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Table of Study Documents (CRFs) — Quick Referenceuile

Study Document (CRF)

Study Phase

Office Consent Forih

Screening
(faxed from site to OBRI)

Patient Information Package

Screening
(site provides to patient)

Daily Fax Sheét

Screening
(site faxes to OBRI)

Biologic Tracking Log

Screening
(site faxes to OBRI)

Enrolment Notification Form

Enrolliment
(site faxes to OBRI)

Study Assessment Form

Baseline
Follow-up
(site faxes to OBRI)

Concurrent Anti-Rheumatic
Medications Form

Baseline
Follow-up
(site faxes to OBRI)

Withdrawal Notification Form

Early Withdrawal
(site faxes to OBRI)

* Sites that do not have Research Ethics Board gsimni to fax this information to OBRI will commuaie
the information contained on these documents/CRHFslbphone or mail.

UHN Data Management Centre

Ontario Biologics Research Initiative: Safety arite&iveness

200 Elizabeth St. 13 EN-224
Toronto, On M5G 2C4
Tel: (866) 213-5463
Fax: (888) 757-6506
Email: obri@uhnres.utoronto.ca
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1.Background

The Ontario Biologics Research Initiative (OBRIsHzeen developed by a range of stakeholders imgudi
patients, rheumatologists and researchers. THe gbthe OBRI are to determine the long term dffeness
and safety of biologic response modifying drugs KB for inflammatory arthritis in usual practicecaio
develop and evaluate a range of strategies tatédeibest practice implementation and post-mangeti
surveillance of all disease modifying drugs in f&akld rheumatology care.

2. Purpose

This prospective controlled study will compare tbal-world effectiveness of BRMs to older Disease
Modifying Anti-Rheumatic Drugs (DMARDS) in adultsith rheumatoid arthritis (RA) who reside in Ontario
This study will also develop analytic tools to fdate low-cost, real-world surveillance throughadistrative
database linkages in combination with minimal clahidata collection. These tools will allow udrigprove
the utility of using administrative databases tentify serious adverse events (SAEs) and monitaltine
service utilization in patients receiving BRMs asttier new drugs.

3. Study Design

Rheumatologists (also described as Investigatatsp&recruited through the Ontario Rheumatology
Association (ORA) and the Canadian Rheumatologye&e$ Consortium (CRRC) as well as other peer
networks that have supported the development sfstioidy. Approximately 40 rheumatology sites fracnoss
Ontario will participate by enrolling subjects oMBRD or BRM treatment. The screening and enrolltregn
subjects will take approximately one year and stibj@iill be followed for a total duration of fiveegrs or until
the subject withdraws from the study.

4. Study Documentation
4.1 Investigator Study Binder

Each participating site will maintain and keep arent Investigator Study Binder which will document
all activities associated with conducting and présg the study to its entirety. The binder wiitlude:

* OBRI Contact Information (Study Personnel, LocalRdBvestigators, Site Signature

and Delegation Log)

* Protocol

* Procedure Manual

* Case Report Forms

* REB Approvals and Renewals

» Clinical Study Agreement and Budget

» Study Correspondence (Reports/Queries)

* Appendices
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5. Study Procedures

5.1 Flowchart

Patient has active RA and
is currently on a BRM
and/or DMARD

COOICERS. com

Investigator informs patient about OBRI

Patient Declines Patient Agrees

®‘ )
<

v

Patient signsConsent Form to Release
my Personal Information for Study
Purposes and Site gives patient the
Patient I nformation Package

A 4

Daily Fax Sheet faxed

from siteto OBRI

A 4

Patient is contacted by OBRI Interviewer. OBRI
sends site weekly reports indicating patient’s
consent status (i.e., agreed, refused, or pending)

Patient Declines

o

Patient Agrees

Site faxesEnrollment Form,
Baseline Study Assessment Form,
and Medication Form to OBRI

up visit

Site faxes NewStudy Assessment
Form and updatedMedication
Form to OBRI after every follow

/N

Patient withdraws from study
and site faxes Withdrawal
Notification Form to OBRI

Site faxes NewsStudy
Assessment Form and
updated Medication Form to
OBRI after every follow up
visit for 5 years
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5.2 Case Report Form (CRF) Completion

All CRFs are to be filled out with a black or bloallpoint pen and must be legible. Corrections
to CRFs will be made by a single line stroke thiotlge error and insertion of the correction
above or beside the error. The change must beledtand dated by the investigator and/or their
designee. No erasures, correction fluid, or tapg be used. All written information and other
material must use vocabulary and language thatleaely understood. All CRF entries must be
in English.

All required information on the CRF must containeantry. If a specific evaluation or measure
was not completed at the visiNot Done” should be recorded in that field.

