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4. Survey summary 
 
4.1. Purpose of the survey 
This survey is conducted in order to understand safety and efficacy in concomitant therapy with high 
dose (≥ 12mg/week) methotrexate (hereafter, referred to as “MTX”) in Japanese patients with 
rheumatoid arthritis (hereafter, referred to as “RA”) under the actual clinical conditions as a special 
drug use-results survey on Humira® For Subcutaneous Use 40 mg syringe 0.8 mL (nonproprietary 
name: Adalimumab) (hereafter, referred to as “Humira”). 

 
4.2. Survey plan 

(1) Survey subjects 
Japanese RA patients who receive Humira meeting the following conditions. 

1) Patients with the duration of RA within 2 years from the diagnosis at the start of Humira 
treatment 

2) Patients receiving MTX for 3 months or longer at the start of Humira treatment 
3) Patients receiving more than 12 mg/week of MTX at the start of Humira treatment 
4) Patients with DAS28 (CRP) > 3.2 at the start of Humira treatment (4 weeks prior to treatment 

start - start date of treatment) 
(2) Patients excluded from the survey 

1) Patients who have received biological products 
 
4.3. Planned sample size 

(1) Planned number of patients surveyed 
350 patients 

(2) Rationale for setting 
The patient with Disease Activity Score 28 (hereafter, referred to as “DAS28”) below 2.6 at week 
52 was estimated to be 55% (the expected observation was 55% and the estimated difference was 
12.3% for the literature data 42.7%), and the number of patients required to detect at a 5% level of 
significance level (paired) and a 90% power was calculated to be 171 patients. As the number 
needed to treat to secure this number of patients, the dropout rate at week 52 in this survey was 
assumed to be 50% based on the dropout rate of approximately 32% at week 24 in the all-case 
surveillance with Humira, and the planned number of patients surveyed was calculated to be 350 
patients. 

 
5. Items to be evaluated in analysis and examining method 
(1) Analysis items 

1) Matters concerning patient composition 
1) Number of patients with returned CRFs 
2) Number of patients included in the safety analysis set 
3) Number of patients included in the efficacy analysis set 
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In the treatment discontinued group, the data of which the date of 
treatment discontinuation and the final evaluation date are ≥ 24 weeks 
apart should be adopted. 

 
 
Evaluation time for evaluation of treatment continuing group and treatment discontinued group in 
the third CRF should also be allocated separately for the data entered at the evaluation time of mTSS, 
bone erosion score and joint space narrowing score. For patients whom the final Humira treatment is 
later than week 52 +4 weeks, the data on the latest date in the third CRF should be used as the data 
on the final evaluation date of X-ray. However, if there is the date of survey discontinuation, the data 
up to the date should be used. 
This date is called [final evaluation date of X-ray] in the following. 
 

At final evaluation (third 
CRF) 

When the date of survey discontinuation is not entered: 
The final data of the patient among the data included in the period 

between the date of initial Humira treatment +504 days and the final 
evaluation date of X-ray (should be later than day 505) should be 
adopted. 
When the date of survey discontinuation is entered: 

The final data of the patient among the data included in the period 
between the date of initial Humira treatment +504 days and the 
final evaluation date of X-ray (should be later than day 505) should 
be adopted. 

 
In the treatment discontinued group, the data of which the date of 
treatment discontinuation and the final evaluation date of X-ray are ≥ 
24 weeks apart should be adopted. 

 
When tabulating AEs by time of onset, the tabulation subjects should be decided based on the 
followings. If there is more than one event of the same PT in the same patient, its tabulation should 
be focusing on the initial occurrence. 
However, when extraction conditions including seriousness and causal relationship are added to the 
AEs, its tabulation should be focusing on the initial occurrence after narrowing them down with the 
extraction conditions. In addition, the data on AEs outside the follow-up period among the data 
included in the following acceptable range should also be excluded from tabulation. 
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Note:  The numbers of patients should be shown in a flow chart. 
 

“Table 1.2 Patient disposition diagram (third CRF)” 
Analysis object:  Patients included in the efficacy analysis set (third CRF) 
Purpose of analysis: To confirm the disposition of the number of patients per efficacy endpoint 

evaluable in the third CRF when allocating the patients included in the 
efficacy analysis set in the third CRF into the following four groups: the 
“treatment continuing” group, “treatment discontinued” group, “survey 
discontinued” group or “other” group. 

Note:  None in particular. 
 

“Table 1.3.1 Progress of the CRF” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis:  To indicate the number of overall patients with fixed CRFs and by CRF for 

the patients included in the safety analysis set and efficacy analysis set. 
Note:  None in particular. 

 
“Table 1.3.2 List of patients” 
Analysis object: Patients with fixed CRFs 
Purpose of analysis: To confirm the details of the overall patients. 

Note: To indicate the details in a list. 
 

“Table 1.3.3 Lists of patients excluded from safety analysis set and patients excluded from 
efficacy analysis set (including reasons for exclusion)” 

Analysis object: Patients excluded from the safety analysis set, patients excluded from the 
efficacy analysis set 

Purpose of analysis: To confirm the reasons for excluding from the safety analysis set and 
efficacy analysis set. 

Note: To indicate the case numbers and reasons for exclusion in a list. 
<Detailed note> 
*Where one patient has more than one reason for exclusion, they should be 
linked with “commas” for output. 

 
“Table 1.4 Disposition by Hospital of the University of Occupational and Environmental Health, 
Japan” 

Analysis object: Patients included in the safety analysis set, patients included in the efficacy 
analysis set (DAS28-4CRP) 

Purpose of analysis: To indicate the incidence of ADRs and the results of χ2 tests in the patients 
included in the safety analysis set and the response rate in EULAR 
DAS28-4CRP and the results of χ2 tests in EULAR DAS28-4CRP at the final 
evaluation in patients included in the efficacy analysis set (DAS28-4CRP) 
per institution analyzed (other than Hospital of the University of 
Occupational and Environmental Health, Japan and University of 
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Occupational and Environmental Health, Japan). 
Note: Good Response and Moderate Response should be judged as “effective” for 

the EULAR DAS28-4CRP response at the final evaluation. 
 

