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3. Objective of this statistical analysis plan 
 
3.1. Objective of developing this statistical analysis plan 

This statistical analysis plan aims at planning in advance the items regarding the statistical 
analysis activities which are conducted in accordance with the protocol of “Special drug-use 
survey for Humira® for subcutaneous use only (the long-term survey on Crohn’s disease)” 
(hereinafter referred to as “this survey”). This is a survey conducted in accordance with GPSP 
Ministerial Ordinance, and is a document used to prepare the regulatory report of Humira’s 
special drug-use survey and application documents for re-examination. 

 

4. The survey outline 
 
4.1. Survey objective 

The survey aims to collect information on the safety (especially, the onset status of malignant 
tumour and serious infections) and the effectiveness in Crohn's-disease patients who used 

Humira® for subcutaneous use only (hereinafter, this drug) and to review and discuss the safety 
and effectiveness. 
<Priority survey items> 
Onset status of malignant tumour, serious infection, etc. 

 
4.2. Survey plan 

The target patients for this survey should satisfy the following items when the survey is started: 
[1] A Crohn’s-disease patient who is a suitable candidate for the indication, dosage and 

administration of Humira 
[2] A patient with no malignant tumour in medical history and as complication. 
[3] A patient who is not treated with this drug today 

 

4.3. Target sample size for the survey 
500 patients 
The incidence of malignant tumour when this drug was approved was 1.1% (1/90) in the 
domestic clinical study and 1.1% (16/1459) in the overseas clinical study in Crohn's 
disease-patients, showing that malignant tumour occurred in approximately 1.0% of the patients 
both in Japan and overseas. Therefore, we have a sample size of approximately 300 patients for 

this survey to detect at least one patient who develops malignant tumour with a power of 95%. 
We are going to register 500 patients in view of possible withdrawals and dropouts in the 
follow-up period. 
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Analysis objective: to indicate changes in the number of patients 
Analysis items: number of patients in the effectiveness analysis group, number of patients in the 
CRP analysis group, number of patients in the WPAI analysis group, number of patients in the 

endoscopy (large intestine) analysis group, and number of patients in the endoscopy (small intestine) 
analysis group 
 
Note: the definitions of patients in each analysis group are as follows: 
Patients in the CRP analysis group: the patients in the effectiveness analysis group whose CRP level 
was measured after they were started on Humira. 

Patients in the WPAI analysis group: the patients in the effectiveness analysis group whose WPAI 
was measured after they were started on Humira. 
Patients in the endoscopy (large intestine) analysis group: the patients in the effectiveness analysis 
group who underwent endoscopy (large intestine) after they were started on Humira. 
Patients in the endoscopy (small intestine) analysis group: the patients in the effectiveness analysis 
group who underwent endoscopy (small intestine) after they were started on Humira. 

 
“1.2 Number of sites surveyed and number of patients surveyed (patients in the safety analysis 
group)” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the number of patients per site 
Analysis items: number of sites surveyed, number of patients in the safety analysis group, the mean, 

the maximum, the minimum of the number of patients in the safety analysis group per site 
 

“1.1.3 Progress in survey forms” 
Patients for analysis: patients whose survey form was locked 
Analysis objective: to show the number of locked cases for each separate volume per patients whose 
survey form was locked, patients in the safety analysis group, and patients in the effectiveness 

analysis group. 
Analysis items: locked cases in the 1st separate volume, locked cases in the 2nd separate volume, 
locked cases in the 3rd separate volume, locked cases in the 4th separate volume, locked cases in the 
5th separate volume, locked cases in the 6th separate volume 
 

“1.3 A list of the patients excluded from the safety analysis and the patients excluded from the 

effectiveness analysis (including the reason for exclusion)” 
Patients for analysis: patients whose survey form was locked 
Analysis objective: to show the list of patients excluded from each analysis group and the reason for 
exclusion 
Analysis item: The reason for exclusion will be displayed for the patients not in the safety or efficacy 
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analysis. 
If more than one reason for exclusion exists in a patient, display them in a comma-delimited manner. 
 

“1.3.1. Excluded patients (aggregation by reason)” 
Patients for analysis: registered patients 
Analysis objective: to show a list of the reasons for exclusion in each analysis group regarding all 
the patients in the analysis group. 
Analysis items: case number, patients whose survey form was yet to be locked, patients excluded 
from the safety analysis group, the reasons for exclusion from the safety analysis (breach of contract: 

unsigned site/department, breach of contract: unsigned physician, breach of contract: an excess of 
the number of signed patients, untreated with Humira, administration prior to contract, 
administration after the contract expires, administration start not in the registration period, breach of 
registration criteria: deviation of the registration period, breach of registration criteria: not the 
disease surveyed, breach of registration criteria: malignant tumour, breach of registration criteria: 
during the administration period of Humira, not confirmed by physician, patients not registered, 

overlapped patients, safety not assessable, data credibility not confirmed, data credibility not 
confirmed (breakdown)), patients excluded from the effectiveness analysis, reasons for exclusion 
from the effectiveness analysis (effectiveness not assessable) 
If data credibility cannot be identified and more than one (breakdown) exists in a patient, display 
them in a comma-delimited manner. 
 

“1.4 A list of patients (adverse event + search flag)” 
Patients for analysis: patients whose survey form was locked 
Analysis objective: to show a list of background information per patient, adverse events and 
administration status by using analysis data. 
Analysis items: case number, sex, age, body weight, duration of illness, adverse event 
(presence/absence of adverse event, safety 

Patients with adverse events not in the analysis period, SOC code, System Organ Class, PT code, 
name of disease (MedDRA PT), adverse events reported by physician, onset date, days from the first 
administration to the onset, seriousness, causality, outcome, outcome confirmation date, days to the 
outcome confirmation), CDAI effectiveness at the final assessment, administration status of Humira 
(the first administration date, the final administration date, days of administration, the initial dose, 
the maximum dose) presence/absence of complication, presence/absence of medical history, hepatitis 

B virus test (HBs antigen), with/without administration of anti-hepatitis B virus agent, tuberculosis 
test (Tuberculin test, QuantiFeron test, chest X ray test, thoracic CT scan, other imaging, 
tuberculosis test) search flags (patients in the safety analysis group, patients in the effectiveness 
analysis group, death cases, pediatrics, the elderly, pregnant, nursing, liver disorder, renal disorder, 
patients with hepatitis B viral infection, patients with an infection, patients with malignant tumour, 
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patients with AAA measured, contraindication) 
 
Note: Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for 

CDAI effectiveness in the final assessment period. 
In addition, display “remission” or “no remission”. Display “unknown” for patients excluded from 
the effectiveness analysis. 
 

