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This is the first step in your Human Research Application. You will automatically be guided
to the appropriate forms needed to complete your submission.

1.0 Title:
(Periop Flare) Perioperative Flare in Rheumatoid Arthritis: Characterization of
Clinical and Biological Features (Old IRB #13146)

* Short Title for EPIC:
Periop Flare (If Not Applicable, please enter N/A)

2.0 Description:
hip/knee/shoulder/elbow

3.0 * Principal Investigator:
Susan Goodman, MD
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7.0 " Type of Application: Please click here
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Existing Approved Registry Designs.

8.0 Select appropriate funding sources for this study:
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Other Funding Sources:
Clinical and Translational Science Center

Note: If the funding source of the study is ‘Industry Funded
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1.0 The proposal should be submitted to the appropriate Clinical
Review Panel (CRP) for scientific review. If you are unsure of
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Name
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Help
Regulatory Status of Drugs and Devices
1.0 The regulatory status of the drugs or devices in this research
proposal is:
Name
Does not apply to this study
Help
1D 2014-233 View. 1.3 Pharmacy Involvement / Impact to EPIC
Help

Pharmacy Involvement / Impact to EPIC

1.0
Is this an inpatient study?

Yes ®' No

2.0 * Will this study have Investigational Drug Service involvement?
(Pharmacy will be purchasing/dispensing any medications being
used and/or study requires placebo and patient randomization)

Yes * No
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3.0
If the answer to either question is yes, please explain briefly below
AND contact Mylinh Duong at 646.797.8410 (duongm@hss edu) or
Nicole Oliva at 646797 8324 (OlivaN@hss edu).
Help
1D: 2014-233 View: 1.4 Study Locations
Help

Study Locations

1.0 Select the Research Facilities where this study will be
conducted:
Facility
HSS
Other

1.1 If Other, please specify:

Hospital, medical offices, operating room, research building in the lab of Dr. Pemis
3RD fioor Caspary, Collaborative Research Center, Rockefeller University

2.0 * Is this a multi-Center study?
No

1D: 2014-233 View: 2 Specific Aims or Research Questions
This section will be reviewed by the appropriate Clinical Review Panel. Each
of the headings in this section must be addressed.

Help
Specific Aims or Research Questions
1.0 What is the condition or intervention to be studied? Please click
Here for
The condition to be studied is worsening (flare) of rheumatoid arthritis (RA) in example.

patients who have undergone arthroplasty. RA patients undergoing arthroplasty
most often have severe, erosive disease. If the rate of flare approaches the
estimated 26% rate suggested in a previous study for RA patients after
arthroplasty (Johnson ACR 2011), this could be of significance in regards to their
long term arthroplasty and disease outcomes. Patients who flare may not be able
to participate in the post-operative rehabilitation thought necessary for optimal
arthroplasty outcomes, and it may be difficult for patients who flare after
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discontinuing immunosuppressant medications for surgery to regain remission or
low disease activity. Detailed clinical data collected longitudinally from RA
patients with severe erosive disease undergoing arthroplasty in conjunction with
further characterization of the molecular profile of blood and operative tissue could
provide valuable information to inform best practices for this patient group.

2.0 What is/are the research question(s)/specific aim(s)? Pose
very specific questions that can be addressed within the
proposed design of the study. Prioritize them in order of
importance.

1. To determine the rate of post-operative RA flare within 6 weeks of surgery, defined as

a Wormening of disease activity, defined as an increase in the DAS-28 by 1.2 or
by 0.6 if the DAS28 was = 3.2, OR

b. Patient reported worsening, defined as noting they are worse or much worse
on the question rating their RA since pre-surgery

c. AND one of:

i. patient wants/needs refreatment of DMARDs andf/or biologics and/or
prednisone increase (or Medrol dose pack or equivalent or intra-articular
corticosteroid injection)

ii. increase in MD global of 2/10

iii. increase in patient global of 2/10 (on the OMERACT Preliminary
Flare Questions [PFQ])

iv. flare severity score of 2 10

2. To evaluate the responsiveness of the OMERACT PFQ in patients who flare, as
defined as a worsening of DAS-28 by 1.2 or by 0.6 if the DAS28 was = 3.2 OR by
patient reported worsening.