“Table 1.5 Disposition by mode of Humira administration” 
Analysis object: Patients included in the safety analysis set, patients included in the efficacy 

analysis set (DAS28-4CRP) 
Purpose of analysis: To indicate the incidence of ADRs and the results of χ2 tests in the patients 

included in the safety analysis set and the response rate in EULAR 
DAS28-4CRP and the results of χ2 tests at the final evaluation in patients 
included in the efficacy analysis set (DAS28-4CRP). 
The category for mode of administration should follow “11. Data-layer 
separation.” 

Note:  Good Response and Moderate Response should be judged as “effective” for 
the EULAR DAS28-4CRP response at the final evaluation. 

 
13.2. Safety 

“Table 2.1 Distribution status by patient background factor” 
Analysis object: Patients included in the safety analysis set 
Purpose of analysis: To calculate the number and percentage of patients by patient background 

factor at the start of treatment, or summary statistics by work status. 
The patient background factors should follow “11. Data-layer separation.” 

Note:  Complication: liver disorder (hepatitis) ... the denominator of the percentage 
should be the number of patients with “hepatitis.” 
Complication: liver disorder (hepatitis virus carrier) ... the denominator of 
the percentage should be the number of “hepatitis virus carriers.” 
History of allergy (details) ... the denominator of the percentage should be 
the number of patients “with” a history of allergy. 
Smoking history (details) ... the denominator of the percentage should be the 
number of patients “with” a smoking history. 
Smoking history: smoking years (previously) ... the denominator of the 
percentage should be the duration of smoking (year) of the patient 
“previously smoking.” 
Smoking history: smoking years (currently) ... the denominator of the 
percentage should be the duration of smoking (year) of the patient “currently 
smoking.” 
Concomitant drug ... the data at the start of Humira treatment and duration of 
Humira treatment should be analyzed, respectively. 
<Detailed note> 
1) The denominator of the percentage should be the number of patients with 

“hepatitis.” 
2) The denominator of the percentage should be the number of “hepatitis 

virus careers.” 
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3) The denominator of the percentage should be the number of patients 
“with” a history of allergy. 

4) The denominator of the percentage should be the number of patients 
“with” a smoking history. 

5) The data on the duration of smoking (year) of the patients “previously 
smoking” should be analyzed. 

6) The data on the duration of smoking (year) of the patients “currently 
smoking” should be analyzed. 

7) The data at the start of Humira treatment should be analyzed. 
8) The data during the Humira treatment should be analyzed. 

 
“Table 3.1 Humira treatment status” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: To calculate the number and percentage of patients or summary statistics by 

mode of administration and period to treatment completion concerning 
Humira treatment status. 
The category for mode of administration should follow “11. Data-layer 
separation.” 

Note:  10.1 “Humira treatment period” should be used as the total treatment period 
including washout as the period to treatment completion. 
<Detailed note> 
1) When the patient was continuing the treatment at week 104, the patient 

was tabulated as “continuing treatment.” 
 

“Table 3.2.1 Disposition of reasons for discontinuation of Humira treatment (first and second 
CRFs)” 

Analysis object: Patients included in the safety analysis set 
Purpose of analysis: To indicate the number and percentage of patients for the disposition of the 

reasons for discontinuation of Humira treatment. 
The reasons for discontinuation should follow “11. Data-layer separation.” 

Note:  The denominator of the percentage of the number of discontinued patients 
should be the number of patients included in the safety analysis set, and the 
denominator of the percentage of the number of patients by reason for 
discontinuation should be the number of overall discontinued patients. 
<Detailed note> 
When a patient is applicable to more than one items, each of them was 
counted. 

 
“Table 3.2.2 Disposition of reasons for survey discontinuation (third CRF)” 
Analysis object: Patients included in the safety analysis set 
Purpose of analysis: To indicate the number and percentage of patients for the disposition of the 

reasons for discontinuation of the survey discontinued patients in the third 
CRF. The number and percentage of patients should also be indicated for the 
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disposition of the reasons for discontinuation of the patient who discontinued 
treatment in the third CRF. The reasons for discontinuation should follow “11. 
Data-layer separation.” 

Note:  The denominator of the percentage of the number of discontinued patients 
should be the number of patients with fixed CRFs at week 104 among the 
patients included in the safety analysis set, and the denominator of the 
percentage of the number of patients by reason for discontinuation should be 
the number of overall discontinued patients by reason for survey 
discontinuation and treatment discontinuation. 
The patients applicable to survey discontinuation should not be included in 
the number of treatment discontinued patients. The reasons for treatment 
discontinuation should be the change in dose/number of doses or reason for 
discontinuation of the final record in the “Humira treatment status” in the 
third CRF. 
<Detailed note> 
When a patient is applicable to more than one items, each of them was 
counted. 

 
“Table 5.1 Frequency of ADRs by seriousness” 
Analysis object: Patients included in the safety analysis set 
Purpose of analysis: To indicate the number of patients analyzed, number of patients who 

developed all events, number and percentage of ADRs, number and 
percentage of SOC and PT by seriousness regarding ADRs. 
The same PT of the same patient should be summarized collectively, and in 
that sense, the most serious event should be tabulated. 

Note: The information on novelty should not be granted. 
The next forms should be prepared in the same manner. 
“Table 5.1.1 Frequency of AEs by seriousness” 
Analysis object: Patients included in the safety analysis set 
“Table 5.1.2 Frequency of ADRs by seriousness (excluded patients)” 
Analysis object: Patients excluded from the safety analysis set 
Note: Among the patients with fixed CRFs, the patients excluded from the 
safety analysis set should be tabulated. 
“Table 5.1.3 Frequency of ADRs by seriousness (Hospital of the University 
of Occupational and Environmental Health, Japan)” 
Analysis object: Patients included in the safety analysis set 
Note: patients treated at the Hospital of the University of Occupational and 
Environmental Health, Japan should be tabulated. 
“Table 5.1.4 Frequency of ADRs by seriousness (other than Hospital of the 
University of Occupational and Environmental Health, Japan)” 
Analysis object: Patients included in the safety analysis set 
Note: Patients excluded from those treated at the Hospital of the University 
of Occupational and Environmental Health, Japan should be tabulated. 
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“Table 5.2.1 Frequency of ADRs by time of onset” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: To indicate the number of patients analyzed, number of patients who 

developed all ADRs, number and percentage of ADRs, number and 
percentage of SOC and PT by time of onset regarding ADRs. 