”1.4.1 A list of adverse events” 
Patients for analysis: patients whose survey form was locked 

Analysis objective: to show a list of adverse events per patient by using analysis data. 
Analysis items: case number, sex, age, SOC code, System Organ Class, PT code, name of disease 
(MedDRA PT), adverse events reported by physician, onset date, days from the first administration 
date to the onset date, seriousness, causality, 
outcome, outcome confirmation date, dates to the outcome, complication, patients in the safety 
analysis group, the reasons for exclusion from the safety analysis (breach of contract: unsigned 

site/department, breach of contract: unsigned physician, breach of contract: an excess of the number 
of signed patients, untreated with Humira, administration prior to contract, administration after the 
contract expires, administration start not in the registration period, breach of registration criteria: 
deviation of the registration period, breach of registration criteria: 
not the disease surveyed, breach of registration criteria: malignant tumour, breach of registration 
criteria: during the administration period of Humira, not confirmed by physician, patients not 

registered, overlapped patients, safety not assessable, data credibility not confirmed, data credibility 
not confirmed (breakdown)), patients in the effectiveness analysis group, patients who developed 
adverse events not in the safety analysis period, search flag (death case, pediatrics, the elderly, 
pregnant, nursing, liver disorder, renal disorder, patients with hepatitis B viral infection, patients 
with an infection, patients with malignant tumour, patients with AAA measured, contraindication) 
If data credibility cannot be identified and more than one (breakdown) exists in a patient, display 

them in a comma-delimited manner. 
 

“1.4.2 A list of death cases” 
Patients for analysis: patients whose survey form was locked 
Analysis objective: to show a list of adverse events in death cases by using analysis data. 
Analysis items: case number, sex, age, SOC code, System Organ Class, PT code, name of disease 

(MedDRA PT), adverse events reported by physician, onset date, days from the first administration 
date to the onset date, seriousness, causality, 
outcome, outcome confirmation date, days to the outcome, complication, patients in the safety 
analysis group, patients in the effectiveness analysis group, patients who developed adverse events 
not in the safety analysis period, search flag (death case, pediatrics, the elderly, pregnant, nursing, 
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liver disorder, renal disorder, patients with hepatitis B viral infection, patients with an infection, 
patients with malignant tumour, patients with AAA measured, contraindication) 
 

“1.4.3 A list of patients aged 18 years or younger” 
Patients for analysis: patients whose survey form was locked 
Analysis objective: to show a list of patients aged 18 years or younger by using analysis data. 
Analysis items: case number, sex, age, height, body weight, BMI, duration of illness, adverse event 
(SOC code, System Organ Class, PT code, name of disease (MedDRA PT), adverse events reported 
by physician, onset date, days from the first administration date to the onset date, seriousness, 

causality, outcome, outcome confirmation date, days to the outcome), administration status of 
Humira (the first administration date, the final administration date), discontinued/not discontinued, 
reason for discontinuation, complication (presence/absence of complication, PT code, name of 
disease (MedDRA PT), medical history (presence/absence of medical history, PT code, name of 
disease (MedDRA PT)), condition/ medical history of Crohn's disease (anus/perianal region, rectum, 
stomach/duodenum, colon, jejunum/ileum, others, intestinal complication, non-intestinal 

complication), prior medications (anti-TNFα drug, aminosalicylic acid drug, corticosteroids, 
immunosuppressant, antibiotics), CDAI level (at the first administration, Week 4 of administration, 
Month 3 of administration, Month 6 of administration, Year 1 of administration, Year 1 and Month 6 
of administration, Year 2 of administration, Year 2 and Month 6 of administration , Year 3 of 
administration) 
 

Note: Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for 
CDAI level. 
 

“1.5 Administration status of Humira (dosage and administration)” 
Patients for analysis: patients in the safety analysis group, patients in the effectiveness analysis 
group 

Analysis objective: to show the administration status of Humira 
Analysis items: count the number of patients who receive Humira in the process of “1st time: 
160mg→2nd time: 80mg →3rd time: 40mg once every two weeks, and no change thereafter” and 
the number of “other” patients, and calculate the percentage to the target patients. See 10.1 for how 
to classify the administration process. 
 

“1.6.1 Administration status of Humira (dosing frequency, dose) 
Patients for analysis: patients in the safety analysis group, patients in the effectiveness analysis 
group 
Analysis objective: to show the dosing frequency and the distribution status of the total dose 
Analysis items: calculate the number of patients per segment defined in “11 How to stratify data”, 
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summary statistics and the percentage to the number of patients in the analysis groups regarding 
dosing frequency and the total dose. 
 

“1.6.2 Administration status of Humira (period)” 
Patients for analysis: patients in the safety analysis group, patients in the effectiveness analysis 
group 
Analysis objective: to show the distribution status in the administration period. 
Analysis item: Calculate the administration dates based on “days to the final administration date of 
Humira” of “10.1 General” for the administration period. Then, calculate the number of patients per 

segment which contains the administration dates in each patient and the percentage to the patients in 
the analysis group in the Time Allowance defined in “12.3 Assessment period for administration 
status of Humira”. In addition, calculate summary statistics for the number of days for 
administration. 
 

“1.6.3 Continuation rate of Humira” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the continuation rate of Humira using the Kaplan-Meier method. 
Analysis items: Calculate At Risk, number of discontinued patients, continuation rate and 95% of 
continuation rate per assessment period. 
Generate the Kaplan-Meier curve with the percentage of the number of discontinued patients to At 
Risk as the continuation rate. 

Note: Follow “12.5 Assessment period for the continuation of Humira administration” for the dates 
of assessment period.  
The days are censored at the first administration date of Humira + 1092 in patients who are still 
registered at Year 3. 
Calculate the analysis items using the Kaplan-Meier method.  
At Risk should include the number of patients who are exposed to a discontinuation risk. 

