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List of Abbreviations 

Abbreviation Definition 
AE Adverse event 
BMI Body Mass Index 
CD Crohn’s Disease 
CDAI Crohn’s Disease Activity Index 
CI Confidence Interval 
CRF Case Report Form 
EIM Extraintestinal Manifestation 
HBI Harvey-Bradshaw Index 
IBD Inflammatory Bowel Disease 
IBDQ Inflammatory Bowel Disease Questionnaire 
ME Margin of Error 
MedDRA Medical dictionary for regulatory affairs 
PRO Patient Reported Outcome 
PT Preferred term 
QoL Quality of Life 
SAP Statistical Analysis Plan 
SF-36 36-item Short Form Health Survey
SOC System organ class
TFLs Tables, Figures, and Listings
UC Ulcerative Colitis
WPAI Work Productivity and Activity Impairment questionnaire
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- Mean total and individual domain scores as assessed by
Inflammatory Bowel Disease Questionnaire (IBDQ) in UC and CD
patients by disease activity at Day 1.

5. To evaluate work productivity and
activity impairment experienced by UC
and CD patients, overall and by disease
activity at Day 1.

- Mean total percentage of work productivity and activity impairment
(WPAI), in hours, for patients with moderate to severe activity
compared with patients with no or mild activity.

- Mean work time missed (WPAI), in hours, for patients with
moderate to severe activity compared with patients with no or mild
activity.

- Mean productivity impairment while working (WPAI), in hours, for
patients with moderate to severe activity compared with patients
with no or mild activity.

- Mean total activity impairment (WPAI).
- Proportion of patients who quit their job due to IBD (UC or CD) and
have not been able to return to work.

6. To describe burden of disease in terms
of healthcare resources utilization and
costs (direct and indirect) related to
management of UC and CD in 3 years
prior to Day 1.

- Distribution of surgeries, hospitalizations, medical appointments,
imaging and laboratory testing in the 3 years prior to Day 1.

Study Design 
This is a multicenter, non-interventional, cross-sectional study aiming primarily to descriptively evaluate CD 
and UC activity in IBD patients in Mexico. 

Over a period of six months, approximately 10 - 12 sites across the country that follow CD and UC patients 
in ambulatory care will identify patients consecutively as they attend routine clinical appointments with their 
physician. 

On the day of the appointment (Day 1), written informed consent will be obtained from patients who meet 
all eligibility criteria and data collection will include cross-sectional evaluation as well as a retrospective 
chart review. 

Figure 1 illustrates the study design scheme. 

Cross-sectional data regarding demographics, disease activity, and treatment started will be collected from 
medical records and patients will be asked to complete the QoL instruments (SF-36 and IBDQ), and work 
productivity questionnaire (WPAI). 

Additional retrospective data will be harvested from 3 years prior referring to previous IBD (CD and UC) 
treatments (drug, dose, treatment duration, and drug changes), medical history and comorbidities, and 
healthcare resources utilization (surgeries, hospitalizations, medical appointments, laboratory and imaging 
tests). 

Due to the observational nature of the study, no impact is expected on the subjects except for collection of 
informed consent and patient-reported outcome (PRO) tools, and use of historical data. The usual care 
provided to the subjects should remain unchanged. 

Start of the study will be marked by the date of last Protocol signature, followed by a recruitment period of 
at least 6 months, and the end defined as the date of collection of the last data point for the last patient 
enrolled. 

This study design with no control group is deemed suitable and feasible to address the descriptive 
objectives of the study. 
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8.2 Missing Data 
Although retrospective data collection is susceptible to the quality of medical records, it is expected that 
treatment patterns and hospitalization will be recorded without significant missingness. Unless stated 
otherwise in sections below, missing data will not be replaced with imputed values. 

 
8.3 Data Display Characteristics 
Data displays produced for this study will include presentations in the form of summary tables, figures (as 
needed), and listings. 

