motivation to pursue anti-TNFα therapy. Patients were divided into two categories according to their response to the SPACE-Q: "very motivated patients" and "other patients" ("not at all motivated", "not really motivated", and "mostly motivated" patients). This categorical parameter (used as dependent variable in univariate and multivariate logistic regressions), the patients' baseline characteristics, and the PRO values at inclusion served as explanatory variables. Fifty-six variables were tested in a univariate linear regression model including patient demographics, clinical parameters, PROs, CD characteristics, and information concerning anti-TNFα drugs (Supplementary Table 1). Among the variables tested, univariate analysis yielded 25 variables that correlated with the binary motivation modality (patients very motivated at inclusion to pursue anti-TNFα therapy or not) at the 0.2 significance level. These variables were analyzed with a multivariate regression test, excluding those with many missing values or correlated with other variables already included. Multivariate linear regressions were performed using a stepwise selection of the retained parameters (p value < 0.20 for entry and p value > 0.05 for removal). Logistic regressions were used to document the profile of motivated patients. The threshold for statistical significance was fixed at 5% for each test. Missing items for PRO questionnaires were analysed according to the scoring manual of questionnaires [START_REF] Hofstee | How to score questionnaires[END_REF] . Missing data for other variables were not imputed. All data processing and analyses were performed with SAS software for Windows (Version 9.2, SAS Institute, Inc., Cary, NC, USA).

Results

Patient characteristics at baseline

Patient and disease characteristics at baseline are shown in Table 2.

A total of 292 patients met the inclusion criteria and 274 patients completed the SPACE-Q at baseline and were included in the current study. Seventy-four patients (27%) were treated with anti-TNF inhibitors for a time period ranging from three months to one year (group 1), 90 patients (32.8%) were treated for a time period between one and three years (group 2), and 110 patients (40.2%) were treated for over three years (group 3). Physicians rated the efficacy of anti-TNFα therapy at inclusion as "marked", "moderate", "minimal", or "unchanged or worse" in 63.8%, 29.5%, 4.8%, and 1.8% of patients respectively. Marked efficacy was detected in a higher proportion of group 3 patients, compared to patients being under treatment for a maximum of 1 year (70% vs. 52%, respectively). The highest SPACE-Q mean score was observed in the motivation domain (76.7, standard deviation (SD) 16.3), while the lowest SPACE-Q mean score was found in the symptoms transition scale domain (60.9, SD 24.0). Overall, group 3 patients had mean scores of SPACE-Q items greater than the other two patient groups. Most patients rated their disease as moderate or severe according to the PGA (40.9% and 33.9% respectively). Mean necessity and concerns score of the BMQ were 10.0 and 18.1, while mean levels of PAM, anxiety and depression according to HADS, and 4-PAS were 53.5, 7.2, 5.0, and 17.0 respectively.

Follow-up at 6 months

Mean scores of all SPACE-Q dimension responses are presented in Table 3. Mean scores derived from other questionnaires are summarized in Table 4.

One hundred and seventy-eight patients (65%) were in remission, 191 patients (69.7%) experienced no relapse, and no complication or CD-related surgery occurred in 77.4% and 83.9% of cases. The mean HBI value was 1.0. HBI was lower in patients of group 2 and group 3 than in patients of the group 1 (1.0, 1.0, and 2.0 respectively). Most patients reported not to have stopped (88%) or switched (87%) their anti-TNFα treatment. The biological drugs were discontinued in 19 cases (6.9%) and non-adherence was greater in group 1 patients (9, 12%) than in groups 2 and 3 (5, 5.6% and 5, 4.5% respectively). Increases and decreases in the administration frequency were detected in a low percentage of patients (7% and 4% respectively), as well as increases or decreases in anti-TNF dosing (6% and 1% respectively).

The administration route was modified only in one patient. No difference between inclusion and 6-month SPACE-Q and PGA mean scores was found. The highest SPACE-Q mean score was observed in the motivation domain (75.4, SD 16.8) and was higher in patients treated with anti-TNFα for over three years compared to patients of groups 1 and 2 (78.3, SD 16.9; 74.1, SD 16.5; and 72.4, SD 16.6 respectively). Based on PGA most patients continued to consider their disease to be moderate (35.8%) or severe (22.3%). Results of the univariate linear regressions to evaluate the individual impact of each factor collected at month 6 on the change of motivation are summarized in Supplementary Table 1.