NOTE: The site will be queried for any missing informator entries left blank.
5.3 Screening and Consent Process
5.3.1 Consent Form to Release my Personal Informat for Study Purposes

The consent process for the OBRI study is two diefBefore the site can send personal patient
information to the OBRI Data Management Centre (DM8ey will need the patient to sign the

Consent Form to Release my Personal Informatiostfody Purposes. OBRI will supply these

forms to the site.

The study specific Informed Consent form will beyaded to the patient as part of the Patient
Information Package (described below in 5.3.2), am@®BRI interviewer will call the patient to
review the study specific Informed Consent Form answer any questions the patient may have
regarding the study.

NOTE: The site is not responsible for having the pateamplete the study specific Informed
Consent Form. This is the interviewer’s respotisyand should not be undertaken by the site.

NOTE: It is very important that the site provide eaelignt with the Patient Information
Package. The interviewer expects to review tHrmation with the patient at first contact. If
the patient does not have a Patient Informatiork&ge when the interviewer reaches them, the
consent process will be delayed until the patienéives a package by mail.

5.3.2 Patient Information Package

The Data Management Centre will provide each sitie Ratient Information Packages. These
packages will contain a site specific copy of tla¢iéht Information Brochure, Consumer
Brochure, OBRI Informed Consent Form(s), and an O&ff addressed stamped envelop. Each
patient who signs the Consent Form to Release mspRal Information for Study Purposes
should be given a Patient Information Package ledfaving the rheumatologist’s office.

5.3.3 Daily Fax Sheet
After the patient has signed the Consent Form ted®e my Personal Information for Study
Purposes, and has been given a Patient InformBachkage, the site will record the patient’s

ID#, name, telephone number(s), and the date ttenpagreed to be contacted on the Daily Fax
Sheet. The Daily Fax Sheet is then faxed to th& (QBata Management Centre.
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For instructions on completion of the Daily Fax 8hesfer toAppendix 1.
5.3.4 Biologic Tracking Log

The Biologic Tracking Log should be faxed to theRIBata Management Centre every month.
It is used to track the number of patients beiregpribed a new biologic

For instructions on completion of the Biologic Tkaxg Log refer toAppendix 2.

5.4 Enrollment
5.4.1 OBRI Site Summary Report of Patient Status
Each week, sites will receive a report indicating status of the patients they have referred to
OBRI (Appendix 3). This report lists those patients who have cotesk and those who have
refused to participate in OBRI, as indicated by@®&RI interviewers. For sites who recruited
patients to the OBRI study prior to August of 204 1ist of patients who have consent or refused
to re-consent to the 5 year follow up will alsodrevided.
5.4.2 OBRI Patients with Consent Pending Report
Each week, sites will also receive a report whists IPatient ID#s for those patients who have
not yet agreed or refused to participate in the OR&ly @Appendix 4). Patients with consent
pending refers to those patients the interviewaxeleither not been able to reach or patients
who have scheduled a future time for the intervietwecall back to discuss the study.
5.4.3 Enrollment Notification Form
After the site has been notified of a patient’ssant to participate in the OBRI study, they
should complete the Enrollment Notification Fornddax to the OBRI Data Management
Centre.
The Enrollment Notification Form is completed origeeach patient.
For instructions on completion of the Enrolimenttification Form refer taAppendix 5.
5.4.4 Study Assessment Form
The Baseline Study Assessment Form should be coedpbemce the site has been notified of a
patient’s consent to participate in the OBRI stullyis form should be faxed to the OBRI Data
Management Centre.
For instructions on completion of the Study Assessnfrorm refer té\ppendix 6.

5.4.5 Current Anti-Rheumatic Medication Form

The Current Anti-Rheumatic Medication Form shoutdcompleted, for the first time, after the
site has received confirmation of the patient’sseont to participate in the OBRI study.
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For instructions on completion of the Current ARtiteumatic Medication Form refer to
Appendix 7.

5.5 Follow-up
5.5.1 Study Assessment Form

A new Study Assessment Form should be completerbajppately every 6 months, or sooner if
changes are being made to the patient's RA meditsti

For instructions on completion of the Study Assemsinfrorm refer té\ppendix 6.

5.5.2 Current Anti-Rheumatic Medication Form
The Current Anti-Rheumatic Medication Form shoutdupdated at each patient visit.

For instructions on completion of the Current ARtrteumatic Medication Form refer to
Appendix 7.

5.5.3 Withdrawal Notification Form

A Withdrawal Notification Form should be completeglthe site, if during a patient visit, the
patient decides they no longer wish to participatine OBRI study. This form should be faxed
to the OBRI data Management Centre immediately.

For instructions on completion of the Withdrawaltiflcation Form refer tcAppendix 8.