Note: The information on novelty should not be granted. 
Categories for time of onset of ADRs: “start of treatment to week 24,” “week 
24 to week 52,” “week 52 to week 108,” and “after completion of treatment.” 

 
“Table 5.2.2 Frequency of serious ADRs by time of onset” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: To indicate the number of patients analyzed, number of patients who 

developed all events, number and percentage of ADRs, number and 
percentage of SOC and PT by time of onset regarding serious ADRs. 

Note:  The information on novelty should not be granted.  
 

“5.2.3 Summary of serious adverse drug reactions by each MTX Dose of Baseline” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: To indicate the number of patients analyzed, number of patients who 

developed ADRs, number and percentage of ADRs, number and percentage 
of SOC and PT by category of MTX dose at the start of treatment regarding 
serious ADRs. 

Note:  Category of MTX dose at the start of treatment 
“Baseline MTX 12<= <14.0,” “Baseline MTX 14.0<= <16.0,” “Baseline 
MTX 16.0<=” 
This should be prepared only at the time of literature analysis. 

 
“Table 5.2.4 Summary of serious adverse drug reactions by each MTX Dose of Baseline 
(Event/100 Patient Years)” 

Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: To indicate the number of patients analyzed, number of patients who 

developed ADRs, number and percentage of ADRs (unit: 100 persons/year), 
number and percentage of SOC and PT by category of MTX dose at the start 
of treatment regarding serious ADRs during Humira treatment. 

Note:  Category of MTX dose at the start of treatment 
“Baseline MTX 12<= <14.0,” “Baseline MTX 14.0<= <16.0,” “Baseline 
MTX 16.0<=” 
Percentage of patients who develop ADRs (person/year) = “number of 
serious ADRs / total follow-up period) 
This should be prepared only at the time of literature analysis. 
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“Table 5.3.1 List of AEs occurred during treatment and after completion of treatment” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: To indicate the number of overall ADRs, SOC and PT occurred by case 

status (overall, patients who are continuing Humira treatment, patients who 
discontinued Humira treatment) regarding AEs. 
The patients who discontinued Humira treatment should be indicated by 
timing of treatment (during treatment, after treatment). 

Note: The definitions of case status should be as follows. 
 During treatment 

Events that occurred between the date of initial Humira treatment and the 
date of final Humira treatment. 
 After treatment 

Events that occurred after the date of final Humira treatment. 
 

“Table 5.3.2 List of serious AEs occurred during treatment and after completion of treatment” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: To indicate the number of overall AEs, SOC and PT occurred by case status 

(overall, patients who are continuing Humira treatment, patients who 
discontinued Humira treatment) per timing of treatment (during treatment, 
after completion of treatment) regarding serious AEs. 

Note:  The definitions of the patients who are continuing Humira treatment and the 
patients who discontinued Humira treatment should be same as “Table 5.3.1 
List of AEs occurred during treatment and after completion of treatment.” 

 
“Table 5.4 Incidence of ADRs by patient background factor” 
Analysis object: Patients included in the safety analysis set 
Purpose of analysis: To indicate the overall ADRs, and the number and percentage the patients 

who developed ADRs by seriousness by patient background factor. The 
categories of patient background factors should follow “11. Data-layer 
separation,” and when ADRs of the same PT occurred in the same patient, 
and the number of the ADR should be rounded to a severe event before 
tabulation. 
<Detailed note> 
1) The data at the start of Humira treatment should be analyzed. 
2) The data during the Humira treatment should be analyzed. 
“Table 5.4.1 Incidence of ADRs by patient background factor (Hospital for 
the University of Occupational and Environmental Health, Japan)” 
Analysis object: patients included in the safety analysis set 
Note: Patients treated at the Hospital of the University of Occupational and 
Environmental Health, Japan should be tabulated. 
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“Table 5.4.2 Incidence of ADRs by patient background factor (other than 
Hospital for the University of Occupational and Environmental Health, 
Japan)” 
Analysis object: patients included in the safety analysis set 
Note: Patients excluded from those treated at the Hospital of the University 
of Occupational and Environmental Health, Japan should be tabulated. 

 
“Table 5.5.1.1 Frequency of ADRs by seriousness with or without liver disorder” 
Analysis object: Patients included in the safety analysis set 
Purpose of analysis: To indicate the number of patients analyzed, number of patients who 

developed ADRs, number and percentage of ADRs, number and percentage 
of SOC and PT by seriousness with or without liver disorder regarding ADRs. 
Additionally, the stratified items with a significant difference in Table 5.4 
should also be tabulated. 

Note:  The information on novelty should not be granted. This should be prepared 
only when there are more than ten patients or 3% of the patients are 
applicable to the category of interest. 
The next forms should be prepared in the same manner. 
“Table 5.5.1.2 Frequency of ADRs by seriousness with or without renal 
disorder” 
Note: The categories of the tabulation should be with or without renal 
disorder. 
“Table 5.5.1.3 Frequency of ADRs by seriousness in elderly or non-elderly” 
Note: The categories of the tabulation should be by elderly or non-elderly. 
“Table 5.5.1.4 Frequency of ADRs by seriousness by mode of Humira 
administration” 
Note: The categories of the tabulation should follow the mode of Humira 
administration in Table 3.1. 

 
“Table 5.5.2.1 Frequency of ADRs by outcome with or without liver disorder” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: to indicate the number of patients analyzed, number of patients who 

developed all ADRs, number and percentage of ADRs, number and 
percentage of SOC and PT with or without liver disorder by outcome 
regarding ADRs. 

Note:  The information on novelty should not be granted. 
This should be prepared only when there are more than ten patients or 3% of 
the patients are applicable to the category of interest. 
The next forms should be prepared in the same manner. 
“Table 5.5.2.2 Frequency of ADRs by outcome with or without renal 
disorder” 
Note: The categories of the tabulation should be with or without renal 
disorder. 
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“Table 5.5.2.3 Frequency of ADRs by outcome by elderly or non-elderly” 
Note: The categories of the tabulation should be by elderly or non-elderly. 
“Table 5.5.2.4 Frequency of ADRs by outcome by mode of Humira 
administration” 
Note: The categories of the tabulation should follow the mode of Humira 
administration in Table 3.1. 