Follow-up at 12 months

One hundred and sixty-five patients (60.2%) were in remission, two third of patients had had no relapse and no complication or CD-related surgery occurred in about 70% and 82% of cases, respectively. The mean HBI was 1.9 and was lower in group 3 than in group 2 and group1 (1.6, 1.8, and 2.3 respectively). Most patients (78%) were still under anti-TNFα treatment. Similarly to the previous follow up, discontinuation occurred more in patients treated for less than one year (12 cases, 16.2%) compared to patients treated for a longer time (10, 11.1% and 8, 7.3%). Modifications in dose and frequency were detected in 7.3% and 10.6% of patients, while modifications in administration route or switch to another anti-TNFα occurred in 3% and 2.9% of patients. No difference between 6-month and 12-month SPACE-Q, BMQ, PAM, HADS, 4-PAS, and PGA mean scores was found. The highest SPACE-Q mean score was still observed in motivation domain (74.1, SD 19.0), confirming higher values in group 3 compared to groups 1 and 2 (78.3, SD 18.3; 73.9, SD 20.7; and 69.6, SD 17.5 respectively). CD was classified as moderate or severe according to PGA in 27.4% and 21.5% of cases respectively. Mean necessity and concerns score of the BMQ, PAM score, anxiety and depression levels of HADS, and 4-PAS were similar to the inclusion levels (10.0, 17.7, 53.7, 6.9, 4.8, and 18.5 respectively). Results of the univariate linear regressions to evaluate the individual impact of each factor collected at month 12 on the change of motivation are included in Supplementary Table 2.

Baseline factors associated with patients' motivation to pursue anti-TNFα therapy

In the univariate linear regression model, disease severity (based on HBI) and PROs were correlated to patients' motivation, while no association was found with patient characteristics (e.g. age, gender, and education level) and anti-TNFα regimen (e.g. mode and frequency of administration) at inclusion (Supplementary Table 3). The subsequent final multivariate 

Motivated patients' profile

A multivariate logistic regression analysis showed that three variables had significant discriminative power to categorize patients into two motivation groups at the 0.05 significance level. These parameters were the two BMQ subscale scores ('necessity score' and 'concerns score') and the SPACE-Q item "satisfaction with treatment' (Table 5). Patients with a stronger belief in treatment necessity and lower concerns regarding medication were more likely to be very motivated to pursue anti-TNFα therapy (p<0.0001 and p=0.0002, respectively). Likewise, patients with a higher satisfaction with treatment according to the SPACE-Q were more likely to be very motivated (p=0.0004).

Discussion

The SPACE Motivation study was a French, multicentre, prospective cohort study, which aimed to identify factors impacting CD patients' motivation to pursue anti-TNFα therapy using the SPACE-Q and other tools. Two hundred and seventy-four patients were included in our study and were categorized in three groups according to the time period that they were treated with anti-TNFα drugs. About 80% of patients continued biological treatment after one year from enrolment and no difference in motivation levels, measured with the SPACE-Q, or in other tools were detected at different study time-points. Our study showed that when PROs were evaluated, factors correlated with patients' motivation as measured by the SPACE-Q item "Motivation" included the BMQ subscales of belief in treatment necessity and concerns about medication, the SPACE-Q dimensions of "Expectation confirmation towards treatment efficacy", "Expectation confirmation towards convenience", and "Satisfaction with treatment". Patient demographics (e.g. age, sex) and disease characteristics (e.g. duration of disease, duration of anti-TNFα treatment, and educational background) did not impact patients' adherence to treatment. Similarly, route and frequency of anti-TNFα administration, which is challenging and time-consuming for patients, and knowledge, skill and confidence of patients in self-administering treatment (measured by PAM score) seemed to play a minor role in patients' adherence and motivation. Finally, the profile of the most motivated CD patients to not interrupt anti-TNFα drugs included patients most satisfied with the treatment, those who believed they had greater need for treatment, and those with fewer concerns regarding therapy. Variables correlated with motivation were thus focused on patients' perceptions. It was consistent with previous studies that investigated medication adherence in patients with chronic diseases [START_REF] Barbosa | A literature review to explore the link between treatment satisfaction and adherence, compliance, and persistence[END_REF][START_REF] Horne | Patients' beliefs about prescribed medicines and their role in adherence to treatment in chronic physical illness[END_REF][START_REF] Michetti | Impact of Treatment-Related Beliefs on Medication Adherence in Immune-Mediated Inflammatory Diseases: Results of the Global ALIGN Study[END_REF] . A systematic review by Barbosa et al. [START_REF] Barbosa | A literature review to explore the link between treatment satisfaction and adherence, compliance, and persistence[END_REF] confirmed that treatment satisfaction was positively associated with better compliance and adherence to treatment. A cross-sectional study [START_REF] Horne | Patients' beliefs about prescribed medicines and their role in adherence to treatment in chronic physical illness[END_REF] including patients with asthma, patients treated with haemodialysis, and patients with chronic oncological or cardiac diseases documented that necessity and concerns score were strongly correlated to treatment compliance. In another cross-sectional study [START_REF] Michetti | Impact of Treatment-Related Beliefs on Medication Adherence in Immune-Mediated Inflammatory Diseases: Results of the Global ALIGN Study[END_REF] on rheumatological, dermatological, and gastroenterological patients necessity score resulted as an important predictive factor of medication adherence. To our knowledge, this is the first study designed to evaluate the profile of CD patients at risk to discontinue their anti-TNFα therapy. Other strengths of our work are the considerable number of patients included and the use of tools already widely used in other studies. However, there are some limitations: firstly, despite careful selection, PROs and baseline characteristics included in our analysis didn't cover all subjective factors that can influence patients' motivational status; secondly, there was a considerable number of missing data for certain variables, especially at month 12; thirdly, factors associated with poor motivation were not assessed and the profile of less motivated patients was not identified. It would be interesting to check if motivation level and data collected at inclusion were predictive or not of selfreported questionnaires completion at the study end, assuming that a lost to follow-up patient at month 12 was not fully motivated and that only highly motivated patients remained throughout the study. In daily clinical practice, it is difficult to investigate factors associated to patients' motivation with mentioned tools, as some questionnaires such as the SPACE-Q contain many items and require a long filling time. However, our three influencing factors (treatment necessity and concerns about medication, and satisfaction with treatment) should be translated into routine questions to CD patients. These questions could help physicians to identify patients who lack motivation, resulting in suspension or interruption of the prescribed and scheduled treatment. Consequently, physicians should listen to patients' expectations and fears concerning anti-TNFα therapy. Motivational training should be planned at an early stage in the management of these patients, including not only information on disease and medication, but also information on patients' expectations towards the treatment, discussing any concerns and fears. 