3. To determine predictors of post-operative flare within 6 weeks of surgery such
as baseline disease activity measures and biomarkers, including molecules in the
Rho associated kinase (ROCK) pathway, which are measures of immune system
activation

4_a. To assess if variability in physical therapy milestones post-op is associated
with flare at & weeks

b. To assess if variability in physical therapy milestones post-op is associated
with patient reported outcome measures at 1 year (for e.q., HAQ, DAS-28, HOOS,
KOOS).

5. To evaluate if RA patients who flared within 6 weeks after arthroplasty exhibit an
increase in ROCK activation at 6 weeks over and above pre-operative baseline
levels, compared with patients who don’t flare.

6. To better understand the molecular signature of RA flare and prodrome to RA
flare. Blood samples harvested during various states of RA disease activity will
be analyzed by RNA sequencing and Luminex® protein amay to establish which
pathways fluctuate most during disease worsening as well as prodrome to
worsening. RA flare and the prodrome to flare will be measured by patient self-
report using validated instruments of patient reported prodromal symptoms, patient
reported disease activity measures and the OMERACT PFQs.

3.0 What is/are the hypothesis(es)?
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1. 26% of RA patients will flare after TIR. defined as
a. Post op increases in DAS28 = 1.2 if baselines < 3.2 or = 0.6 1if
baseline > 3.2 OR
b. Are worse or much worse on question rating their RA since pre-
surgery AND
C. Have at least one of
i. Want / need treatment
ii. An increase in MD Global of 2/10
iii. An increase in Patient Global of 2/10 (according to the
defimitions noted above

2. The OMERACT preliminary flare questions (PFQs) will detect patients who
flare as defined above.

3. RA patients who flare after TR have worse baseline pre-operative disease
activity (DAS>3.2). worse baseline finction (HOOS, KOOS, HAQ.
elbow/shoulder surveys) and more likely will have had a history of
withdrawing a biological therapy compared to patients who do not flare.

4. RA patients who flare post op will not meet their physical therapy milestones
and will have worse HOOS, KOOS, elbow, or shoulder pain and function
outcomes 1 year after arthroplasty.

5. RA patients who flare will exhibit enhanced immune activation when
baseline levels are compared to levels in patients who flare within 6 weeks of
surgery based on increased expression/activation of ROCK. IRF4, IRF5 and
IRF8 and decreased expression/activity of their mhbitors (Def6 and SWAP-
70). These molecules participate in a biologic pathway that regulates
production of pro-inflammatory cytokines, potential mediators of RA flare.

6. There 1s a discrete set of genes expressed in circulating monocytes in RA
patients during flare and prodrome of flare.

4.0 Identify and define the primary outcome and when the
outcome will be measured. If measuring change in post-
operative function is the most important, that will be your
primary outcome.

The primary outcome is rate of RA flare within 6 weeks of surgery as measured by
the OMERACT flare questionnaire.

5.0 Identify and define the secondary outcome(s) and when they
will be measured (list additional goals one at a time with their
corresponding outcomes).

1. The severity and impact of flares, using the OMERACT PFQs in the post
arthroplasty setting: PFQs including flare intensity, duration of flare and
worsening of domains associated with flare (pain, fatigue, stiffness, patient
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reported tender and swollen joint count, difficulties with coping and

2. DAS28 at baseline and post-op week 6, and the change during this interval.

3. RAPID 3 weekly for 6 weeks and every 3 months for 1 year after
arthroplasty, DAS-28, HOOS, KOOS, shoulder/elbow survey, patient global
at baseline, 6 weeks, and 1 year.