 
“1.7 Administration status of Humira (discontinuation of administration)” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the number of discontinued patients and the breakdown of the reasons 
for discontinuation. 
Analysis items: Calculate the number of patients in the analysis groups, the percentage to the 

discontinued patients and patients in the analysis groups, patients ‘with’ reason for discontinuation 
and unknown/not provided and the percentage to the number of discontinued patients, number of 
patients per “reason for discontinuation” defined in “11 How to stratify data” and the percentage to 
the number of discontinued patients. 
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Note: the reasons for discontinuation may be overlapped in calculation. 
In addition, if there are no patients applicable to “multiple choices”, do not display the items of 
“multiple choices”. 

 
“1.7.1 Administration status of Humira (reason for discontinuation other reasons) 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show a list in which the reason for discontinuation is ‘others’. 
Analysis item: Calculate the number of patients classified into “others “of “reasons for 
discontinuation” defined in “11 How to stratify data” by classified item of “reasons for 

discontinuation, other reason”. 
 

“1.7.2 Administration status of Humira (a list of reasons for discontinuation other reasons)” 
Patients for analysis: patients in the safety analysis group 
Analysis objective: to show a list in which the reason for discontinuation is ‘others’. 
Analysis item: Display other reasons per case number for patients classified into “others“ of “reasons 

for discontinuation” defined in “11 How to stratify data”. 
 

“1.12 Distribution status of patient backgrounds” 
Patients for analysis: patients in the safety analysis group, patients in the effectiveness analysis 
group, patients whose survey form was locked 
Analysis objective: to show the distribution status of patient backgrounds 

Analysis item: calculate the number of patients in the analysis groups. 
Calculate the number of patients per the following segment defined in “11 How to stratify data” and 
the percentage to the number of patients in the analysis groups. 
Sex, pregnancy/nursing, age (year), body weight (kg), BMI (kg/m2), duration of illness (year), 
indication (registration form), allergy history, smoking history, detailed classification of smoking 
history, tuberculosis test, hepatitis B virus test status (registration form), complication, detailed 

classification of complications, complication/others, medical history, detailed classification of 
medical history, prior medication for Crohn's disease, detailed classification of prior medication for 
Crohn's disease, prior treatment for Crohn's disease, detailed classification of prior treatment for 
Crohn's disease, treatment history with anti-TNFα drug for Crohn's disease, reason for 
discontinuation of treatment history of anti-TNFα drug, concomitant medication, detailed 
classification of concomitant medications, concomitant treatment for Crohn's disease, detailed 

classification of concomitant treatment for Crohn's disease, condition/medical history of Crohn's 
disease (site of disease of condition/medical history of Crohn's disease), intestinal complications of 
condition/medical history of Crohn's disease, non- intestinal complications of condition/medical 
history of Crohn's disease), work condition, CDAI when the administration was started, CRP 
In addition, calculate summary statistics for the following: 
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age (year), body weight (kg), BMI (kg/m2), duration of illness (year), CDAI when the administration 
was started, CRP 
 

Note: for pregnancy/nursing, calculate the percentage to female patients. 
Note: For the discontinuation reasons for anti-TNFα drug, calculate the percentage to the patients 
with treatment history of anti-TNFα drug. 
 

“1.13 Distribution status of self-administration” 
Patients for analysis: patients in the safety analysis group 

Analysis objective: to show the distribution status regarding presence/absence of self-administration 
Analysis item: calculate the number of patients in the analysis groups. 
 
Calculate the number of patients per “self-administration” defined in “11. How to stratify data” and 
the percentage to the number of patients in the analysis groups. 
 

“1.16 A list of patients with AAA measured 
Patients for analysis: patients in the safety analysis group 
Analysis objective: to show a list of patients with AAA measured. 
Analysis item: display the following items in “patients with AAA measured” defined in “10.1 
General”. 
Case number, administration status of Humira (the first and final administration dates), concomitant 

medications, serum anti-adalimumab antibody (blood sampling date, positive/negative) adverse 
events reported by physician, name of disease (MedDRA PT), System Organ Class, onset date, 
seriousness, causality, outcome confirmation date, outcome, CDAI remission 
 
13.2. Safety 

“2.2 A list of the onset status of serious adverse events (Attachment Form 10)” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of serious adverse events 
Analysis item: aggregate the following items per period for adverse events which occurred in the 
safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 
of sites surveyed, number of patients surveyed, number of patients with serious adverse events, 

number of serious adverse events, incidence of adverse events, incidence of serious adverse events 
and type of adverse reactions, etc. (SOC, PT). 
 
Note: The classification of period should include at approval, cumulative and total. 
Put * before the PT of unexpected events from “Precautions”. 



45/60 

 
“2.3 A list of target-patient summary (Attachment Form 3)” 

Patients for analysis: patients whose survey form was locked 

Analysis objective: to show a list of patients 
Analysis item: provide the items for analysis and the definitions below. 
(1) Case number 

Provide a serial number starting 1 per patient. 
(2) Name of site (company code) 

Describe it in Japanese, as the official name. Obtain the name of site from “[CD Long-term]DCF 

code list_Company A.xlsx” and “[CD Long-term]DCF code list_Company E.xlsx”. 
(3) Main establishing entity/code 

Obtain the code from “Ultmarc re-examination classification”. 
(4) Name of prefecture where the business is located 

Fill in the name. Obtain the prefecture’s name from “Ultmarc re-examination 
classification20150731.xlsx”. 

(5) Patient abbreviation name 
Fill in “not applicable” as mentioned in GB. 

(6) Sex 
Fill in man, women, unknown or not provided as mentioned in GB. 

(7) Date of birth (or age) 
Unify it in age. Fill in “A + age + “0000”” as mentioned in GB. 

(8) Inpatient/outpatient 
Fill in inpatient, outpatient, unknown or not provided as mentioned in GB. 

(9) Indication 
Code, name of disease: Obtain the MedDRA/J LLT code and LLT from the indication of Humira 
described in the survey form. 

(10) Severity prior to administration 

Note: Follow Time Allowance of “12.1 Assessment period for CDAI, WPAI, CRP to show CDAI 
when the administration was started at the following 4 levels: 
<150: remission, ≥150 and <220: mild, ≥220 and ≤450: moderate, >450: severe in severity 

(11) Complications 
Presence/absence: Refer to the “presence/absence of complications” defined in “10.1 General”. 
Number of described complications: the number of PT codes encoded by MedDRA/J. If more 

than 1 identical PT code is found in a patient, count the PT as 1. Describe “0” for the case with no 
complications. 
Term: Describe the PT of complication encoded by MedDRA/J. Arrange detailed classification of 
complication, the name of complication disease name, a serial number of the complication per 
patient. Leave the column blank for the case with no descriptions. 
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(12) Route of administration 
Describe it as “SC”. 