Conclusion

model found 5

 5 parameters associated with motivation to pursue anti-TNFα treatment (p<0.05): 2 subscale scores from the BMQ tool [necessity score (p=0.01) and concern score (p <0.0001)] and 3 dimensions from the SPACE-Q questionnaire [expectation confirmation towards treatment efficacy (p=0.04), satisfaction with treatment (p=0.03), expectation confirmation towards convenience (p=0.02)]. The SPACE-Q "expectation confirmation towards adverse effects" domain also improved the model, but no statistically significant correlation was found.

  Many factors impact patients' motivation to pursue anti-TNFα therapy. Belief in treatment necessity, concerns about medication, satisfaction with treatment, and expectation confirmation towards treatment efficacy and convenience are factors correlated to treatment motivation in patients with active CD. Most motivated patients are very satisfied with the treatment, have strong belief in treatment necessity, and limited concerns regarding medication. In daily clinical practice, physicians should investigate these factors and plan motivational training in order to identify patients at risk and prevent therapy interruption.
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 1 Figure 1: Disposition of subjects and completed documents 4-PAS = 4-Point ordinal Alliance Self-report; BMQ = Belief about Medicines Questionnaire; CRF = case report form; HADS = hospital anxiety and depression scale; PAM = patient activation measure; PGA = patient global assessment; PRO = Patient Reported Outcomes; SPACE-Q = Satisfaction for PAtients in Crohn's diseasE Questionnaire.

Table 1 : Characteristics of patient reported outcome tools

 1 

	PRO = Patient Reported Outcomes; SPACE-Q = Satisfaction for PAtients in Crohn's diseasE Questionnaire;
	BMQ = Belief about Medicines Questionnaire; PAM: patient activation measure; HADS = hospital anxiety and
	depression scale; 4-PAS = 4-Point ordinal Alliance Self-report; PGA = patient global assessment.

* This item is not included in the total score

Table 2 : Patient demographics and disease characteristics at baseline
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	Variable