 
“Table 5.6 Appended Form 2” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: To prepare for reexamination. 
Note: None in particular.  

 
“Table 5.7 Appended Form 3” 
Analysis object:  Patients with fixed CRFs 
Purpose of analysis: To indicate a list of summaries of the patients surveyed. 

Note:  A specification should be prepared separately for the details of analysis 
specification. 

 
“Table 5.8.1 The Number of Weeks to Discontinuation” 
Analysis object: Patients included in the safety analysis set 
Purpose of analysis: To illustrate the survival curve of the rate of Humira continuation up to week 

104. The survival curve should be illustrated by means of the SAS 
LIFETEST procedure. 

Note: This form should be prepared only at the time of literature analysis. 
 

“Table 5.8.2 The Number of Weeks to Discontinuation” 
Analysis object: Patients included in the safety analysis set 
Purpose of analysis: To illustrate the survival curve of the rate of Humira continuation up to week 

104. The survival curve should be illustrated by using the SAS LIFETEST 
procedure, and the patients who are continuously receiving Humira even 
after Day 728 should be handled as the censored cases. 

Note:  This form should be prepared only at the time of literature analysis. 
 
13.3. Efficacy 
 

“Table 6.1 DAS28-4ESR response, trend, percentage of remission” 
Analysis object: Patients included in the efficacy analysis set (DAS28-4ESR) 
Purpose of analysis: To indicate the number of patients and summary statistics of the score and 

response by evaluation time for the DAS28-4ESR and conduct a paired t test 
for the response from baseline. In addition, the number and the percentage of 
patients, number of patients with Low+Remission and Remission, point 
estimate and 95% CI of the percentage by DAS28-4ESR category by 
evaluation time should be indicated, and McNemer test should be performed 
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for the percentage change from baseline. The DAS28-4ESR category should 
follow “11. Data-layer separation.” 

Note:  The same form should also be prepared in literature analysis. 
 

“Table 6.1.2 Response and trend in efficacy endpoints, and percentage of complete remission 
(third CRF)” 

Analysis object:  Patients included in the efficacy analysis set (third CRF) 
Purpose of analysis: To tabulate the efficacy evaluation in the third CRF by efficacy endpoint. 

In this occasion, the patients evaluated by endpoint should be categorized by 
the continuing group and the discontinued group, the number of patients by 
evaluation time and the summary statistics of the score and the response 
should be indicated, and a paired t test for the response from baseline should 
be conducted. Additionally, the number of the patients for each efficacy 
endpoint category by evaluation time should be shown. The category of each 
efficacy endpoint should follow “11. Data-layer separation.” 

Note:  Continuing group... 
Corresponding to the definition of the treatment continued group in “10. 
Derivation and calculation methods” 

Discontinued group... 
Corresponding to the definition of the treatment discontinued group in 
“10. Derivation and calculation methods” 

Last observation... 
Corresponding to the definition of the final evaluation time in “12. 
Handling of data on test/evaluation time (third CRF).” 

 
“Table 6.1.3 Change of DAS28-4ESR Over Time (literature analysis)” 
Analysis object:  Patients included in the efficacy analysis set (DAS28-4ESR) 
Purpose of analysis: To illustrate the number of patients by DAS28-4ESR category by evaluation 

time in histogram. 
Note:  Last observation ... Corresponding to the definition at the final evaluation in 

“12. Handling of data on test/evaluation time.” 
The next forms should be tabulated in the same manner. 
“Table 6.2.3 Change of DAS28-4CRP Over Time” 
Note: The patients included in the efficacy analysis set (DAS28-4CRP) 
should be handled as the analysis objects and tabulated by DAS28-4CRP 
category. 
“Table 6.3.1 Change of CDAI Over Time” 
Note: The patients included in the efficacy analysis set (CDAI) should be 
handled as the analysis objects and tabulated by CDAI category. 
“Table 6.4.1 Change of SDAI Over Time” 
Note: The patients included in the efficacy analysis set (SDAI) should be 
handled as the analysis objects and tabulated by SDAI category. 
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“Table 6.5.1 Change of HAQ-DI Over Time” 
Note: The patients included in the efficacy analysis set (HAQ-DI) should be 
handled as the analysis objects and tabulated by HAQ-DI category. 
 
The above figures and tables should be prepared only at the time of literature 
analysis. 

 
“Table 6.2 DAS28-4CRP response, trend, percentage of remission” 
Analysis object:  Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis: To indicate the number of patients and summary statistics of the score and 

response by evaluation time for the DAS28-4CRP and conduct a paired t test 
for the response from baseline. In addition, the number and the percentage of 
patients, number of patients with Low+Remission and Remission, point 
estimate and 95% CI of the percentage by DAS28-4ESR category by 
evaluation time should be indicated, and McNemer test should be performed 
for the percentage change from baseline. 
The DAS28-4CRP category should follow “11. Data-layer separation.” 

Note:  The same form should also be prepared in literature analysis. 
 

“Table 6.2.2 Summary of DAS28-4CRP by each Visit per Increase/decrease MTX Dose of up to 
Week 52 (literature analysis)” 

Analysis object:  Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis: To indicate the number of patients by evaluation time, and the summary 

statistics of the scores and response for the DAS28-4CRP scores stratified by 
the groups based on the increase and decrease of MTX dose at week 52 and 
conduct a paired t test for the response from baseline. 
The response should be compared between the groups by analysis of 
variance by evaluation time. 

Note: It should be categorized by the following three categories based on the 
increase and decrease of the MTX dose from the start of Humira treatment to 
week 52: “2 <=,” “-2 < < 2,” and “< -2.” 
This form should be prepared only at the time of literature analysis. 

 
“Table 6.2.4 Summary of DAS28-4CRP by each Visit per Baseline MTX Dose” 
Analysis object: Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis: To indicate the number of patients by evaluation time, and summary statistics 

of the score and response for the DAS28-4CRP score by the group of MTX 
dose at the start of Humira treatment. 
In addition, paired t tests should be performed for the response from the start 
of treatment, and the results of intergroup comparison by analysis of variance 
should be calculated by evaluation time. 

Note:  The group separation should follow the concomitant MTX dose (mg/week) 
in the patient background in “11. Data-layer separation.” 
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This form should be prepared only at the time of literature analysis. 
 