Unless stated otherwise, by-patient data listings will be produced for all recorded data. Data listings will 
simply list the data recorded on the CRF or derived for each patient. They will be ordered by IBD type (CD 
or UC) and date and time of assessment, where applicable. When expedient, additional levels of hierarchy 
may reflect subsets of assessments within subject. 

Summary tables will be based on the Enrolled Population Set and presented either by IBD type (CD or UC) 
and overall, or stratified by disease activity at Day 1 for CD and UC (i.e., moderate/severe or mild/no 
activity). Statistics displayed will be a function of the type of data associated with the summarized 
assessment. That is, continuous measures will be summarized with the number of non-missing values, 
mean, standard deviation, median, first and third quartiles, minimum and maximum values. Categorical 
data will be summarized with frequencies and corresponding percentages. 

Where applicable, P-values from standard statistical tests for two-group comparisons (t-test or its non- 
parametric analog, Mann-Whitney if a continuous variable is not normally distributed; chi-square or Fisher’s 
exact test if expected cell counts are less than 5 for categorial variables) with two-sided significance and a 
Type 1 error rate of 0.05 will be reported in summary tables. 

All programming code and analysis outputs will be generated using SAS/STAT and SAS/GRAPH software, 
version 9.4 or higher of the SAS system for Windows. Copyright © [2013] SAS Institute Inc. SAS and all 
other SAS Institute Inc. product or service names are registered trademarks or trademarks of SAS Institute 
Inc., Cary, NC, USA. 

 
 

Interim Analysis 
No interim analysis is planned for this study. 

 
 

Patient Disposition 
A listing will be provided for all patients who provide informed consent for the study. Protocol version under 
which consent was obtained, whether all admission criteria were met, and date of study Day 1 will be 
included. 

 
10.1 Protocol Deviations 
A listing will be provided for all protocol deviations. 

 
Patient Characteristics 

The study population will be described by disease activity at Day 1 for CD and UC patients using the 
following socio-demographic (Secondary Objective 1), anthropometric, and medical history 
characteristics. 
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11.1 Socio-demographic and Anthropometrics 
• Age: calculated as number of years elapsed between birth date and date of Day 1 visit. 
• Sex 
• Professional status 
• Number of patients who quit their job due to IBD and have not been able to return to work. 
• Education level 
• Patient income 
• Height (cm) 
• Weight (kg) 
• BMI (kg/m2) 

 
11.2 Medical History 

• Smoking Habits: Patient use of tobacco (never, current, former), start date, type of substance 
(cigarettes, cigars, smokeless tobacco, pipes), years smoked, amount and frequency use will be 
listed. A summary table will present these characteristics by disease activity at Day 1 for CD and 
UC patients. 

 
• Family History of IBD: Whether a relevant family history of IBD (CD or UC) exists in parents, 
siblings or children, and relationship to patient, will be noted in a listing. By disease activity at Day 
1, this information will also be summarized for CD and UC patients. 

 
• Medical History/Comorbidities: A listing will display all entries for relevant patient medical history 

(other than IBD), comorbidities or extraintestinal manifestations (EIM), with specific condition(s), 
start/end dates, whether ongoing, treated, and treatment name. CD and UC patients reporting at 
least one relevant medical history event will be summarized by disease activity at Day 1, including 
total number of conditions per patient. 

 
 

Disease Status 
Disease status of study patients will be assessed at Day 1 and results reported in data listings and summary 
tables as follows: 

 
12.1 IBD Type 
For each patient, IBD type (CD or UC), date of diagnosis, criteria for diagnosing moderate to severe CD or 
UC, age at diagnosis, and objective criteria considered for diagnosis will be listed. Information on steroid 
behavior at Day 1 (steroid-dependent, steroid refractory disease, unclassified use) will also be presented. 

Separately for CD and UC, these characteristics will be summarized for patients with moderate/severe 
activity at Day 1 versus those with mild/no activity. 

