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1.0 Abstract

Title

Understanding the Impact of Ulcerative COlitis aNd Its assoCiated disease burden on
patients (ICONIC)

Keywords
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Rationale and Background

Ulcerative colitis (UC), a chronic inflammatory bowel disease (IBD) of unknown
etiology is characterized by inflammation of the mucosa and occasionally the
submucosa of the colon that may lead to severe complications and disability. This
chronic condition typically demonstrates a relapsing-remitting disease pattern (50-80%
patients), with varying severity of presentation. In others, a more active UC disease
course occurs (5-30%), where controlled and sustained remission presents a challenge
to achieve. Even for those successfully maintained in clinical remission, there exists the
potential for residual physical sequelae of the inflammatory disease now under control.

The overall aim of the study was to increase the understanding of the disease burden
associated with UC, to enable improved UC management and understanding.

Research Question and Objectives

Patients attending a routine clinical visit at the site, who fulfilled the following selection
criteria, could be included:

· Patients aged ≥ 18 years who have been diagnosed with UC < 36 months (3 years)
prior to study inclusion

· Speaks the language of the provided patient questionnaire

· Signed a patient authorization form (and informed consent, where applicable) to use
and disclose personal health information

The overall study objectives were the following:
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Primary objective

To evaluate PRISM (pictorial representation of illness and self measure) as an
assessment tool for perceived disease–associated suffering in patients with UC, by
assessing correlation with the short inflammatory bowel disease questionnaire (SIBDQ)
and the patient health questionnaire (PHQ-9), according to geographical location and
disease severity.

Secondary objectives
· To describe the multi-faceted burden of disease in recently diagnosed patients with

UC.

· To investigate the correlation between patient and physician perception of UC
disease through the use of the tools PRISM and the simple clinical colitis activity
index (SCCAI).

· To estimate resource utilization associated with UC and investigate the correlation
between this and evaluated burden of disease.

Study Design

This observational study was performed in a prospective, 24-month follow-up, non-
interventional, multicountry, multicenter format in patients with UC in 33 countries
across different geographical regions. The data collection consisted of five visits (V1-
V5) scheduled at approximately 6 months intervals.

Setting

The study was conducted in 33 countries from different geographical regions. The
participating countries were: Argentina, Austria, Bosnia, Bulgaria, Canada, Chile,
Colombia, Croatia, Czech Republic, Egypt, Estonia, France, Germany, Greece, Ireland,
Israel, Italy, Japan, Kuwait, Mexico, Portugal, Romania, Russia, Saudi Arabia, Serbia,
Slovakia, Slovenia, South Africa, Spain, Sweden, Turkey, Ukraine, United Kingdom.

Subjects and Study Size, Including Dropouts

A total of 1825 patients enrolled in this study. 1804 patients fulfilled the selection
criteria and had data for at least one follow-up visit. Thus, these patients were included
in the analysis set 2 (AS2).
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Variables and Data Sources

Patient data were documented on data recording forms (DRF). UC treatment was
collected cumulatively on a separate form. In addition, each center was asked to fill out
a form to describe the center characteristics.

The following questionnaires were assessed by physicians: PRISM, SCCAI, and the
work productivity and activity impairment general health questionnaire (WPAI-GH).
Furthermore, there were patient assessments for the following questionnaires: PRISM,
SIBDQ, patient modified SCCAI (P-SCCAI), rating form of IBD patient concerns
(RFIPC), and PHQ-9.

Results

Patient characteristics

1804 patients fulfilled the selection criteria and had data for at least one follow-up visit.
This patient population was considered the main analysis set. Sites were most frequently
university hospitals (44.7%), followed by private practices (30.3%) and general
hospitals (23.0%). The large majority of sites (93.0%) were located in urban areas.