4. Physical therapy functional milestones (PT questionnaire) at baseline and
weekly for 86 weeks.

5. Biological markers of immune activation including levels of IRF4, IRFS5,
IRF3, IBP/Def6, SWAP-70, ROCK1, ROCK? in synovial tissue taken at
surgery. Levels of the same immune biomarkers in the penpheral blood
measured pre-operatively, at 6 weeks post-operatively and at one year post-
operatively.

6. Measurement of discrete set of genes expressed in circulating monocytes in
RA patients obtained at baseline and weekly for 6 weeks after surgery in a
subset of patients at high nisk for flare (based on patients who withdrew
biologics)

Help
1D 2014-233 View: 2.1 Background

Help
BACKGROUND - Be sure to answer each question individually

1.0 Explain why these research questions are being asked:

RA patients who undergo arthroplasty have severe erosive disease; preliminary
data suggests a flare rate as high as 26% in the post-operative period. This study
would confirm the rate of post-operative flare, and evaluate the clinical and biologic
factors which predict flare. We would also look at the impact of flare on
arthroplasty outcomes (HOOS, KOOS, elbow/shoulder survey) and RA disease
status (HAQ, DAS-28, RAPID) and better understand the biclogy of flare.

Flare after arthroplasty is clinically relevant, as medications are typically withheld
at the time of surgery with the aim of diminishing surgical site infections.

However, patients who flare may not be able to adhere to post-operative
rehabilitation regimens, leading to worse functional outcomes. In addition, patients
who flare may have difficulty achieving remission or low disease activity when
medications are re-started, leading to worse disease outcomes. There is little
information about the characteristics and outcome of flare in the post-operative
period. Better understanding of the incidence and clinical characteristics of post-
operative flare and the means to predict who will be most likely to flare could lead
to more tailored management strategies and potentially better arthroplasty and
disease outcomes.

By gathering longitudinal clinical and biologic data from RA patients and obtaining
blood and tissue taken at the time of arthroplasty, we have the ability to better
characterize precursors and descriptors of flare by comparing patients who flare to
those who do not flare. Moreover, the characteristics and outcomes of flare in the
post-operative period may be generalizable to understanding the biology and
predictors of flare in RA.

2.0 What is the background of the topic that you believe is
important for the reviewer to know in considering this
protocol, including prior studies by this research team.
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Describe strengths and deficiencies of prior studies; explain
how this study fits in. Include references.

While the proportion of total arthroplasties performed on RA patients has
decreased, the rates of arthroplasty for RA remains stable (Mertlesman-Vos ACR
2012). In spite of improvements associated with the widespread use of potent
disease modifying drugs (1, 2) , 30-58% of patients with RA can expect to undergo
arthroplasty over the course of their illness (3, 4). Therefore a large number of RA
patients are affected by perioperative management decisions.

Little is known about the characteristics or rate of flare in the post-operative period,
and little is known about the impact of post-operative flare on either overall disease
status or arthroplasty outcome. We have shown that RA patients who undergo
THR have worse outcomes at two years in WOMAC pain and function scores
compared to OA controls (Goodman EULAR 2013), but the reasons for this
disparity are not understood. To minimize risk of infection, biologic agents are
discontinued perioperatively. 1t is not known if increases in flare contribute to
worse THR outcomes in RA patients relative to OA patients but post-operative
flare needs fo be considered as a likely factor. If RA patients who flare are unable
to participate in postoperative rehabilitation regimens which are important in
optimizing arthroplasty outcomes, they may not achieve optimal outcomes. In
particular domains that worsen with flare such as fatigue and difficulty coping and
participating, conceivable could contribute to a worse outcome. Paradoxically,
while patients with multiple arthritic joints have worse outcomes after arthroplasty
compared to patients with a singly affected joint (5), which may explain the worse
outcome for RA THR patients, RA TKR patients do equally well as osteoarthritis
controls, (Goodman EULAR 2013). Thus factors other than polyarticular joint
involvement must be impacting outcomes in RA patients undergoing THR. RA
patients who have a prolonged or difficult time in re-establishing low disease
activity or remission may have worse arthroplasty outcomes and this may be
associated with worsening of the flare domains of joint pain and swelling, reflected
by escalation to polyarticular disease (6, 7).