(13) Maximal dose (a dose) 

The maximum of a dose Select the largest number in “administration status defined in “10.1 
General” per patient. 

(14) The mean dose (a dose) 
The mean of a dose 
It should be the value of “total dose/total dosing times” based on the “administration status (total 
dosing time, total dose)” defined in “10.1 General”. 

(15) Unit 
Use “MG”. 

(16) daily dosing frequency (the maximum) 
Use “1”. 

(17) Period for administration 
The value of “total dosing time” based on “ administration status (total dosing time, total dose)” 

defined in “10.1 General”. 
(18) Concomitant medications 

Drug code, the principal drug name: arrange concomitant medications for Crohn's disease (the 
concomitant medications checked at the indication: Crohn's disease in the survey form) per 
patient in the order of separate volume and description, and choose the concomitant medication 
data at the top. If there is no concomitant medication, leave the drug code column blank, and the 

name of the primary drug “null”. 
Number of descriptions: count the number of the drug codes for concomitant medications 
arranged with the rule mentioned above. If more than 1 identical drug code is found in a patient, 
count it as 1 (for all the concomitant medications no matter whether the indication: Crohn's 
disease is checked). Describe “0” for the case with no concomitant medications. 

(19) Effectiveness level 

Follow Time Allowance of “12.1 Assessment period for CDAI, WPAI, CRP and no-intestinal 
conditions” to display remission/non-remission at the final assessment. Of note, if 
remission/non-remission at the final assessment is not reported, regard it as “unknown”. 

(20) Adverse reactions 
Handle the events with the identical PT code in a patient as 1 record regarding adverse events 
which occurred in the safety analysis period. 

Organ-name code: select the SOC code. When presence/absence is “absence”, leave the column 
blank. 
Adverse reaction code: select the PT code. When presence/absence is “absence”, leave the 
column blank. 
Name of adverse reactions: select the PT. When presence/absence is “absence”, leave the column 
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blank. 
Presence/absence: Select “present” for the data with both adverse events and causal relationship 
among the adverse reactions which occurred in the safety analysis period. If presence/absence of 

adverse events is unknown, select “unknown”. If presence/absence of adverse events is not 
provided, select “not provided”. Others are “absent”. If the reason is ‘safety assessment cannot be 
made’ in the patients excluded from the safety analysis, select “unknown”. 
Number of descriptions: count the number of PT codes. If more than 1 identical PT code is found 
in a patient, count the PT as 1. 
When presence/absence is “absence”, leave the column blank. 

(21) Outcome 
For PT codes displayed for adverse reactions, select the outcome with the highest priority in the 
“outcome” priorities defined in “10.2 Safety analysis”. When presence/absence of adverse 
reactions is “absence”, leave the column blank. 

(22) Survey form number 
Use the case number in this study. 

(23) Dropout 
If a patient is dropped out from both the safety analysis and the effectiveness analysis, display the 
case as “both_dropout”. 
If a patient is dropped out only from the safety analysis, display the case as “Safe_dropout”. 
“If a patient is dropped out only from the effective analysis, display the case as 
“Effective_dropout”. 

 
Note: If there are no applicable data in an aggregation column, display “0” and no columns should 
be left blank. 
 

“2.4.1.1 A list of the onset status of adverse reactions (priority survey items)” 
Patients for analysis: patients in the safety analysis group 

Analysis objective: to show the summary statistics on the days to the onset as well as the number of 
patients per outcome and the days to the confirmed outcome (recovered or recovering) for adverse 
reactions of the priority survey items. 
Analysis items: calculate the number of cases and the percentage to the number of patients in the 
analysis groups per type of adverse reactions (priority survey item, PT), and the number of patients 
with serious reactions and the percentage to the number of patients in the analysis groups regarding 

the adverse reactions which occurred in the safety analysis period. In addition, calculate the 
summary statistics (the number of patients, the mean, the minimum, the median, the maximum) for 
days to the onset per PT and priority survey item (for the total number of PTs) and for days from the 
onset date to the outcome (recovered or recovering) as well as the number of patients per outcome. 
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Note: When more than one identical PT is found in a patient, aggregate seriousness, days to the onset, 
outcome and days to the outcome (recovered or recovering) as 1 patient (case) in the following 
manner. 

 Seriousness priority: serious > non-serious 
 Days to the onset: identify the days as mentioned in “10.2 days from the first administration 

date of Humira to the adverse-event onset date”. 
 Outcome: identify it as mentioned in “10.2 Outcome”. 
 Days to outcome (recovered or recovering): identify the days as mentioned in 10.2 Days from 

an onset date of adverse events to the outcome confirmation date (recovered or recovering). 

 
“2.4.1.2 A list of the onset status of adverse events (priority survey items)” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the summary statistics on the days to the onset as well as the number of 
patients per outcome and the days to the confirmed outcome (recovered or recovering) for adverse 
events of the priority survey items. 

Analysis items: calculate the number of cases and the percentage to the number of patients in the 
analysis groups per type of adverse events (priority survey item, PT), and the number of patients 
with serious events and the percentage to the number of patients in the analysis groups regarding the 
adverse events which occurred in the safety analysis period. In addition, calculate the summary 
statistics (the number of patients, the mean, the minimum, the median, the maximum) for days to the 
onset per PT and priority survey item (for the total number of PTs) and for days from the onset date 

to the outcome (recovered or recovering) as well as the number of patients per outcome. 
 
Note: When more than one identical PT is found in a patient, aggregate seriousness, days to the onset, 
outcome and days to the outcome (recovered or recovering) as 1 patient (case) in the following 
manner. 

 Seriousness priority: serious > non-serious 

 Days to the onset: identify the days as mentioned in “10.2 days from the first administration 
date of Humira to the adverse-event onset date”. 

 Outcome: identify it as mentioned in “10.2 Outcome”. 
 Days to outcome (recovered or recovering): identify the days as mentioned in 10.2 Days from 

an onset date of adverse events to the outcome confirmation date (recovered or recovering). 
 

“2.4.2 A list of the onset status of the priority survey items per 100 patient-year” 
Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of the priority survey items per 100 patient-year by 
adverse event, serious adverse event, adverse reaction, serious adverse reaction of patients in the 
safety analysis group. 
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Analysis items: calculate the number of patients and the percentage to the number of patients in the 
analysis groups per type of seriousness and type of priority survey items for adverse events/reactions 
which occurred between the first administration date of Humira and the final administration date of 

Humira + 28. 
In addition, calculate the number of events/reactions and the event rate per 100 patient-year. 
 