5.5.4 Enrollment Query Form

All evaluations or information requested on thedimient Notification Form are expected to be
completed by the site. If a particular evaluaticas not completed or specific information is not
available, the site should enté©T DONE. Any missing evaluations or information on the
Enrollment Notification Form will be queried.

For instructions on responding to the Enrollmene@u~orm refer tAppendix 9.

5.5.5 Assessment and Medication Query Form

All evaluations or information requested on thedytAssessment and Concurrent Anti-
Rheumatic Medication Forms are expected to be ceteghlby the site. If a particular
evaluation was not completed or specific informmai®not available, the site should et T
DONE. Any missing evaluations or information on the Stédgessment and Concurrent Anti-
Rheumatic Medication Forms will be queried.

For instructions on responding to the Assessmehivadication Query Form refer to
Appendix 10.

Physician Procedure Manual: January 24, 2011,ideds0 8



Appendix 1: Daily Fax Sheet

PLEASE FAX THIS SHEET DAILY TO:
OBRI

Fax: 416-340-5968 or 1-888-757-6506

Investigator:
Tel./Fax:

Sender:

Name (First, Middle Initial, Telephone Number
Last)
1xx001 Day: (

Eve: (

Day: (
Eve: (

16

Day: (
Eve: (

1xx003

Day: (
Eve: (

1xx004

Day: (
Eve: (

1xx005

Day: (
Eve: (

1xx006

Day: (
Eve: (

1xx007

Day: (
Eve: (

1xx008

Day: (
Eve: (
Day: (
Eve: (

1xx009

1xx010
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Daily Fax Sheet

1. Investigator
The Investigator’'s name will be pre printed fockeaite.

2. Site
The site number (i.e., 3 digit number beginningwtite number 1) will be pre printed for each site.

3. Tel/Fax
The Investigator’s telephone and fax numbers valpbe printed for each site.

4. Sender
The name of the person completing this form shbelgrovided here.

5. Date
Whenever a new Daily Fax Sheet Form is needed;utrent date should be entered (i.e., each DaySteeet
has space for ten new patients).

6. | D#

Patient ID#s are made up of six digits. The fisunbers of the Patient ID# represents the sitebeumThe
site number will always begin with the number IheTast 3 digits of the Patient ID#s are assigreegientially
at each site (i.e., 001, 002, 003...). OBGIME patient name should be entered per line.

7. Name
Both first and last names are required. If thégods name is ambiguous, please use a suffix befair name
(i.e., Mr/Mrs/Ms).

8. Telephone
Provide the patient’s home telephone number omeatiber (if this is their primary number), and/ar a
alternate if available.

9. Date

Insert the date the patient was seen by their réalogist.

NOTE: Patient ID#s shouldlIEVER be reused (for example, if a patient refuses toqyaate in the OBRI
study, their ID# should not be assigned to a netrepiin the future.

NOTE: The site is responsible to ensure that the phongbers they are providing for the patient arentlost
recent and that the patient is aware that an OB#Rtviewer will be trying to reach them at this raen Any
wrong phone numbers or disconnected phone numbkresult in a delay in obtaining consent.
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Appendix 2: Biologic Tracking Log

1

Site Number: Month of:

arY20

BIOLOGIC TRACKING LOG

Day of Month Number of Patients
Prescribed * a New
Biologic**

Day of Month

Number of Patients
Prescribed* a New
Biologic**

4

16

17

18

19

20

21

22

23

O O N| O O | W| N| =

24

[
o

25

=
=

26

=
N

27

=
w

28

[EY
NN

29

=
o1

30

31

*includes patients starting their first biologicdapatients who may have previously been on a biolgo are

switching biologics.

** Count prescriptions even if approval is pending

Please strike through dates that no patient comtastmade (e.g. weekends, non-clinic days)

Rheumatologist Name:__ 5
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Biologic Tracking Log

1. Site Number
Provide the 3 digit site number, which always begiith the number 1.

2. Month of
Record the month corresponding to the data thabwikntered on to the form.

3. Year
Record the year corresponding to the data thateikkntered on to the form.

4. Number of Patients Prescribed a New Biologic
For each day of the month, provide the number tépts who were seen in the clinic and prescribadwa
biologic on that day.