Table 3 : Patient Responses to SPACE-Q at inclusion, Month 6, and Month 12

 3 

	SPACE-Q dimensions	Inclusion	Follow-up 6 months	Follow-up 12 months
	mean ± SD	N=274	N=274	N=274
	Disease control	69.5 ± 20.7	68.5 ± 19.9	70.8 ± 18.5
	Symptoms transition scale	60.9 ± 24.0	64.5 ± 23.0	62.3 ± 24.9
	Anal Symptoms transition			
	scale	76.6 ± 25.8	78.7 ± 24.0	77.9 ± 25.7
	Quality of Life transition			
	scale	64.8 ± 19.4	65.4 ± 18.5	66.9 ± 18.0
	Tolerability	5.8 ± 2.4	5.7 ± 2.3	5.7 ± 2.3
	Convenience	16.2 ± 3.4	16.7 ±3.0	16.9 ± 2.8
	Expectation confirmation			
	towards efficacy	62.2 ± 26.9	62.4 ± 25.2	60.84 ± 26.0
	Expectation confirmation			
	towards side-effects	61.6 ± 24.6	62.5 ± 23.7	62.4 ± 24.2
	Expectation confirmation			
	towards convenience	61.4 ± 21.6	59.8 ± 21.6	60.6 ± 22.2
	Satisfaction with treatment	67.9 ± 18.6	67.2 ± 19.0	67.9 ± 16.4
	Motivation	76.7 ± 16.3	75.4 ± 16.8	74.1 ± 19.0
	SPACE-Q = Satisfaction for PAtients in Crohn's diseasE Questionnaire; SD= Standard Deviation.
	All dimension scores range from 0 to 100, except the Tolerability score ranging from 0 to 10 and the
	Convenience score ranging from 0 to 21; higher scores are associated with a better dimension-related outcome
	(i.e., better tolerability; better quality of life; fewer symptoms).	
	Missing values at inclusion, 6, and 12 months: Disease control: 2, 62, 100; Symptom transition scale: 0, 64, 102;
	Anal symptom transition scale: 2, 64, 103; Quality of life transition scale: 3, 63, 104; Tolerability: 7, 64, 101;
	Convenience: 17, 74, 115; Expectation confirmation toward efficacy: 2, 62, 101; Expectation confirmation
	toward side-effects: 2, 62, 101; Expectation confirmation toward convenience: 3, 63, 104; Satisfaction with
	treatment: 4, 69, 103; Motivation: 0, 62, 101.		

Table 4 : Patient Responses to other PRO questionnaires at inclusion, Month 6, and Month 12

 4 Point ordinal Alliance Self-report; BMQ = Belief about Medicines Questionnaire; HADS = hospital anxiety and depression scale; ND = not determined; PAM: patient activation measure; PGA = patient global assessment; PRO = Patient Reported Outcomes; SD = Standard Deviation. Missing values at inclusion, 6, and 12 months: BMQ necessity: 8, -, 103; BMQ concerns: 6, -, 103; BMQ necessity-concern differential: 12, -, 103; PAM: 11, -, 91; HADS anxiety score: 14, -, 91; HADS depression score: 6, -, 89; 4-PAS: 21, -, 93; PGA severity: 8, 64, 95.

	PRO/Score	Inclusion	Follow-up 6 months	Follow-up 12 months
		N=274	N=274	N=274
	BMQ, mean ± SD			
	Necessity	20.1 ± 3.4	ND	20.0 ± 3.4
	Concern	17.9 ± 4.5	ND	18.3 ± 4.4
	Necessity-concern differential	1.8 ± 5.1	ND	1.7 ± 5.8
	PAM, mean ± SD		ND	
	Total Patient activation level	53.5 ± 11.5	ND	53.7 ± 11.3
	Patient activation level	2.1 ± 1.0	ND	2.1 ± 1.0
	HADS, mean ± SD		ND	
	Anxiety score	7.2 ± 4.0	ND	6.9 ± 3.7
	Depression score	5.0 ± 3.8	ND	4.8 ± 4.0
	4-PAS, mean ± SD		ND	
	Total alliance score	17.0 ± 5.5	ND	18.5 ± 6.2
	PGA severity, n (%)			
	Mild	30 (11.3)	26 (12.4)	25 (14.0)
	Moderate	112 (42.1)	98 (46.7)	75 (41.9)
	Severe	93 (35.0)	61 (29.0)	59 (33.0)
	Very severe	31 (11.7)	25 (11.9)	20 (11.2)
	4-PAS = 4-			

Table 5 : Multivariate Logistic Regression Analysis -Variables associated with motivation profile of patients at inclusion (N=260)

 5 Belief about Medicines Questionnaire; CI = Confidence Interval; SPACE-Q = Satisfaction for PAtients in Crohn's diseasE Questionnaire Patients were more likely to be very motivated to pursue anti-TNFα therapy when the BMQ necessity score increased (Odds Ratio >1) and when the BMQ concerns score decreased (Odds Ratio <1)

	Factors	Odds ratio estimate	[CI 95%]
			(p-value)
	SPACE-Q: Satisfaction with treatment	1.042	[1.019 -1.066]
			(0.0004)
	BMQ: Necessity score	1.210	[1.100 -1.332]
			(<0.0001)
	BMQ: Concerns score	0.844	[0.773 -0.923]
			(0.0002)
	BMQ =		
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