“Table 6.2.5 Summary of DAS28-4CRP by each Visit per Average Usage MTX Dose of up to 
week 52” 
Analysis object: Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis: To indicate the number of patients by evaluation time, and summary statistics 

of the score and response for the DAS28-4CRP score by two groups of the 
mean MTX dose at week 52: < 12.0 mg/week group or ≥ 12.0 mg/week 
group. In addition, paired t tests should be performed for the response from 
baseline, and the results of intergroup comparison by analysis of variance 
should be calculated by evaluation time. 

Note:  It should be categorized by the following two categories based on the 
increase and decrease of the mean MTX dose from the start of Humira 
treatment to week 52: “< 12.0” and “12.0 <=.” 
This form should be prepared only at the time of literature analysis. 

 
“Table 6.2.6 Univariate logistic analysis event: DAS28-4CRP ≤2.6 at week 104” 
Analysis object:  Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis:  To conduct univariate logistic regression analysis with the number of patients 

meeting the week 104 DAS28-4CRP < 2.6 as the objective variable and each 
patient background factor as the explanatory variable, and to indicate the 
number of patients analyzed, number of patients who developed ADRs, 
incidence rate, odds ratio, CI and p values. 
To handle the followings as the categorical data: [consultation category 
(outpatient, inpatient)], [gender (male, female)], [age category (< 15, ≥ 15 
and < 30, ≥ 30 and < 50, ≥ 50 and < 65, and ≥ 65 and < 75, ≥ 75 and < 85, ≥ 
85)], [age category: (< 15, ≥ 15 and < 65, ≥ 65)], [weight category (< 30, ≥ 
30 and < 40, ≥ 40 and < 50, ≥ 50 and < 60, ≥ 60)], [category for duration of 
illness (< 3 months, ≥ 3 months and < 6 months, ≥ 6 months)], [complication 
(present, absent)], [smoking history (absent, present)], [RA stage/progression 
(Stage I/Stage II, Stage III/Stage IV)], [RA disability level (Class I/Class II, 
Class III/Class IV)], [past history (absent, present)], [history of allergy 
(absent, present)], [MTX at treatment start (≥ 12.0mg/week and < 
14.0mg/week, ≥ 14.0mg/week and < 16.0mg/week, ≥ 16.0mg/week)], 
[DMARDs at treatment start (excluding MTX) (absent, present)], 
[adrenocortical hormones at treatment start (absent, present)], [DMARDs 
during treatment (absent, present)], [adrenocortical hormones during 
treatment (absent, present)], [other concomitant drugs during treatment 
(absent, present)], [DAS28-4CRP at treatment start (< 2.6, 2.6<=)]; and also 
indicate the results for [age], [weight], [duration of illness] and 
[DAS28-4CRP at treatment start] as the quantitative data. 

Note: This form should be prepared only at the time of literature analysis. 
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“Table 6.2.7.1 DAS28-4CRP Score of Week 24 and Mean Usage MTX dose Change from Week 
24 to Week 52” 

Analysis object: Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis: Regarding the frequency of DAS28-4CRP Remission (< 2.6) at week 24, 

indicate from week 24 to week 52 by MTX dose reduction and compare 
them between the factors by χ2 test. 
Furthermore, a scatter graph with the DAS28-4CRP score at week 12 by 
patient as the Y axis and the change in MTX dose from week 24 to week 52 
as the X axis should also be illustrated. 

Note: The following tables should also be created with the same layout . 
“Table 6.2.7.2 DAS28-4CRP Score of Week 24 and Mean Usage MTX dose 
Change from Week 24 to Week 104” 
Note: The change in MTX dose from week 24 to week 104 should be 
compared in this form. 
“Table 6.2.7.3 DAS28-4CRP Score of Week 12 and Mean Usage MTX dose 
Change from Week 12 to Week 52” 
Note: The change in MTX dose from week 12 to week 52 and DAS28-4CRP 
Remission (< 2.6) at week 12 should be compared in this form. 
“Table 6.2.7.4 DAS28-4CRP Score of Week 12 and Mean Usage MTX dose 
Change from Week 12 to Week 104” 
Note: The change in MTX dose from week 12 to week 104 and 
DAS28-4CRP Remission (< 2.6) at week 12 should be compared in this 
form. 

 
“Table 6.3 CDAI response, trend, percentage of remission” 
Analysis object: Patients included in the efficacy analysis set (CDAI) 
Purpose of analysis: To indicate the number of patients by evaluation time and summary statistics 

of the score and response for CDAI and conduct a paired t test for the 
response from baseline. 
In addition, the number and the percentage of patients, number of patients 
with Low+Remission and Remission, point estimate of the percentage and 
95% CI by CDAI category by evaluation time should be indicated, and 
McNemer test should be performed for the percentage change from baseline. 
The CDAI category should follow “11. Data-layer separation.” 

Note: The same tabulation should also be conducted for literature analysis. 
 

“Table 6.4 SDAI response, trend, percentage of remission” 
Analysis object: Patients included in the efficacy analysis set (SDAI) 
Purpose of analysis: To indicate the number of patients by evaluation time and summary statistics 

of the score and the response for SDAI and conduct a paired t test for the 
response from baseline. 
In addition, the number and the percentage of patients, number of patients 
with Low+Remission and Remission, point estimate of the percentage and 
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95% CI by SDAI category by evaluation time should be indicated, and 
McNemer test should be performed for the percentage change from baseline. 
The SDAI category should follow “11. Data-layer separation.” 

Note: The same form should also be prepared in literature analysis. 
 

“Table 6.5 Trends in HAQ” 
Analysis object: Patients included in the efficacy analysis set (HAQ) 
Purpose of analysis: To indicate the number of patients by evaluation time and summary statistics 

of the score and the response for HAQ and conduct a paired t test for the 
response from baseline. 
In addition, the number and the percentage of patients, number of patients 
with Remission, point estimate of the percentage and 95% CI by HAQ 
category by evaluation time should be indicated, and McNemer test should 
be performed for the percentage change from baseline. 
The HAQ category should follow “11. Data-layer separation.” 

Note: The same form should also be prepared in literature analysis. 
 