5. Rheumatologist Name
Record the Rheumatologist's Name.
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Appendix 3: OBRI Site Summary Report of Patient Stéus

OBRI
Site Summary Report of Patient Status

For the Period from 22-Oct-10 to 14-Dec-10

Site Number: Rheumatologist's Name: Dr.
Consent Version: 11.1

Patient ID Referred Date Consented

15-Nov-10  26-Nov-10
20-0ct-10  31-Oct-10
0i-Nov-10  16-Nov-10
03-Nov-10  19-Nov-10
12-May-10  26-Oct-10

Total Patients Consented for the period: 5

Patient ID Referred Date Refused Reason for Refusal

22-Sep-10  16-Nov-10 No specific (or other) reason given

22-Sep-10  16-Nov-10 No specific {or other) reason given

13-Oct-10  28-Nov-10 Language barrier

01-Nov-10 04-Dec-10 Unable to reach (after allotted number of calis)

Total Patients Refused for the period: 4

Re-Consented from 2 year to 5 year Follow-Up

Patient ID Referred Date Re-Consented from 2 year to 5 year Follo

07-May-08 (7-Dec-10
26-May-08 09-Dec-10
03-Nov-08  27-Nov-10

Total Patients Re-Consented from 2 year to 5 year Follow-Up for the period: 3

Refused to Re-Consent from 2 year to 5 year Follow-Up

Patient ID Referred Date Refused to Re-Consent from 2 year to 5 ye

14-May-08  24-Nov-10
14-Juk-08  24-Nov-10

Total Patients Refused to Re-Consent from 2 year to 5 year Follow-Up for the périod: 2
Patients referred to OBRI to date: 57

Report Generated: 12/14/2010 3:25:25 PM I T Page't of 1
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Appendix 4: OBRI Patients with Consent Pending

OBRI Patients with Consent Pending for Site:

Dr.

Patient Consented to be contacted lLast Call Attempt

Last Call Result

18-0ct-10 12/07/2010 10:13:41 AM unable to reach

08-Dec-10 02/0272011 8:24:26 PM rescheduled interview (not
started)

156-Jan-11 01/26/2011 7:08:42 PM interview booked

13-Jan-11 02/07/20%1 4:10:54 PM voice mail

17-Jan-11 02/02/2011 7:55:58 PM interview booked

20-Jan-11 02/07/2011 4:30:02 PM delay/postpone interview

}?eparf Generated or 0270772011 4:31:50 PM
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Appendix 5: Enrollment Notification Form

Ontario Biologics Research Initiative: Safety and Effectiveness Study @
1 Site:______ Patient Number: __ __ __ Patient Initials: University Health Network

ENROLLMENT NOTIFICATION FORM

Date of Baseline Assessment: / / (dd/mm/yyyy)

3 PATIENT INFORMATION
Name: Gender: O Male [ Female

Address: City: Prov: ON PC:

Telephone: DOB: / / Health Card Number: / / v

(dd/mm/yyyy)
P Refer to The Arthritis Society Arthritis Rei)ai)ilitation & Education (AREP) Program: [1No [ Yes

4 RHEUMATOID ARTHRITIS HISTORY

» Rheumatologist Diagnosis of RA: [0 Yes [1 No P> Date of Diagnosis: [] Year or [ Age
P Active RA (=1 swollen joint) O Yes O No O Unknown
» Rheumatoid Factor: [ Positive > Anti-CCP: [ Positive
O Negative O Negative
O Unknown O Unknown
P Extra-Articular Features: [J Absent [ Nodules [ Interstitial Lung Disease J Ocular [ Neurologic
O Felty’s O Vasculitis [ Sjogren’s [0 Unknown [ Other:

S RA MEDICATION HISTORY and TREATMENT CHANGES BEING MADE TODAY

» Has patient ever had DMARD therapy? [ No O Yes [ Unknown
P Has patient ever had biologic therapy? [1No [ Yes [ Unknown (i.e., RCT) O Indication other than RA

Previous Biologics Start Date Stop Date™ Discontinuation ++Discontinuation Code:
mm/yy mm/yy Codett 1. Primary Failure
(Never achieved response)
1+ Biologic: 2. Secondary Failure

(Failure to maintain response
after = 3 months
3. Adverse Event
4% Biologic: 4. Patient Choice 5. Funding
gic: 6. Other

*For infusions, record stop date as date of last infusion.

20d Biologic:

3 Biologic:

6 P Are medications being prescribed/changed TODAY?: [0 No [ Yes.
If yes, answer the following questions:

7 P Is the patient discontinuing any rheumatic drug(s) today?
ONo O Yes ‘ Name: Discontinuation Code:
Name: Discontinuation Code:

8 P Is the patient being prescribed NEW traditional DMARD(s) today?

ONo O Yes B DMARD Name(s): &
9 P Is the patient changing the dose or route of administration of ongoing Biologic or DMARD today?
ONo 0[O Yes ‘ Name: [0 Change of Route ‘ From____ to____
Name: O Change of Dose ‘ From to

10 P Is the patient being prescribed a NEW biologic drug today?
ONo O Yes ‘ Biologic Name:

11 P If so, were Funding Support Forms Submitted:

O No [ Yes ‘ Date forms submitted: [J Today OR: / / (dd/mm/yyyy) [ Unknown
PLEASE FAX FORM TO:

1-888-757-6506

Enrollment Notification Form Page 1 of 1 Version 11 March 31 2010
After the site has received confirmation of thagaats consent to participate in the OBRI studgytlare to
fax the Enrollment Notification Form to the sitesmon as possible.