Most patients (71.4%) were diagnosed with UC less than a year before study inclusion;
the mean time since the diagnosis of disease was 236.9 days. In the majority (72.0%),
disease severity had improved since initial diagnosis of UC. Disease severity at baseline
was assessed by the physicians in the majority as mild (37.3%) or moderate (37.0%);
only 12.9% of cases were assessed as severe; 12.8% were in remission. Patient-
assessment of their disease severity differed only slightly from that of the physicians
(15.9% in remission, 34.1% mild, 36.9% moderate, 13.1% severe).

The large majority of patients were receiving treatment (95.3%) at baseline, which was
in many cases continued throughout the observational period: at V5 (24 months past
visit 1) only 17.2% of patients underwent a treatment change. Consistently, treatment
was in the majority assessed as successful at V1: there was a complete treatment
response in 42.4%, a partial response in 39.8%, and no response only in 3.9%. At V5, a
complete treatment response was achieved in 66.4% of the patients, a partial response
in 22.8%, and no response in 2.2 %. For 10.5% of the patients at V1 and 3.0% of the
patients at V5 it was too early to assess response.

Most frequent treatments included mesalamine (43.8% of the UC treatment taken),
followed by other aminosalicylates (13.9%) and systemic steroids (12.5%).
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Table 1-1: Summary of patient characteristics for AS2

Patient characteristics n (%) or mean (SD)
N = 1804

Females 970 (53.8)
Age (years) 38.5 (14.6)
Time since UC diagnosis (days) 236.9 (246.1)
Duration of symptoms prior to UC diagnosis:

< 1 year
1 - 3 years
> 3 years

1287 (71.4)
383 (21.2)
133 (7.4)

Investigator assessment of disease severity:
Mild
Moderate
Severe
In remission

673 (37.3)
667 (37.0)
233 (12.9)
230 (12.8)

Any treatment since UC diagnosis:
Yes
No

1718 (95.3)
84 (4.7)

Healthcare resource utilization

Approximately half of the patients (51.4%) had seen a general practitioner within the 6
months before baseline, on average 3.1 times. At V5, 20.2% of the patients had seen a
general practitioner within the last 6 months, on average 2.1 times.

Approximately a fifth (20.7%) of patients had presented at the emergency room (V5:
3.5%), and more than a fourth (27.5%) were admitted to the hospital due to UC within
the 6 months prior to baseline (V5: 4.0%).

Outcome data

The physician assessed self-illness separation (SIS) by PRISM was 4.3 cm (range: 0.0-
9.4 cm) at V1 and 5.6 cm at V5 (range: 0.0-9.3 cm), i.e. the perceived disease burden
improved during the study. Patient-assessed SIS values were comparable, showing also
improvement during the study; however, separation values were slightly lower,
signifying higher disease burden at both visits (V1: 4.0 cm, range 0.0-9.3 cm; V5: 5.1
cm, range 0.0-9.3 cm). Pairwise differences between V1 and V5 were in both
assessments statistically significant (p-value < 0.0001).
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Disease activity was assessed by physicians and patients using SCCAI, which also
showed improvement during the study in both assessments. Mean total physician-
assessed SCCAI score at V1 was 3.0 (range: 0.0 to 14.0), and 1.3 at V5 (range: 0-14.4),
signifying a decrease in disease activity. Patient-assessed disease activity was
comparable, showing also improvement at the end of the study: at V1, the mean total P-
SCCAI was 4.2 (range: 0.0 to 16.5). At V5, the mean total P-SCCAI was 2.4 (range:
0.0-15.0).

For IBD patient concerns, the RFIPC was used, which also improved during the study
(V1: 3.4; V5: 2.7). Similarly patient-assessed quality of life (SIBDQ) improved from
V1 (48.3) to V5 (56.0).

Severity of depression, measured by PHQ-9 improved: mean total score at V1 was 6.3,
which decreased to 4.1 at V5. Results of PHQ-9 are consistent with the comorbidity
documentation: diagnosis of new anxiety/depression decreased between V2 and V5.