“Table 6.6 Trends in EQ-5D” 
Analysis object:  Patients included in the efficacy analysis set (EQ-5D) 
Purpose of analysis: To indicate the number of patients by evaluation time, and the summary 

statistics of the score and the response for EQ-5D. 
Moreover, a paired t test should be performed for the response from baseline. 

Note:  The same form should also be prepared in literature analysis. 
 

“Table 6.7 Response and trends in other efficacy endpoints” 
Analysis object: Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis: To indicate the number of patients by evaluation time, and the summary 

statistics of the score and the response for other efficacy endpoints shown 
below. 
Moreover, a paired t test should be performed for the response from baseline. 
<Other endpoints> 
Tender joint count, swollen joint count, global assessments of disease activity 
by the patient (VAS), global assessments of disease activity by a physician 
(VAS), ESR, CRP 

Note: None in particular. 
 

“Table 6.8.1 Response rate by patient background factor (EULAR response: DAS28-4CRP)” 
Analysis object:  Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis: To indicate the number and percentage of eligible patients by patient 

background factor. 
The patient background factors should follow “Table 5.4 Incidence of ADRs 
by patient background factor.” 

Note: Good Response and Moderate Response should be judged as “effective” for 
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the EULAR DAS28-4CRP response at the final evaluation. 
 

The next forms should be tabulated in the same manner. 
“Table 6.8.1.1 Response rate by patient background factor (EULAR 
response: DAS28-4CRP) (Hospital of the University of Occupational and 
Environmental Health, Japan)” 
Analysis object:  Patients included in the efficacy analysis set 
Note:  Patients treated at the Hospital of the University of Occupational 
and Environmental Health, Japan should be tabulated. 
“Table 6.8.1.2 Response rate by patient background factor (EULAR 
response: DAS28-4CRP) (other than Hospital of the University of 
Occupational and Environmental Health, Japan)” 
Analysis object:  Patients included in the efficacy analysis set 
Note:  Patients excluded from those treated at the Hospital of the 
University of Occupational and Environmental Health, Japan should be 
tabulated. 

 
“Table 6.8.2. Distribution status of EULAR judgement criteria for response (DAS28-4CRP)” 
Analysis object:  Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis: To indicate the number and percentage of patients by EULAR judgement 

criteria for response by evaluation time, the number and percentage of 
eligible patients, and 95% CI of the response rate in DAS28-4CRP. 

Note:  Good Response and Moderate Response should be judged as “effective” for 
the EULAR DAS28-4CRP response. 

 
The next form should be tabulated in the same manner. 
“Table 6.8.3 EULAR judgment criteria for response (DAS28-4ESR)” 
Note: The patients analyzed should be tabulated as the patients included in 
the efficacy analysis set (DAS28-4ESR). 

 
“Table 6.8.4.X Distribution status of EULAR judgment criteria for response by patient 
background factor (DAS28-4CRP)” 
Analysis object: Patients included in the efficacy analysis set (DAS28-4CRP) 
Purpose of analysis: To indicate the distribution status of EULAR judgement criteria for response 

by patient background factor. 
Note: The same tabulation of “Table 6.8.1 Distribution status of EULAR 

judgement criteria for response (DAS28-4CRP)” by category of patient 
background factor with a significant difference with p value in χ2 test in 
“Table 6.8.1.” should be conducted. 

 
“Table 6.9.1.1 Percentage of patients without a trend or worsening of mTSS (at week-52 
evaluation time)” 
Analysis object: Patients included in the efficacy analysis set (mTSS at week 52) 
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Purpose of analysis: To indicate the number of patients by evaluation time and the summary 
statistics of the score and the response for mTSS and conduct a paired t test 
for the response from baseline. Additionally, the number and percentage of 
the patients by evaluation time by mTSS category should be shown. The 
mTSS category should follow “11. Data-layer separation.” 

Note: None in particular. 
 

“Table 6.9.1.2 Percentage of patients without a trend or worsening of mTSS (at week-104 
evaluation time)” 
Analysis object:  Patients included in the efficacy analysis set (mTSS at week 104) 
Purpose of analysis: To indicate the number of patients by evaluation time and the summary 

statistics of the score and the response for mTSS and conduct a paired t test 
for the response from baseline. Additionally, the number and percentage of 
the patients by evaluation time by mTSS category should be shown. The 
mTSS category should follow “11. Data-layer separation.” 

Note: None in particular. 
 

“Table 6.9.2 Response and trends in mTSS, and percentage of complete remission (third CRF)” 
Analysis object: Patients included in the efficacy analysis set (mTSS in the third CRF) 
Purpose of analysis: To categorize the patients by the continuing group and the discontinued 

group, indicate the number of patients by evaluation time and the summary 
statistics of the score and the response for mTSS, and conduct a paired t test 
for the response from baseline. Additionally, the number and percentage of 
the patients by evaluation time by mTSS category should be shown. The 
mTSS category should follow “11. Data-layer separation.” 

Note:  Continuing group... 
Corresponding to the definition of the treatment continued group in “10. 
Derivation and calculation methods” 

Discontinued group... 
Corresponding to the definition of the treatment discontinued group in 
“10. Derivation and calculation methods” 

Last observation... 
Corresponding to the definition of the final evaluation time in “12. 
Handling of data on test/evaluation time (third CRF).” 

 
“Table 6.9.3.1 mTSS Remission Rate at Week 52” 
Analysis object: Patients included in the efficacy analysis set (mTSS at week 52) 
Purpose of analysis: To indicate the number and percentage of patients who achieved the mTSS 

change (≤ 0.5, ≤ 0, ≤ 1) at week 52, respectively. In addition, the distribution 
of mTSS changes at week 52 as the Y axis and mTSS change at week 52 of 
which the percentage of the patients analyzed with the mTSS change in the 
ascending order as the X axis should also be illustrated.  

Note: This form should be prepared only at the time of literature analysis. 
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“Table 6.9.3.2 mTSS Remission Rate at Week 104” 
Analysis object: patients included in the efficacy analysis set (mTSS at week 104) 
Purpose of analysis: To indicate the number and percentage of patients who achieved the mTSS 

changes (≤ 0.5, ≤ 0, ≤ 1) at week 104, respectively. In addition, the 
distribution of mTSS change at week 104 as the Y axis and mTSS changes at 
week 104 of which the percentage of the patients analyzed with the mTSS 
change in the ascending order as the X axis should also be illustrated.  