12 Signature: Date: (dd/mm/yyyy)
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Enrollment Notification Form

1. Enrollment Information
Enter the 3 digit site number, 3 digit patient nemand patient initials (first, middle, last names)

2. Date of Assessment
Enter the date of the Baseline Assessment as dgAmgyn/

3. Patient Information

Personal information including the patient’s naagress, gender, DOB and health card number must be
recorded in order to obtain demographic variabtebsta facilitate the linkage to administrative da&dd at

the Institute of Clinical Evaluative Sciences (IQES

4. Rheumatoid Arthritis History

The section on Rheumatoid Arthritis History referghe patient’s previous medical history as iate$ to
their diagnosis of RA. Make sure to complete atdiings and if any information is unknown or not
available, checky) the appropriate box or enter “Not Done”.

5. RA Medication History

Indicate whether or not the patient has had previgiologic or DMARD therapy. If the patient has
previously used a biologic, record the name(shefliiologics in the table provided, as well asdtast
date, stop date and reason for discontinuation.

6. RA Medications Prescribed/Changed Today
Indicate whether or not new medications or a chamgerrent medications (i.e., dose, route) willlbade
at this baseline visit.

7. Discontinuing Rheumatic Drugs Today
Indicate whether or not the patient will be distoming any rheumatic drug(s) today, and if yes,riame
of the drug and the reason for discontinuation

8. Prescribing New DMARDs Today
Indicate whether or not the patient will be recegva prescription for an NEW DMARD, and if yes, the
name of the DMARD being prescribed.

9. Changing Dose or Rout of ongoing Biologic or DMARD Today

Indicate whether or not the patient will be chaggine dose or route of administration of an ongoing
biologic or DMARD at this visit. If yes, recordégmame(s) of the drug and specify whether the raute
dose is being changed, and the change being magef{em 5mg to 10 mg)

10. Prescribing a New Biologic Today
Indicate whether or not the patient is being piibsck a new biologic at this visit. If yes, recdhg name
of the biologic.

11. Funding Support Forms
If the patient is being prescribed a new biolodithés visit, indicate whether or not Funding Sugipo
Forms were submitted and the date of this subnmssio

12. Signature and Date

Please ensure the form is signed and dated byetisemp completing the form. The form should be fiatce
the data management centre at the number prowdtdn 7 days from receipt of the confirmation fax.
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Appendix 6: Study Assessment Form

Ontario Biologics Research Initiative: Safety and Effectiveness Study @ STUDY ASSESSMENT FORM
Site: ___ Patient Number: ____ Patient Initials: PLEASE FAX TO: 1-888-757-6506
Visit Information: 3 Form Completed By: 8 Laboratory:
Date: __/__/__(dd/mm/yyyy) Sjgnature: ESR: _____ mm/hr O Not Done CRP: ______.__mg/l 0 Not Done
[ Baseline [ Follow-up Date:_/__/__ (dd/mm/yyyy) ~DPate'—/—/—(d/mm/yy) Dace: /| (dd/mm/yy)
Physician Global Assessment of Current Disease Activity: 9 Joint Assessment:

How active is the theumatoid arthritis TODAY?
NotActive 0 0O O 0O O O 0O O 0O 0O O Extremely We have provided a 68 joint homunculus. However, we only require a 28
6 7 8 9

At All 0 1 2 3 4 5 10 Active joint count assessment (sclected joints are highlighted). Please shade in all
tender & swollen joints. If a joint has been replaced or injected with
Patient Global Assessment of Current Disease ACtiVity: cotticosteroids within the last 3 months, it should NOT be counted. Please

use an arrow to indicate these joints.

How active has the rtheumatoid arthritis been in the LAST 24 HOURS?

NotActive O O O O O O O O 0O 0O 0O Extremely . .
At All 0 1 2 3 4 5 6 7 8 9 10 Active Tender ]omt Count Swollen ]omt Count

Co-Morbidities & Serious Events:

[0 NO CHANGE at Follow-up

[ Depression:

[ Catdiovascular: [0 Coronary Artery Disease 0 CHF O HTN

O Arthythmia O Other:

O CNS: O Stroke O TIA O Other:

O Lung Disease: [0 Asthma [0 COPD OO Pulmonary Embolism
O1LD O Other:

OGI: OUlcer OOther:

[ Kidney Disease:

O Diabetes: O Type I O Type II

O Hematologic: O Anemia O Other:

[0 Liver Disease:

[ Osteo or Degenerative Arthritis:

[0 Autoimmune Disease: [ SLE [ Vasculitis (] Other:

O Cancer:

[0 Serious Infection:

Number of Tender Number of Swollen

Joints: Joints:

O Tuberculosis: 10 ™ Erosions on X-ray? [1 No [J Unsure [] Yes, Year of X- Ray:
[ Fungal Infection: L

[ Central Demyelination:
[ Other: 11 Additional Comments:

» Did any of these events result in death/hospitalization/IV
antibiotics /significant loss of function or disability/congenital
malformation/ot was life threatening?