All used assessment methods correlated with patient assessed PRISM, yet only to a
moderate degree. The strongest correlation of patient-assessed PRISM was with the
physician-assessed PRISM (Spearman rho = 0.60), followed by SIBDQ (rho = 0.50).

Safety

No safety data were collected in this study.

Discussion

Study results yield a comprehensive and detailed picture of the demographic
characteristics of a large international patient population diagnosed with UC.

Demographic characteristics were largely in line with known epidemiologic data
concerning age range and the slight female preponderance.

During the study, most patients experienced improvements in their disease, reflected by
various measures including clinical evaluation and questionnaires. Patient suffering
decreased along with improvements in quality of life and lower severity of depression.

Despite ICONIC being a non-interventional study, patients may have received a more
stringent management, or patient compliance may have improved – all factors that
cannot be ruled out entirely.
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The detected moderate correlation between PRISM and the other, more established
assessment methods supports the validity of the PRISM tool. The primary objective of
this study was therefore met.

However, as correlations with all assessment tools, were only moderate, each tool
clearly reflects distinct disease aspects, and their conjoint use remains justified.

Notably, patient-assessed PRISM revealed a slightly higher disease burden than
physician-assessed PRISM. Differences in perceptions of UC-related burden between
physician and patient may reflect to some degree insufficient patient-physician
communication. As an adjunct to standard measures of disease assessment, PRISM may
therefore also serve as a tool for improving patient-physician communication.


	1.0 Abstract
	2.0 List of Abbreviations
	3.0 Investigators/Sites
	4.0 Other Responsible Parties
	5.0 Milestones
	6.0 Rationale and Background
	7.0 Research Questions and Objectives
	7.1 Primary Objective
	7.2 Secondary Objectives

	8.0 Amendments and Updates
	9.0 Research Methods
	9.1 Study Design
	9.2 Setting
	9.3 Subjects
	9.4 Variables
	9.4.1 Site DRF
	9.4.2 Cumulative recording (UC treatment)
	9.4.3 Variables only surveyed at V1
	9.4.3.1 Patient data

	9.4.4 Variables surveyed at V1-V5
	9.4.4.1 Patient data
	9.4.4.2 Physician assessments (see section 9.5.1)
	9.4.4.3 Patient assessments (see section 9.5.2)


	9.5 Data Sources and Measurement
	9.5.1 Physician Assessments
	9.5.2 Patient Assessments

	9.6 Bias
	9.7 Study Size
	9.8 Data Transformation
	9.9 Statistical Methods
	9.9.1 Main Summary Measures
	9.9.2 Main Statistical Methods
	9.9.2.1 Cumulative recording (UC treatment)
	9.9.2.2 Variables only surveyed at V1
	9.9.2.3 Variables surveyed at V1-V5
	9.9.2.4 Associations of interest

	9.9.3 Missing Values
	9.9.4 Sensitivity Analyses
	9.9.4.1 Subgroup Analysis
	9.9.4.2 Regression Analysis

	9.9.5 Amendments to the Statistical Analysis Plan

	9.10 Quality Control

	10.0 Results
	10.1 Participants
	10.2 Descriptive Data
	10.2.1 Demographics
	10.2.2 UC Related Data
	10.2.3 UC Treatment
	10.2.4 Relevant Medical History
	10.2.5 Healthcare Resource Utilization (HCRU)

	10.3 Outcome Data
	10.4 Main Results
	10.4.1 Physician Assessments
	10.4.2 Patient Assessments
	10.4.3 Associations Between Selected Outcome Variables

	10.5 Other Analyses
	10.5.1 Regression analyses
	10.5.2 Site characterization

	10.6 Adverse Events and Adverse Reactions

	11.0 Discussion
	11.1 Key Results
	11.2 Limitations
	11.3 Interpretation
	11.4 Generalizability

	12.0 Other information
	13.0 Conclusion
	14.0 References
	Appendices
	Annex 1.List of Stand-Alone Documents
	Annex 2.Additional Information