Tools are being developed to define and identify flare. Domains such as worsening
of patient global assessment, increasing joint pain and swelling, worsening fatigue
and pain; difficulty coping and participating, increased patient-reported specific
areas of joint pain and swelling, as well as increased medication use have been
identified as important in RA flare in general (8). However, the characteristics of
post-operative flare have not been studied or defined. Preliminary data from the
CATCH cohort (submitted) suggest flare rates of 19-45% occur as part of the
course of disease, depending on the flare definition used, even without withdrawing
therapy. Data from the NORDMARD registry (9) using a combination of patient
reported worsening and treatment increase was associated with a mean (SD)
DAS28 worsening of 1.96 (1.28) indicating that a worsening of the DAS28 of 1.2 or
by 0.6 if the baseline is already 3.2 is a valid definition of flare as published by van
der Maas et al. (10) and that the two definitions of flare are linked. Further
assessments of these definitions of flare are required in different patient
populations. Validating a tool to identify flare in the post arthroplasty setting would
improve the ability to detect flare earier and implement means to abrogate the
impact of disease worsening to enhance long temn outcomes for overall disease as
well as for arthroplasty.

If this study confims the high rate of flare in the post op period using a patient
reported tool, we will better understand operative features and clinical and
biological predictors of flare which will ultimately enable us to identify modifiable
risk factors. The ability to predict which patients are likely to flare would be useful
in optimizing overall treatment goals and surgical outcomes. Current clinical
algorithms for monitoring disease activity are excellent tools for monitoring disease
status, but are not completely adequate for identifying and predicting flare and may
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not identify all factors that influence the post-operative course. For instance, if RA
patients experience worsening pain, stiffness, and fatigue in the post operative
course they may not adhere to or benefit from rehabilitation interventions in the
same way that usual arthroplasty patients do. These factors have not been studied
in the post-arthroplasty setting.

Collecting specimens longitudinally from a cohort of well characterized RA patients
with high likelihood of worsening disease activity and post-operative flare provides
a unique opportunity to study the biology of RA worsening in the context of clinical
domains associated with RA disease activity and flare. It is well known that
deregulation of immune responses plays a major role in many autoimmune
diseases like RA. Delineating the molecular mechanisms which control the
development, activation and differentiation of immune cells could lead to better
understanding of how they become deregulated in disease states including RA,
with particular focus on a set of molecules that are important in controlling the
activation of immune cells. These molecules include IRF4, IRF5, IRF8, IBP/Def6,
SWAP-70, ROCK1, ROCK2, and signaling molecules involved in responsiveness
to activation stimuli. We hypothesize that in those RA patients who flare after
arthroplasty there will be increased ROCK activation leading to enhanced activity
of IRF4 (as well as IRF8 and possibly IRF5) and increased expression of pro-
inflammatory cytokines/chemokines such as IL-17, IL-21 and CCL20. By following
the levels to of ROCK pathway molecules longitudinally we can determine the
relationship of these molecules to states of disease activity.

Patients managed with TNF inhibitors who discontinue the medication provide a
unique opportunity to study the biology of flare in RA. An unbiased, bioinformatics
approach to patient assessment is a useful strategy for identifying defects in
complex pathways that result in RA disease activity. Transcriptomes from purified
populations of peripheral biood mononuclear cells (CD4+, CD8+, CD20+, CD14+,
CD56+) will be compared from samples harvested from patients who flared to
those who did not flare during follow up.

Many patients with RA who flare describe non-specific prodromal symptoms such
as intense fatigue and flidike symptoms. These may represent manifestations of
a cytokine storm that is triggered by unknown antecedents. Instruments to
measure flare such as the OMERACT PFQs have been very recently developed
and validated to provide a new opportunity to comrelate molecular findings with
clinical signs and symptoms of flare. Patients managed with TNF inhibitors who
discontinue the medication perioperatively are most likely to be at increased risk
for flare and provide a unique opportunity to study the biology of flare in RA. The
goal of this aim is to correlate the clinical phenotype as measured by the
OMERACT PFQ, measured weekly with the immunological data. The
immunological phenotype will be characterized using RNA sequencing of white
blood cell ( WBC) to develop a comprehensive molecular profile of RA flare.