Duration of disease, in months, will be derived as the difference between date of diagnosis of CD or UC 
and Day 1 visit date / 30.5. 

P-values for formal two-group comparisons will be reported. 
 

12.2 Disease Activity at Day 1 
Disease activity at Day 1 will be determined on the basis of HBI or CDAI scores for CD patients and partial 
Mayo score for UC patients. Patient responses to individual items as well as overall scores will be included 
in data listings. 

A summary table will present the proportion of CD and UC patients by disease activity at Day 1 (Primary 
Objective), determined as follows: 
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• Retrospective biologic IBD treatment which is ongoing (categorized ‘Yes’ if treatment included 
infliximab, adalimumab, vedolizumab, certolizumab, golimumab, or ustekimumab; otherwise 
‘No’). 

 
• First treatment after diagnosis of moderate to severe disease (categorized as Biologic therapy/ 
aminosaliucilates (including infliximab, adalimumab, vedolizumab, certolizumab, golimumab, 
ustekimumab, sulphassalazine, mesalazine, olsalazine or mesalazine extended release) or 
Other (including hydrocortisone, prednisone, prednisolone, budenoside, or methylprednisolone, 
azathioprine, mercaptopurine, methotrexate, cyclosporine, tacrolimus, metronidazole, 
ciprofloxacin, enteral nutrition or parenteral nutrition, other). 

 
Regression models will be run on complete cases, i.e., where data are not missing for any of the above 
listed predictors and results reported as odds ratios (OR) with 95% confidence intervals (CI), and P- 
values. 

 
 

Disease Treatment 
Information on treatment patterns observed in the study population will be reported as described below: 

 
13.1 First Treatment After Diagnosis 
First treatment received after diagnosis of moderate/severe CD or UC, including treatment name, dose, 
route of administration, and frequency will be listed by IBD type (CD or UC) and overall. 

 
13.2 Previous Treatments or Regimens 
For CD and UC patients, all recorded information on IBD-related treatment regimens utilized in past three 
years, including, treatment name, start/end dates, whether ongoing, dose, frequency, and reason for 
discontinuation will be listed. For each IBD type (CD, UC), summary tables will be presented for patient 
subgroups of moderate/severe and mild/no activity at Day 1 (Secondary Objective 3). Individual treatment 
regimens checked on CRF will be summarized along with the number of patients who utilize the following 
combination therapies: 

- Salicylic derivatives + immunosuppressants (sulphassalazine, mesalazine, olsalazine, mesalazine 
extended release, azathioprine, mercaptopurine, methotrexate, cyclosporine, or tacrolimus). 

- Biologic therapy + immunosuppressants (infliximab, adalimumab, vedolizumab, certolizumab, 
golimumab, ustekimumab, azathioprine, mercaptopurine, methotrexate, cyclosporine, or 
tacrolimus) 

 
- Salicylic derivatives + immunosuppressants + biologic therapy (any regimen noted in the above 

two categories). 
 

13.3 Treatment Started at Day 1 
A listing will be provided for patients who start treatment at Day 1 (Yes/No), name of treatment, date started, 
dose, route of administration, and frequency. 

 
 

Safety Analysis 

14.1 Adverse Events 
Any AE that occurs on Day 1 visit for current or new treatments considered in medical strategy to treat the 
patient will be noted in CRF. 
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Verbatim terms used to document AEs will be coded using MedDRA version 21.1 (or the most current 
version available at time of last-patient-last-visit). 

By IBD type, all AEs will be listed, including start and end date/time, whether ongoing, serious, severity, 
relationship to treatment, action taken, and if patient discontinued study due to the event. The listing will 
hierarchically display start date of the event, MedDRA system organ class (SOC) represented in the data, 
and within each SOC, each unique preferred term (PT). 

AEs presented in listing will be tabulated by SOC and PT for CD and UC patients, as well as overall. At 
each level of summation (SOC, PT), patients reporting more than one AE will only be counted once. 