Note: Aggregate the total number of developed events/reactions including the overlapped ones which 
occurred in a patient. 
 

“2.5.1 A list of the onset status of adverse reactions with/without self-administration” 
Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of adverse reactions with/without self-administration 
Analysis item: aggregate the following items with/without self-administration for adverse reactions 
which occurred in the safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 

of patients surveyed, number of patients with adverse reactions, etc. number of adverse reactions, 
type of adverse reactions, etc. (SOC, PT). 
 

“2.5.2 A list of the onset status of adverse reactions with/without self-administration” 
Patients for analysis: patients excluded from the safety analysis group 
Analysis objective: to show the onset status of adverse reactions with/without self-administration 

Analysis item: aggregate the following items with/without self-administration for adverse reactions 
which occurred in the safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 
of patients surveyed, number of patients with adverse reactions, etc. number of adverse reactions, 
type of adverse reactions, etc. (SOC, PT). 
 

“2.6 Incidence of adverse reactions per onset period (serious)” 
Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of serious adverse reactions per the onset period. 
Analysis item: aggregate the following items by period for adverse reactions which occurred in the 
safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 

of patients surveyed, number of patients with serious adverse reactions, etc. number of serious 
adverse reactions, type of adverse reactions, etc. (SOC, PT). 
 
Note: Aggregate the initial reactions among the identical PTs in a patient. Aggregate the events based 
on the segments which contain the initial onset period of adverse reactions among Time Allowance 
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defined in “12.4 Assessment period for the onset status of adverse reactions”. When calculating the 
number of patients with the target reactions, remove overlapped data per case number and onset 
period. When calculating the number of SOC, remove the overlapped data per case number, onset 

period and SOC. 
Count the number of target patients and reactions by using the dates defined below until the 
assessment period applicable to Time Allowance defined in “12.4 Assessment period for the onset 
status of adverse reactions”. 

 Discontinued patients: the final administration date of Humira + 28 days 
 Not discontinued patients: the first administration date of Humira + 1120 days 

Even if there is one adverse reaction, it should be counted as one patient in every period when the 
reaction persisted. 
 

“2.7 Incidence of adverse reactions per set period” 
Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of adverse reactions per onset period. 

Analysis item: aggregate the following items by period for adverse reactions which occurred in the 
safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 
of patients surveyed, number of patients with adverse reactions, etc. number of adverse reactions, 
type of adverse reactions, etc. (SOC, PT). 
 

Note: Aggregate the initial reactions among the identical PTs in a patient. Aggregate the events based 
on the segments which contain the initial onset period of adverse reactions among Time Allowance 
defined in “12.4 Assessment period for the onset status of adverse reactions”. When calculating the 
number of patients with the target reactions, remove overlapped data per case number and onset 
period. When calculating the number of SOC, remove the overlapped data per case number, onset 
period and SOC. 

Count the number of target patients and reactions by using the dates defined below until the 
assessment period applicable to Time Allowance defined in “12.4 Assessment period for the onset 
status of adverse reactions”. 

 Discontinued patients: the final administration date of Humira + 28 days 
 Not discontinued patients: the first administration date of Humira + 1120 days 

Even if there is one adverse reaction, it should be counted as one patient in every period when the 

reaction persisted. 
 

“2.9 Incidence of adverse reactions (serious adverse reactions/adverse reactions) per 
background factor” 

Patients for analysis: patients in the safety analysis group 
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Analysis objective: to show the incidence of adverse reactions per patient background factor and 
analyze them. 
Analysis items: calculate the number of all patients, the percentage to the number of patients with 

serious adverse reactions and all patients, the number of patients with adverse reactions and the 
percentage to number of all patients, the tests for adverse reactions (Fisher’s exact test for 
nominal-scale factors and Man-Whitney’s u test for ordinal-scale factors) per the following patient 
background factor regarding the adverse reactions which occurred in the safety analysis period. Note 
that the test does not include the patients “with treatment history with anti-TNFα drug for Crohn’s 
disease”. 

Note: the patient background factors are as follows: 
Sex, age (year), body weight (kg), BMI (kg/m2), duration of illness (year), indication (registration 
form), allergy history, smoking history, with smoking history (details), self-administration, 
tuberculosis test status, hepatitis B virus test status (registration form), complication, complication: 
liver disorder, complication: renal disorder, complication: blood disorder, complication: respiratory 
disorder, complication: diabetes mellitus, complication: osteoporosis, complication: malignant 

tumour, medical history, medical history: tuberculosis, medical history: non-tuberculous 
mycobacteriosis, medical history: interstitial pneumonia, medical history: bronchitis bacterial, 
medical history: aplastic anaemia, medical history: pancytopenia, medical history: malignant tumour, 
prior medication for Crohn’s disease, prior medication: anti-TNFα drug, prior medication: 
aminosalicylic acid drug, prior medication: corticosteroids, prior medication: 
immunosuppressant,prior medication: antibiotics, prior treatment for Crohn’s disease, prior 

treatment: surgery, prior treatment: GCAP, prior treatment: enteral nutrition therapy, prior treatment: 
intravenous nutrition therapy, treatment history with anti-TNFα drug for Crohn’s disease, with 
treatment history with anti-TNFα drug for Crohn’s disease, concomitant medication, concomitant 
medication: aminosalicylic acid drug, concomitant medication: corticosteroids, concomitant 
medication: immunosuppressant, concomitant medication: antibiotics, concomitant therapy for 
Crohn’s disease, concomitant therapy: surgery, concomitant therapy: GCAP, concomitant therapy: 

enteral nutrition therapy, concomitant therapy: intravenous nutrition therapy, site of disease: 
anus/perianal region, site of disease: rectum, site of disease: stomach/duodenum, site of disease: 
colon, site of disease: jejunum/ileum, intestinal complication, non-intestinal complication, work 
condition, CDAI when the administration was started, CRP 
 

“2.9.xx Incidence of adverse reactions per background factor and seriousness” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of non-serious/serious adverse reactions per 
statistically-significant background factor based on the test results in 2.9. 
Analysis item: aggregate the following items per background factor and seriousness for adverse 
reactions which occurred in the safety analysis period. 