Note:  This form should be prepared only at the time of literature analysis. 
 

“Table 6.9.4.1 Correlation of Subjective background (Spearman's rank correlation coefficient) at 
the mTSS Remission by Week 52” 

Analysis object: Patients included in the efficacy analysis set (mTSS at week 52) 
Purpose of analysis: To indicate the correlation with the patient background items for the patients 

who achieved mTSS change below 0.5 at week 52. Patient background items 
and categories are shown below. 

<Patient background item> <Included data> 
Consultation category Outpatient, inpatient 
Gender Male, female 
Age Continuous value 
Age category 1 Aged < 15, 15<= <30, 30<= <50, 50<= <65, 65 <= < 75, 

75<= < 85, <= 85 
Age category 2 Aged < 15, 15 <= <65, <=65 
Weight Continuous value 
Weight category < 30, 30<= <40, 40<= <50, 50<= <60, <=60 
Duration of illness Continuous value 
Category of duration of illness < 3, 3<= <6, <=6 
Complication Present, absent 
Smoking history Present, absent 
RA stage/progression Stage I, Stage II, Stage III, Stage IV 
Disability level of RA Class I, Class II, Class III, Class IV 
Past history Present, absent 
History of allergy Present, absent 
MTX at treatment start <=12.0 <14.0,<=14.0 <16.0,<=16.0 
DMARDs at treatment start 
(excluding MTX) 

Present, absent 

Adrenocortical hormones at 
treatment start 

Present, absent 

DMARDs during treatment Present, absent 
Adrenocortical hormones during 
treatment 

Present, absent 

Other concomitant drugs during 
treatment 

Present, absent 
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DAS-28CRP at treatment start Continuous value 
Category of DAS-28CRP at 
treatment start 

<2.6,2.6<= 

Note:  To indicate Spearman rank correlation coefficient and its p value should be indicated for 
correlation coefficient. 
This form should be prepared only at the time of literature analysis. 

 
“Table 6.9.4.2 Correlation of Subjective background (Spearman's rank correlation coefficient) at 
the mTSS Remission by Week 104” 

Analysis object: Patients included in the efficacy analysis set (mTSS at week 104) 
Purpose of analysis: To indicate the correlation with the patient background items for the patients 

who achieved mTSS change below 0.5 at week 104 by using the same 
technique as Table 6.9.4.1. 

 
“Table 6.9.5.1 Univariate logistic analysis event: <=0.5 delta mTSS at 52 week” 
Analysis object: Patients included in the efficacy analysis set (mTSS at week 52) 
Purpose of analysis: To conduct univariate logistic regression analysis with the number of patients 

meeting the week-52 mTSS change ≤ 0.5 as the objective variable and each 
patient background factor as the explanatory variable, and to indicate the 
number of patients analyzed, number of patients who developed ADRs, 
incidence rate, odds ratio, CI and p values. 
To handle the followings as the category data: [consultation category 
(outpatient, inpatient)], [gender (male, female)], [age category (< 15, ≥ 15 
and < 30, ≥ 30 and < 50, ≥ 50 and < 65, and ≥ 65 and < 75, ≥ 75 and < 85, ≥ 
85)], [age category: (< 15, ≥ 15 and < 65, ≥ 65)], [weight category (< 30, ≥ 
30 and < 40, ≥ 40 and < 50, ≥ 50 and < 60, ≥ 60)], [category for duration of 
illness (< 3 months, ≥ 3 months and < 6 months, ≥ 6 months)], [complication 
(present, absent)], [smoking history (absent, present)], [RA stage/progression 
(Stage I/Stage II, Stage III/Stage IV)], [RA disability level (Class I/Class II, 
Class III/Class IV)], [past history (absent, present)], [history of allergy 
(absent, present)], [MTX at treatment start (≥ 12.0mg/week and < 
14.0mg/week, ≥ 14.0mg/week and < 16.0mg/week, ≥ 16.0mg/week)], 
[DMARDs at treatment start (excluding MTX) (absent, present)], 
[adrenocortical hormones at treatment start (absent, present)], [DMARDs 
during treatment (absent, present)], [adrenocortical hormones during 
treatment (absent, present)], [other concomitant drugs during treatment 
(absent, present)], [DAS28-4CRP at treatment start (< 2.6, 2.6<=)]; and also 
indicate the results for [age], [weight], [duration of illness] and 
[DAS28-4CRP at treatment start] as the quantitative data. 

Note: This form should be prepared only at the time of literature analysis. 
 

“Table 6.9.5.2 Univariate logistic analysis event: <=0.5 delta mTSS at 104 week” 
Analysis object: Patients included in the efficacy analysis set (mTSS at week 104) 
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Purpose of analysis: To tabulate the number of patients satisfying week 104 mTSS change below 
0.5 as the objective variance by using the same technique as Table 6.9.5.1. 

 
“Table 6.9.6.1 Multivariate logistic analysis  event: <= 0.5 delta mTSS at 52 week” 
Analysis object: Patients included in the efficacy analysis set (mTSS at week 52) 
Purpose of analysis: To conduct multivariate logistic regression analysis with the number of 

patients meeting the week 52 mTSS change ≤ 0.5 as the objective variable 
and each patient background factor as the explanatory variable, and to 
indicate the number of patients analyzed, number of patients who developed 
ADRs, incidence rate, odds ratio, CI and p values. [Gender (male, female)], 
[complication (absence, presence)] and [progression (Stage I/Stage II, Stage 
III/Stage IV)] should be handled as categorical data for the patient 
background factors, and the results should be indicated as the quantitative 
data for [duration of illness]. 

Note: This form should be prepared only at the time of literature analysis. 
 
 

“Table 6.9.6.2 Multivariate logistic analysis  event: <= 0.5 delta mTSS at 104 week” 
Analysis object: Patients included in the efficacy analysis set (mTSS at week 104) 
Purpose of analysis: To tabulate the number of patients satisfying week 104 mTSS change below 

0.5 as the objective variance by using the same technique as Table 6.9.6.2. 
 