 
14.2 Prior and Concomitant Medications 
Any concomitant medications used by patients will be recorded on CRF. Indication for use, start and end 
date, ongoing, dose, frequency and route of administration will be noted. 

Verbatim terms from CRF will be mapped to Anatomical/Therapeutic Chemical class and Generic drug 
names using the WHODRUG Global March 2021 B3 coding dictionary (or the most current version available 
at time of last-patient-last-visit). For each IBD type, a listing will display all entries for medications, ordered 
by start date, and present the anatomical main class (1st level) of each coded medication and within that 
the preferred term. 

 
Health-Related Quality of Life and Work Productivity 

Health-related quality of life and work productivity will be ascertained at Day 1 via three standard and 
validated instruments. Patients will complete the SF-36, IBDQ and WPAI:GH during their routine medical 
appointment. 

SF-36 Version 2: A general health QoL questionnaire, this survey evaluates 8 health dimensions: 
• Physical functioning 
• Bodily pain 
• Role physical (limitations due to physical problems) 
• Role emotional (limitations due to personal/emotional problems) 
• Mental health 
• Social functioning 
• Vitality 
• General health 

Raw data noted on CRF will be processed using the Optum® PRO CoRE scoring software and aggregate 
scores computed for the above mentioned eight domains (see Section 6.3.3 of Data Management Plan). 
Domain scores may range from 0 to 100, with higher scores denoting a more favorable health state. 

Patient scores for each scale will be listed by IBD type. By disease activity at Day 1, CD and UC patients 
will be compared on all dimensions of the survey (Secondary Objective 4) and P-values reported for 
statistical significance. 

Inflammatory Bowel Disease Questionnaire: A disease-specific questionnaire, IBDQ measures four 
dimensions: 

• Bowel function 
• Emotional status 
• Systemic symptoms 
• Social function 

Within each dimension, each question presents seven possible points. Qualitative responses will be 
converted to numeric as per choices printed on questionnaire and score for each dimension calculated 
from sum of points for specific questions (Appendix 1). Hence, total scores can range from 32 to 224, with 
higher scores representing better QoL. 
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Patient responses to the four questionnaire dimensions and total score will be listed. Summary statistics 
will be provided for patient subgroups of moderate/severe versus mild/no disease activity for CD and UC 
(Secondary Objective 4) and P-values reported for group-comparisons. 

 
Work Productivity and Activity Impairment Questionnaire (WPAI:GH) Version 3.0: Based on a recall 
period of past 7 days, the six items of this questionnaire will assess the impact of IBD on work productivity 
and daily activities. The following scores/components will be derived as per (Appendix 2). 

• For currently employed patients: 
◊ Percentage of work time missed (absenteeism) 
◊ Percentage of impairment while working (presenteeism) 
◊ Total percentage of overall work impairment (absenteeism + presenteeism) 

• For all patients: 
◊ Percentage of impairment in activities performed outside of work 

Patient responses to the six items of the questionnaire will be listed by IBD type. Relevant item responses 
as well as the above derived components will be summarized by disease activity at Day 1 and P-values 
reported for comparison of moderate/severe versus mild/no activity patient subgroups. 

 
 

Medical Resource Utilization 
Healthcare resources utilized in past three years will be listed by IBD type and summarized by disease 
activity at Day 1 (Secondary Objective 6) for the following events: 

• Previous surgeries for IBD (date and name of procedure). 
• IBD-related hospitalizations (type of visit, admission/discharge dates, number and total duration 

of emergency room visits/hospital admissions). 
• Previous medical appointments related to IBD (date and type of appointment, total number of 

appointments and treatment changes). 
• Previous calprotectin levels and colonoscopy (if available). 
• Previous imaging, laboratory including PCR, and histology testing (if available). 

 
 

Changes from Protocol 
Direct and indirect cost analysis utilizing data from Mexican administrative databases or other sources will 
be conducted separately by Takeda Mexico S.A. de CV. For 
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