52/60 

Calculate the number of patients and the percentage to the number of patients surveyed per number 
of patients surveyed, number of patients with adverse reactions, incidence of the reactions, number 
of adverse reactions and type of adverse reactions (SOC, PT). 

 
“2.13.1 Incidence of adverse reactions with/without hepatic function disorder and per 
seriousness” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of non-serious/serious adverse reactions with/without 
hepatic function disorder 

Analysis item: aggregate the following items with/without hepatic function disorder per seriousness 
regarding the adverse reactions which occurred in the safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 
of patients surveyed, number of patients with adverse reactions, incidence of the reactions, number 
of adverse reactions and type of adverse reactions (SOC, PT). 
 

Note: Aggregate the most serious reaction among the identical PTs in a patient.  
When calculating the number of patients with the target reactions, remove overlapped data per case 
number and seriousness. When calculating the number per SOC, remove the overlapped data per 
case number, seriousness and SOC. 
 

“2.14.1 Incidence of adverse reactions with/without renal impairment and per seriousness” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of non-serious/serious adverse reactions with/without 
renal impairment 
Analysis items: aggregate the following items with/without renal impairment per seriousness 
regarding the adverse reactions which occurred in the safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 

of patients surveyed, number of patients with adverse reactions, incidence of the reactions, number 
of adverse reactions and type of adverse reactions (SOC, PT). 
 
Note: refer to the note of “2.13.1 Incidence of adverse reactions with/without hepatic function 
disorder and per seriousness”. 
 

“2.15.1 Incidence of adverse reactions per seriousness in pediatrics and non-pediatrics” 
Patients for analysis: patients in the safety analysis group 
Analysis objective: to separately show the onset status of serious or non-serious adverse reactions in 
pediatrics and non-pediatrics. 
Analysis items: aggregate the following items per seriousness in pediatrics and non-pediatrics 
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regarding adverse reactions which occurred in the safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 
of patients surveyed, number of patients with adverse reactions, incidence of the reactions, number 

of adverse reactions and type of adverse reactions (SOC, PT). 
 
Note: refer to the note of “2.13.1 Incidence of adverse reactions with/without hepatic function 
disorder and per seriousness”. 
 

“2.16.1 Incidence of adverse reactions per seriousness in the elderly and non-elderly patients” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of non-serious/serious adverse reactions in the elderly 
and non-elderly patients. 
Analysis items: aggregate the following items per seriousness in the elderly and non-elderly patients 
regarding adverse reactions which occurred in the safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 

of patients surveyed, number of patients with adverse reactions, incidence of the reactions, number 
of adverse reactions and type of adverse reactions (SOC, PT). 
 
Note: refer to the note of “2.13.1 Incidence of adverse reactions with/without hepatic function 
disorder and per seriousness”. 
 

“2.17.1 A list of the onset status of adverse reactions/infections in this survey” 
Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of adverse reactions and serious adverse reactions. 
Analysis item: aggregate adverse reactions and serious adverse reactions regarding the following 
items based on the adverse reactions which occurred in the safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 

of patients surveyed, number of patients with adverse reactions, etc. number of adverse reactions, 
incidence of adverse reactions, etc., and type of adverse reactions, etc. (SOC, PT). 
 
Note: refer to the note of “2.13.1 Incidence of adverse reactions with/without hepatic function 
disorder and per seriousness” for serious adverse reactions. 
Put * before the PT of unexpected events from “Precautions”. 

“2.17.2 A list of the onset status of adverse reactions/infections not in the follow-up period” 
Patients for analysis: patients whose survey form was locked 
Analysis objective: to show the onset status of adverse reactions and serious adverse reactions which 
occurred not in the follow-up period. 
Analysis item: aggregate adverse reactions and serious adverse reactions regarding the following 
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items based on the adverse reactions which occurred not in the safety analysis period. 
 
Calculate the number of patients and the percentage to the number of patients surveyed per number 

of patients surveyed, number of patients with adverse reactions, etc. number of adverse reactions, 
incidence of adverse reactions, etc., and type of adverse reactions, etc. (SOC, PT). 
 
Note: refer to the note of “2.13.1 Incidence of adverse reactions with/without hepatic function 
disorder and per seriousness” for serious adverse reactions. 
Put * before the PT of unexpected events from “Precautions”. 

“2.17.3 A list of the onset status of adverse reactions/infections in this survey (patients excluded 
from the safety analysis)” 

Patients for analysis: patients excluded from the safety analysis group 
Analysis objective: to show the onset status of adverse reactions and serious adverse reactions. 
Analysis item: aggregate adverse reactions and serious adverse reactions regarding the following 
items based on the adverse reactions which occurred in the safety analysis period. 

Calculate the number of patients and the percentage to the number of patients surveyed per number 
of patients surveyed, number of patients with adverse reactions, etc. number of adverse reactions, 
incidence of adverse reactions, etc., and type of adverse reactions, etc. (SOC, PT). 
 
Note: refer to the note of “2.13.1 Incidence of adverse reactions with/without hepatic function 
disorder and per seriousness” for serious adverse reactions. 

Put * before the PT of unexpected events from “Precautions”. 
“2.19 A list of the onset status of adverse events in this survey” 

Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the onset status of adverse events, serious adverse events and 
non-serious adverse events. 
Analysis items: aggregate adverse events, serious adverse events and non-serious adverse events 

regarding the following items among adverse events which occurred in the safety analysis period. 
Calculate the number of patients and the percentage to the number of patients surveyed per number 
of patients surveyed, number of patients with adverse reactions, number of adverse reactions, 
incidence of the reactions, type of adverse events (SOC, PT). 
 
Note: refer to the note of “2.13.1 Incidence of adverse reactions with/without hepatic function 

disorder and per seriousness” for serious adverse events. 
 

“2.20 A list of the onset status of adverse reactions (all cases)” 
Patients for analysis: patients in the safety analysis group 
Analysis objective: to show the summary statistics on the days to the onset as well as the number of 
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patients per outcome and the days to the confirmed outcome (recovered or recovering) for adverse 
reactions. 
Analysis items: calculate the number of cases and the percentage to the number of patients in the 

analysis groups per type of adverse reactions (SOC, PT), the number of patients with non-serious 
reactions and the percentage to the number of patients in the analysis groups, and the number of 
patients with serious reactions and the percentage to the number of patients in the analysis groups for 
the adverse reactions which occurred in the safety analysis period. In addition, calculate the 
summary statistics (the number of patients, the mean, the minimum, the median, the maximum) for 
days to the onset per PT, the number of patients per period from the onset date to the outcome 

(recovered or recovering), and the number of patients per outcome. 
 