O No [OYes, Specify:

Study Assessment Form Page 1 of 1 Version 9 March 1, 2010
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Study Assessment Form

1. Patient I nformation
Provide Site Number, Patient Number and Patietialai

2. Visit Information
Provide the date of assessment. Chelleither baseline or follow-up visit.

3. Form Completed By
Please ensure the form is signed and dated byetisepwho is completing the form.

4. Physician Global Assessment
Complete by assigning a numerical value correspanth your opinion of the patient’s RA disease\atti
today, 0 is Not Active at ALL and 10 is Extremelgtive.

5. Patient Global Assessment
Complete by asking the patient how active theiurhatic arthritis has been in the lat 24 hours snae of 0 to
10. 0Ois Not Active at All and 10 is Extremely Ad.

6. Co-Morbidities and Serious Events
Select all co-morbidities associated with the patsemedical history. If an indication is selectptease
specify the disease in more detall (i.e., if cansaelected, specify type).

At follow-up visits, if there is NO CHANGE to co-miuidities, please check/) the corresponding box,
otherwise a co-morbid condition must be selected.

7. Did any of these events result in death/hospitalization/IV antibiotics/significant loss of function or
disability/congenital malformation/ or was life threatening.
If a co-morbidity has been selected in #6, eitherytes or no box needs to be checked in this sectio

8. Laboratory

Complete by transcribing the most recent ESR (mnalhd CRP (mg/l) values along with dates these
laboratory results were obtained. If NOT DONE idate by checking\) the corresponding box. ESR and/or
CRP values are required to properly calculate tASZ3.

9. Joint Assessment

Two homunculi are present, one for a 28 tendet janint and one for a 28 swollen joint count. tadé which
joint(s) are tender and/or swollen by shading madffect areas. IF a joint has been replaced,rgode surgery
or recently injected within the last 3 monthshbsld not be counted and an arrew)(should be used to
illustrate those joint(s). Complete the joint asseent by writing the numerical value in the boblotye

10. Comments
Please feel free to record any comments or additioformation.

NOTE: When completing a baseline Study Assessimamh make sure that the assessment date on this for
matches the baseline date noted in the Enrollmetifidation Form.
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Appendix 7: Concurrent Anti-Rheumatic Medications Form

Ontario Biologics Research Initiative: Safety and Effectiveness Study

2

. . . . University Health Network
1 Site: _____ Patient Number: __ ____ Patient Initials: __ __ e A
CONCURRENT ANTI-RHEUMATIC MEDICATIONS (For Dosage changes, record as new entry)
Medication Name Dose Start Date Stop Date Visit Date Visit Date Visit Date Visit Date
3 (dd/mmlyyyy) | (dd/mmiyyyy) _ 1 1 A
(dd/mm/yyyy) | (dd/mmiyyyy) | (dd/mm/yyyy) | (dd/mmiyyyy)
Qty | Units | Freq | Route 4 5 Pleaseinitial after reviewing / updating at each assessment
po 1
sc 1 1° Failure AE
other 2° Failure Oth*__
po _
sc _ 1° Failure AE
other 2° Failure Oth*_
po _
sc 1 1° Failure AE 6
other 2° Failure Oth*__
po 1
sc 1 1° Failure AE
other 2° Failure Oth*__
po 1
sc 1 1° Failure AE
other 2° Failure Oth*_
po 1
sc _ 1° Failure AE
other 2° Failure Oth*_
po I
sc 1 1° Failure AE
other 2° Failure  Oth*__
po 1
sc 1 1° Failure AE
other 2° Failure Oth*__
po 1
sc 1 1° Failure AE
other 2° Failure  Oth*_
po 1
sc _ 1° Failure AE
other 2° Failure Oth*__

1° Failure = Never achieved responsg; Failure = Failure to maintain response afte8 months

*Other: 1 = Reimbursement Issues= Patient Decisior8 = Physician Decisior} = Improvement5 = Completed Treatmerfh,= Dosage Changé&,= Pregnancy8 =

Other

COMMENTS:

2

Please Fax Completed Form to 1-888-757-6506
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Concurrent Anti-Rheumatic Medications Form

1. Patient I nformation
Insert Site Number, Patient Number and Patienialsit

2. Medication Name

Record one drug name per line. If a change inesaddse, or frequency is being made to a concurrent
medication, a new entry for this medication shdaddnade, and a stop date provided for the entty tivé
previous route, dose or frequency (i.e., provid@ state for the discontinued dose or route).