“Table 6.10.1 Percentage of patients without a trend or worsening of the bone erosion score 
(evaluation time at week 52)” 
Analysis object: Patients included in the efficacy analysis set (mTSS at week 52) 
Purpose of analysis: To indicate the number of patients and summary statistics of the score and 

response by evaluation time for the bone erosion score and conduct a paired t 
test for the response from baseline. 
Additionally, the number and percentage of the patients by evaluation time 
by the category of the bone erosion score should be shown. 
The category of the bone erosion score should follow “11. Data-layer 
separation.” 

Note: None in particular. 
 

“Table 6.10.2 Percentage of patients without a trend or worsening of bone erosion score 
(evaluation time at week 104)” 
Analysis object: Patients included in the efficacy analysis set (mTSS at week 104) 
Purpose of analysis: To tabulate the patients included in the efficacy analysis set (mTSS at week 

104) by using the same tabulation technique as Table 6.10.1. 
Note:  None in particular. 
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“Table 6.11.1 Percentage of patients without a trend or worsening of the joint space narrowing 
score (evaluation time at week 52)” 
Analysis object:  Patients included in the efficacy analysis set (mTSS at week 52) 
Purpose of analysis:  To indicate the number of patients by evaluation time and the summary 

statistics of the score and the response for the joint space narrowing score 
and conduct a paired t test for the response from baseline. 
Additionally, the number and percentage of the patients by evaluation time 
by the category of the joint space narrowing score should be shown. 
The category of the joint space narrowing score should follow “11. 
Data-layer separation.” 

Note:  None in particular. 
 

“Table 6.11.2 Percentage of patients without a trend or worsening of the joint space narrowing 
score (evaluation time at week 104)” 
Analysis object:  Patients included in the efficacy analysis set (mTSS at week 104) 
Purpose of analysis:  To tabulate the patients included in the efficacy analysis set (mTSS at week 

104) by using the same tabulation technique as Table 6.11.1. 
Note:  None in particular. 

 
“Table 7.1 Summary of MTX at each Period” 
Analysis object: patients included in the safety analysis set 
Purpose of analysis:  to calculate the summary statistics of the MTX dose at treatment start, the 

mean MTX dose between treatment start and week 52, the mean MTX dose 
between treatment start and week 12, and the mean MTX dose between week 
12 and week 52. 

Note:  This form should be prepared only at the time of literature analysis. 
 

“Table 7.1.1 Summary of MTX Over Time” 
Analysis object:  Patients included in the safety analysis set 
Purpose of analysis: To illustrate the followings by timing by a cumulative bar chart: MTX dose 

at treatment start, MTX dose at week 12, MTX dose at week 24, MTX dose 
at week 52, MTX dose at week 76, and MTX dose at week 104. 
At treatment start, at weeks 12, 24, 52, 76 and 104 should be established by 
the categories indicated in “12. Handling of data on test/evaluation time.” 

Note: This form should be prepared only at the time of literature analysis. 
 

“Table 7.1.2 Demographic data and baseline score each MTX Dose of Baseline” 
Analysis object:  Patients included in the efficacy analysis set 
Purpose of analysis: To calculate the number and percentage of patients by patient background 

factor at the start of treatment, or the stratified summary statistics of MTX 
dose at the start of Humira treatment. 
The patient background factors should follow “11. Data-layer separation.” 

Note: 
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[Complication: liver disorders (hepatitis)]: The denominator of the 
percentage should be the number of patients with “hepatitis.” 
[Complication: liver disorders (hepatitis virus carrier)]: The denominator of 
the percentage should be the number of “hepatitis virus carriers.” 
[History of allergy: details]: The denominator of the percentage should be the 
number of patients “with” a history of allergy. 
[Smoking history: details]: The denominator of the percentage should be the 
number of patients “with” a smoking history. 
[Smoking history: smoking years (previously)]: The denominator of the 
percentage should be the duration of smoking (year) of the patient 
“previously smoking.” 
[Smoking history: smoking years (currently)]: The denominator of the 
percentage should be the duration of smoking (year) of the patient “currently 
smoking.” 
[Concomitant drug]: The data at the start of Humira treatment and duration 
of Humira treatment should be analyzed, respectively. 
This form should be prepared only at the time of literature analysis. 

 
“Table 7.1.3 Demographic data and baseline score each MTX Dose of Baseline” 
Analysis object: Patients included in the efficacy analysis set 
Purpose of analysis: To calculate the number and percentage of patients by patient background 

factor at the start of treatment, or the summary statistics by the stratified 
MTX dose at the start of Humira treatment. The frequency and the 
percentage of each stratification of the categorical data should be calculated 
for patient background factors, and the summary statistics should be 
calculated for quantitative data. 

Note: This form should be prepared only at the time of literature analysis. 
 

“8.1 List of Demographic data and Efficacy data” 
Analysis object: Patients with fixed CRFs 
Purpose of analysis: Among the efficacy endpoints, DAS28-4CRP, DAS28-4ESR, CDAI, SDAI, 

HAQ-DI, and EQ-5D scores at the start of Humira treatment, the scores and 
the change at week 52, the scores and the change at week 104, and at the 
final evaluation should be read out with patient background information. 
Additionally, of the efficacy endpoints, mTSS score at each reading session 
of X-ray score should be indicated. The scores at the start of Humira 
treatment and week 52, and the change at week 52 at the first reading session 
should be shown as a list with the flag information that can identify the 
mTSS change at week 52 as additional information: ≤ 0 (No Progression), ≤ 
0.5 (Structural Remission), ≥ 3.0, and > 10.0 (Rapid Progression). 
When using the scores of the second reading session, the scores and the 
change at week 104 should be indicated in a list, and the flag information 
that can identify the change at 104 should be indicated as additional 
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information: ≤ 0 (No Progression), ≤ 0.5 (Structural Remission), ≥ 3.0, and > 
10.0 (Rapid Progression). 

Note:  This form should be prepared only at the time of literature analysis. 
 

“8.2 List of Discontinuation of ADA Group by Questionnaire Part III” 
Analysis object:  Patients included in the efficacy analysis set (third CRF) 
Purpose of analysis: To indicate the efficacy evaluation for the patients evaluated for efficacy in 

the third CRF as a list. 
Note:  None in particular. 

 
14. Tabulation history 
 
14.1. List of tabulation histories 
Described in the plan for analysis diagram outputs. 
 
14.2. Reason for cancellation of creation of diagrams 
None in particular. 