Note: When more than one identical PT is found in a patient, aggregate seriousness, days to the onset, 
outcome and days to the outcome (recovered or recovering) as 1 patient (case) in the following 
manner. 

 Seriousness priority: serious > non-serious 

 Days to the onset: identify the days as mentioned in “10.2 days from the first administration 
date of Humira to the adverse-event onset date”. 

 Outcome: identify it as specified in 10.2 Outcomes of adverse events 
 Days to outcome (recovered or recovering): identify the days as mentioned in 10.2 Days from 

an onset date of adverse events to the outcome confirmation date (recovered or recovering). 
 

 
13.3. Effectiveness 

“3.1 CDAI remission rate at the final assessment (CDAI<150)” 
Patients for analysis: patients in the effectiveness analysis group 
Analysis objective: to show the remission rate of CDAI at the final assessment 
Analysis items: calculate the number of target patients, the percentage to the number of patients who 

achieved a remission at the final assessment and to the number of target patients, and the percentage 
to the number of patients who failed to achieve a remission and to the number of target patients. 
 
Note: Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for 
Time Allowance of the final assessment periods. 
 

“3.2.1.1 Changes in Crohn’s disease activity index (CDAI) since the administration was started 
(Observed Case)” 

Patients for analysis: patients in the effectiveness analysis group 
Analysis objective: to show changes in CDAI and CDAI at each assessment period. 
Analysis items: Calculate the number of target patients, the mean and standard deviation of CDAI, 
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the mean and standard deviation of changes in CDAI for each assessment period, and conduct a 
paired-t test which compares the values at the initial administration. In addition, calculate the mean 
days from the first administration date to the final assessment date and the ± standard deviation. 

 
Note: Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for 
Time Allowance of the final assessment periods. The analysis covers only the patients with the 
assessment at the first administration and thereafter. 
 

“3.2.1.2 Changes in Crohn’s disease activity index (CDAI) since the administration was started 

(Observed Case)” 
Patients for analysis: the patients in the effectiveness analysis group whose CDAI was a remission 
(≥150) after they were started on Humira. 
Analysis objective: to show changes in CDAI and the CDAI at each assessment period of patients 
whose CDAI failed to achieve a remission when the administration was started. 
Analysis items: Calculate the number of target patients, the mean and standard deviation of CDAI, 

the mean and standard deviation of changes in CDAI for each assessment period, and conduct a 
paired-t test which compares the values at the initial administration. In addition, calculate the mean 
days from the first administration date to the final assessment date and the ± standard deviation. 
 
Note: Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for 
Time Allowance of the final assessment periods. The analysis covers only the patients with the 

assessment at the first administration and thereafter. 
 

“3.2.2.1 Changes in the remission rate at each point (CDAI<150) (Observed Case)” 
Patients for analysis: patients in the effectiveness analysis group 
Analysis objective: to show the remission rate of CDAI at each assessment period. 
Analysis item: Calculate the number of target patients, the percentage to the number of patients who 

achieved a remission and the number of target patients, 95%CI of the remission rate, and conduct a 
McNemar test for the first administration per assessment period. 
 
Note: Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for 
Time Allowance of the final assessment periods. The analysis covers only the patients with the 
assessment at the first administration and thereafter. 

For the confidence interval, use the Clopper-Pearson’s confidence interval. 
 

“3.2.2.3 Changes in the remission rate at each point (CDAI<150) (Observed Case)” 
Patients for analysis: the patients in the effectiveness analysis group whose CDAI was a remission 
(≥150) after they were started on Humira. 
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Analysis objective: to show the remission rate of CDAI at each assessment period of patients whose 
CDAI failed to achieve a remission when the administration was started. 
Analysis item: Calculate the number of target patients, the percentage to the number of patients who 

achieved a remission and the number of target patients, 95%CI of the remission rate, and conduct a 
McNemar test for the first administration per assessment period. 
 
Note: Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for 
Time Allowance of the final assessment periods. The analysis covers only the patients with the 
assessment at the first administration and thereafter. 

For the confidence interval, use the Clopper-Pearson’s confidence interval. 
 

“3.2.4.2 Endoscopy results during administration (small intestine: active phase/remission 
phase)” 

Patients for analysis: patients in the effectiveness analysis group 
Analysis objective: to show endoscopy results (small intestine) at each assessment period. 

Analysis item: Calculate the number of patients who did not undergo endoscopy, the number of 
patients who underwent endoscopy, the percentage to the number of patients in the active phase and 
the number of patients who underwent endoscopy, the percentage to the number of patients in the 
remission phase and the number of patients who underwent endoscopy, and the mean days from the 
endoscopy prior to administration to the first administration date of Humira. 
 

Note: Follow “12.2 Assessment period for endoscopy results” for Time Allowance of assessment 
period. The analysis covers only the patients with the endoscopy assessment (small intestine) at the 
first administration and thereafter in the effectiveness analysis group. 
 

“3.2.5.2 Endoscopy results during administration (large intestine: active phase/remission 
phase)” 

Patients for analysis: patients in the effectiveness analysis group 
Analysis objective: to show the endoscopy results (large intestine) at each assessment period. 
Analysis item: Calculate the number of patients who did not undergo endoscopy, the number of 
patients who underwent endoscopy, the percentage to the number of patients in the active phase and 
the number of patients who underwent endoscopy, the percentage to the number of patients in the 
remission phase and the number of patients who underwent endoscopy, and the mean days from the 

endoscopy prior to administration to the first administration date of Humira. 
 
Note: Follow “12.2 Assessment period for endoscopy results” for Time Allowance of assessment 
period. The analysis covers only the patients with the endoscopy assessment (large intestine) at the 
first administration and thereafter in the effectiveness analysis group. 
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“3.2.5.3 Endoscopy results during administration (remission phase in both small and large 
intestines)” 

Patients for analysis: patients in the effectiveness analysis group 
Analysis objective: to show endoscopy results in the remission phase (for small and large intestines) 
Calculate the number of patients who underwent endoscopy (for small and large intestines), the 
number of patients whose small and large intestines in the remission phase, and the percentage to the 
patients who underwent endoscopy (for small and large intestines). 
 