3. Dose
Specify the quantity (i.e., 100), units (i.e., mand frequency (i.e., bid) of the prescribed medosand
indicate the route through which the drug is adstared.

4. Start Date
Record the date the prescribed medication wassdtére., date of first dose). If the day and/amnth are
unknown, please use UK to indicate date is not knotherwise a query will be generated for missiatad

5. Stop Date

Record the date the prescribed medication was stbfe., date of last dose).

Specify the reason for the drug discontinuatiorcihyosing one of the following;

1° (Primary) Failure = Never achieved response

2° (Secondary) Failure = Failure to maintain resgoafte> 3 months

AE = Adverse Event

Other: 1 = Reimbursement Issues, 2 = Patient Dmti§S = Physician Decision, 4 = Improvement, 5 =
Completed Treatment, 6 = Dosage Change, 7 = Pregnah= Other

A legend is provided at the bottom of the medigatmrm.

6. Visit Date

At each visit, please insert the date of the assest and initial each row in this column which tons a
medication name, to indicate that the status ofriedication information in each row has been vexlifi
updated at this visit.

7. Comments
Please feel free t o record any comments or additimformation.

NOTE: Only RA medications should ne noted on this form. Please do not include any herbal, over the counter, or
medications used for other disorders/diseases (heart condition, diabetes...).

NOTE: All parts of the medication form need to be completed, i.e., route, frequency and if a stop date is provided please
enter the reason for stopping.

NOTE: When a frequency, dose or route change is made to a current medication, it should be re-entered as a new
medication. In this case, make sure a STOP DATE (and a stop reason) has been entered for the previous frequency,
dose or route.

NOTE: The Anti-Rheumatic Medication Form is a running list. DO NOT start a new medication form until all rows on the
first medication form have been filled. When all medication rows on the first medication form have been entered and a
second medication form is started, the first medication form still needs to be reviewed at each patient visit to make sure
stop dates are not ignored for those medications that were previously listed and ongoing. When more than one
medication form is required for a patient, be sure to fax OBRI all medication pages for that patient (not only the most
recent).
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Appendix 8: Withdrawal Notification Form

Ontario Biologics Research Initiative: Uivessbly lealhs Herwork
Safety and Effectiveness Study e———

Toranta Wesserm Hospéeal Prineess Margarer Hespétal

1 Site Number: _ Patient Number: Patient Initials: __

Withdrawal Notification Form

2 Date of Last Visit: / / (dd/mml/yyyy)

3 Reason for Early Withdrawal

1. o Withdrew consent, check all that apply;

o Withdrew consent to havbeumatologist provide personal health information to the Study
Coordinator at the University Health Network

o Withdrew consent to be contacted by thiephone interviewerto complete study questionnaires

o Withdrew consent to have personal health inforomelinked to health care databases stored at
Thelnstitute for Clinical Evaluative Sciences (ICES)

o Withdrew consent to be contacted abfotire studiesrelated to this project

o Withdrew consent to be contacted, by study tegnenbail, regarding study related issues

o Withdrew consent to allow University Health Netkao mail a report, outlining the changes in
disease activity, to the home address

o Withdrew consent to have information containedhedical records at other
institutions, released to the University Healtetwork, Ontario Biologics Research Initiative

2.0 Lost to follow-up
3.0 Death

4. o Other, specify:

Comments: 4
Completed by: 5 Print Name:
Signature: Date: [/ (dd/mml/yyyy)
Withdrawal Notification Form Version 3 March 31, 2010
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Withdrawal Notification Form

1. Patient | nformation
Insert Site Number, Patient Number and Patienialsit

2. Date of Last Visit
Indicate the date the patient was last seen ferstiidy.

3. Reason for Withdrawal
Select, from the options provided, the reason #iept has chosen to withdraw from the study.othér” is
chosen, please specify the reason.

4. Additional Comments
Please feel free t o provide any additional infaiora

5. Completed By

Please ensure the form is signed and dated byetisepwho completed the form and faxed to the data
management centre at the number provided.
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Appendix 9: Enrollment Query Form
A

Ontario Biologics Research Initiative: Safety and Effectiveness Study  university Health Network

Query Form Date Issued: / / (dd/mmlyyyy)
1 Site Number: Patient dem Patientisht

2 The boxes checked beldw), indicate variable(s) or evaluation(s) that weseeompleted on thEnrollment
Notification Form. Please provide the correct entry on@RIGINAL Enrollment Notification Form and
FAX the corrected Enroliment Notification Form withis form to OBRI immediately.

IF the variable(s) or evaluation(s) being requesteck not assessed at this visit and are not &lajlplease
enter*'NOT DONE".

o Health Card Number

o Date or Age of Diagnosis

o Rheumatoid Factor

o Anti-CPP

o Extra-Articular Feature

o Has the patient ever had DMARD Therapy

o Has the patient ever had Biologic Therapy

o Are medications being prescribed/changed TODAY?

o Is the patient discontinuing any rheumatic dru¢gdpny?

o Name and Discontinuation code for rheumatic drulgésng
discontinued

o Is the patient being prescribed NEW traditional BRD(s) today?

o Name(s) of New DMARDS?

o Is the patient changing dose or route of admigigtn of ongoing Biologic or DMARD today?
o Name of Biologic or DMARD changing route or dose?

o Is the patient being prescribed a NEW biologicgdiaday?

o Name of NEW biologic?

o OTHER

3 Verified by: Print Name:
Signature: e:Dat / / (dd/mmlyyyy)
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Enrolliment Query Form

1. Patient Information
Site Number, Patient Number and Patient Initialls lva completed by the OBRI Data Management Centre.

2. Variable/ Evaluation being Queried

A list of variables or evaluations expected to bmpleted at Enrollment has been provided. The OB&éa
Management Centre will place a chédkin the box next to the variable or evaluation thdtdéimg queried
(i.e., the evaluation or variable which needs tadmpleted or clarified).

The site is required to respond by referring todhiginal Enroliment Notification Form, enteringetimissing
information on the original Form and faxing the afatl version, along with a copy of the Enrolimeney
Form, to the OBRI Data Management Center immedjatel

NOTE: Any new information (i.e., corrections or missigfries) should be entered on to the original form
Completing a new form will only cause more confuasio

3. Verified By

The person at the site, responsible for verifyiogécking and making corrections to the originairfas
required to print and sign their name as well de tizeir signature.
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Appendix 10: Assessment and Medication Query Form @

University Health Network
Ontario Biologics Research Initiative: Safety and Effectiveness Study — mresomms mosms
Query Form Date Issued: / / (dd/mmlyyyy)
Site Number: Patient Mem Patientidhs:

The boxes checked beldw), indicate variable(s) or evaluation(s) which weot completed on the following
assessment date;  / / (dd/mml/yyyy).

Please provide the correct entry on @RIGINAL Study Assessment or Concurrent Anti-Rheumatic
Medications Form and corrected Study Assessment /Medication Fortim tivis form to OBRI immediately.
IF the variable(s) or evaluation(s) were not assgss this visit and are not available, pleaseréNi®@T
DONE".

o Physician Global Assessment

o Patient Global Assessment

o Co-Morbidities and serious Events

o Did any of these events result in death/hospagbn/IV antibiotics/significant loss of functiom o
disability/congenital malformation/ or was lifereatening?

o ESR

o CRP

o Date of ESR

o Date of CRP

o Number of / Shading of Tender Joints

o Number of / Shading of Swollen Joints

o Erosions on X-ray

o Year of X-ray

o OTHER

1. Medication Name:

o Dose o Route o Frequency o Route
o Start Date:  / / (dd/mm/yyyyy Stop Date: :  / / (dd/mmlyyyy)
o Reason for Discontinuation

2. Medication Name:

o Dose o Route o Frequency o Route
o Start Date:  / / (dd/mm/yyyyn Stop Date: : [/ / (dd/mml/yyyy)
o Reason for Discontinuation

3. Medication Name:

o Dose o Route o Frequency o Route
o Start Date:  / / (dd/mm/yyyyy Stop Date: ./ / (dd/mmlyyyy)
o Reason for Discontinuation

o OTHER

Verified by: Print Name:
Signature: Date: / (dd/mm/yyyy)

Physician Procedure Manual: January 24, 2011,ideds0 25



Assessment and Medication Query Form

1. Patient Information
Site Number, Patient Number and Patient Initialls vé completed by the OBRI Data Management Centre.

2. Variable/ Evaluation being Queried

A list of variables or evaluations expected to bmpleted on the Study Assessment and Medicatiom$bas
been provided. The OBRI Data Management Centiepgite a checky) in the box next to the variable or
evaluation that is being queried (i.e., the evahmadr variable which needs to be completed otifatat).

The site is required to respond by referring todhginal Study Assessment or Medication Form iesjion,
entering the missing information on the originatAand faxing the updated version, along with ayamithe
Assessment and Medication Query Form, to the OB&RR&Dlanagement Center immediately.

NOTE: Any new information (i.e., corrections or misgi@ntries) should be entered on the original form.
Completing a new form will only cause more confasio

3. Verified By

The person at the site, responsible for verifyiogécking and making corrections to the originairfas
required to print and sign their name as well de tizeir signature.
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