Note: Follow “12.2 Assessment period for endoscopy results” for Time Allowance of assessment 
period. The analysis covers only the patients with the data showing that endoscopy for small and 
large intestines was done on the same day at the first administration and thereafter in the 
effectiveness analysis group. 
 

“3.2.6.2 Changes in WPAI:CD since the administration was started (Observed Case)” 

Patients for analysis: patients in the effectiveness analysis group 
Analysis objective: to show WPAI at each assessment period. 
Analysis items: Calculate the number of target patients and the summary statistics of WPAI for each 
assessment period, and conduct a paired-t test which compares the values at the initial 
administration. 
 

Note: Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for 
Time Allowance of the final assessment periods. The analysis covers only the patients with the 
WPAI assessment at the first administration and thereafter in the effectiveness analysis group. 
 

“3.2.7.2 Changes in CRP level since the administration was started (Observed Case)” 
Patients for analysis: patients in the effectiveness analysis group 

Analysis objective: to show CPR levels at each assessment period. 
Analysis items: Calculate the number of target patients and the summary statistics of CRP for each 
assessment period, and conduct a paired-t test which compares the values at the initial 
administration. 
 
Note: Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for 

Time Allowance of the final assessment periods. The analysis covers only the patients with the CRP 
assessment at the first administration and thereafter in the effectiveness analysis group. 
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“3.2.7.3 Remission rate at the final assessment in patients who achieved a remission of CDAI at 
Week 4 of administration” 

Patients for analysis: Patients in the effectiveness analysis group (the patients who did not achieve a 

remission (≥150) when the administration was started but achieved the remission (<150) at Week 4 
of administration in CDAI) 
Patients for analysis: to show the remission rate of CDAI at the final assessment regarding the 
patients who did not achieve a remission (≥150) when the administration was started but achieved 
the remission (<150) at Week 4 of administration. 
Analysis items: calculate the number of target patients, the percentage to the number of patients who 

achieved a remission at the final assessment and the target patients, and the 95% confidence interval 
of the remission rate. 
 
Note: The target patients need to have their CDAI measured at 3 time points or more, that is, at the 
first administration, Week 4 of administration and any point after Week 4 of administration and also 
have a record that they did not achieve a remission (≥150) at the first administration but achieved the 

remission (<150) at Week 4 of administration. 
Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for Time 
Allowance of the assessment periods. 
For the confidence interval, use the Clopper-Pearson’s confidence interval. 
 

“3.2.8 Subsequent changes in the conditions of patients with non-intestinal conditions observed 

at the first administration (Observed Case)” 
Patients for analysis: patients in the effectiveness analysis group 
Analysis objective: to show the conditions at each assessment period regarding non-intestinal 
conditions observed at the first administration. 
Analysis item: Calculate the number of target patients, the percentage to the number of patients with 
the conditions and the number of target patients, and conduct a McNemar test for the first 

administration per assessment period. 
 
Note: The analysis covers only the patients with the assessment at the first administration and 
thereafter as well as the patients with symptoms for each “arthritis/arthralgia”, “iritis/uveitis”, and 
“erythema nodosum/gangrenous abscess/aphthous stomatitis” at the first administration. 
To analyze “with any of non-intestinal conditions”, the patients with any symptom at each 

assessment period regarding any of the items answered as ‘with a symptom’ at the first 
administration are regarded as the patients with conditions. When a patient had multiple symptoms 
at the first administration, they should be regarded as “with conditions” if any of the symptoms 
persisted. Do not include in analysis the items in which no symptoms were observed at the first 
administration. (Do not include in the analysis a symptom which first developed at an assessment 
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period after the first administration, either) 
Follow “12.1 Assessment period for CDAI, WPAI, CRP and non-intestinal conditions” for Time 
Allowance of the assessment periods. 

 
“3.4.1 Aggregation for effectiveness per patient background factor (CDAI)” 

Patients for analysis: patients in the effectiveness analysis group 
Analysis objective: to show the CDAI remission rate at the final assessment per patient background 
factor and analyze them. 
Analysis items: For CDAI at the final assessment, calculate the number of patients, the percentage to 

the number of patients who failed to achieve a CDAI remission and the number of patients per 
background factor, the number of patients who achieved a CDAI remission and the percentage to the 
number of patients per background factor, and the tests for CDAI remission (Fisher’s exact test for 
nominal-scale factors and Man-Whitney’s u test for ordinal-scale factors) per patient background 
factor below. Note that the test does not include the patients “with treatment history with anti-TNFα 
drug for Crohn’s disease”. 

Note: the patient background factors are as follows: 
Sex, age (year), body weight (kg), BMI (kg/m2), duration of illness (year), indication (registration 
form), allergy history, smoking history, with smoking history (details), self-administration, 
tuberculosis test status, hepatitis B virus test status (registration form), complication, complication: 
liver disorder, complication: renal disorder, complication: blood disorder, complication: respiratory 
disorder, complication: diabetes mellitus, complication: osteoporosis, complication: malignant 

tumour, medical history, medical history: tuberculosis, medical history: non-tuberculous 
mycobacteriosis, medical history: interstitial pneumonia, medical history: bronchitis bacterial, 
medical history: aplastic anaemia, medical history: pancytopenia, medical history: malignant tumour, 
prior medication for Crohn’s disease, prior medication: anti-TNFα drug,prior medication: 
aminosalicylic acid drug, prior medication: corticosteroids, prior medication: immunosuppressant, 
prior medication: antibiotics, prior treatment for Crohn’s disease, prior treatment: surgery, prior 

treatment: GCAP, prior treatment: enteral nutrition therapy, prior treatment: intravenous nutrition 
therapy, treatment history with anti-TNFα drug for Crohn’s disease, with treatment history with 
anti-TNFα drug for Crohn’s disease, concomitant medication, concomitant medication: 
aminosalicylic acid drug, concomitant medication: corticosteroids,concomitant medication: 
immunosuppressant, concomitant medication: antibiotics, concomitant therapy for Crohn’s disease, 
concomitant therapy: surgery, concomitant therapy: GCAP, concomitant therapy: enteral nutrition 

therapy, concomitant therapy: intravenous nutrition therapy, site of disease: anus/perianal region, site 
of disease: rectum, site of disease: stomach/duodenum, site of disease: colon, site of disease: 
jejunum/ileum, intestinal complication, non-intestinal complication, work condition, CDAI when the 
administration was started, CRP 
 