Comparison of data collected in patients who flare versus those who do not flare
provides a unique opportunity to characterize and understand flare, and define the
significance of perioperative flare on arthroplasty and disease outcomes while
providing further understanding of the biology and immunology of RA worsening.

1. Pincus T, Sokka T. Quantitative measures for assessing reumatoid arthritis in
clinical trials and clinical care. Best Pract Res Clin Rheumatol 2003;
Oct;17(5):753-81.

2. Pincus T, Sokka T, Kautiainen H. Patients seen for standard heumatoid arthritis
care have significantly better articular, radiographic, laboratory, and functional
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status in 2000 than in 1985. Arthritis Rheum 2005; Apr;52(4):1009-19.

3. Massardo L, Gabriel SE, Crowson CS, O'Fallon WM, Matteson EL. A population
based assessment of the use of orthopedic surgery in patients with rheumatoid
arthritis. J Rheumatol 2002; Jan;29(1).52-6.

4. Shourt CA, Crowson CS, Gabriel SE, Matteson EL. Orthopedic surgery among
patients with theumatoid arthritis 1980-2007: a population-based study focused on
surgery rates, sex, and mortality. J Rheumatol 2012; Mar;39(3):481-5.

5. Permuccio AV, Power JD, Evans HM, Mahomed SR, Gandhi R, Mahomed NN, et
al. Multiple joint involvement in total knee replacement for osteoarthritis: Effects
on patient-reported outcomes. Arthritis Care Res (Hoboken) 2012; Jun;64(6):838-
46.

6. Bartlett SJ, Hewlett S, Bingham CO,3rd, Woodworth TG, Alten R, Pohl C, et al.
Identifying core domains to assess flare in rheumatoid arthritis: an OMERACT
intemational patient and provider combined Delphi consensus. Ann Rheum Dis
2012; Now; 71(11):1855-60.

7. Berthelot JM, De Bandt M, Morel J, Benatig F, Constantin A, Gaudin P, et al. A
tool to identify recent or present rheumnatoid arthritis flare from both patient and
physician perspectives: The 'FLARE' instrument. Ann Rheum Dis 2011; Nov 9

8. Bykerk V, Lie E, Alten R, et al. Establishing a Core Domain Set to Measure
Rheumatoid Arthritis Flares: Report of the OMERACT 11 RA Flare Workshop. J
Rheumatol 2013 (in press).

9. Lie E, Woodworth TG, Christensen R, Kvien TK, Bykerk V, Furst DE, Bingham
CO 3rd, Choy EH, and the OMERACT RA Flare Working Group. Validation of
OMERACT preliminary rheumatoid arthritis flare domains in the NOR-DMARD
study. Ann Rheum Dis 2013, Accepted for publication.

10 van der Maas A, Lie E, Christensen R,Choy E, de Man YA, van Riel P,
Woodworth T, den Broeder AA. Construct and criterion validity of several proposed
DAS28-based rheumatoid arthritis flare criteria: an OMERACT cohort validation
study. Ann Rheum Dis 2012;0:1-6. doi:10.1136/annrheumdis-2012-202281

Identify specific gaps in current knowledge that this study is
intended to fill.

This study will confirm the rate of post-operative flare in RA patients undergoing
arthroplasty, and will validate the use of a tool to identify flare. We will identify
clinical and biologic candidates for further study as predictors of flare. We will
then evaluate the relationship between post-operative flare and long-term
arthroplasty pain and function, which has never been previously evaluated. In
addition, by following the levels of ROCK pathway molecules longitudinally we
can determine the relationship of these molecules to states of disease activity,
which is not known.

How will answering these questions change clinical practice,
change concepts about the topic or confirm the work of other
investigators?

If 26% of RA patients flare in the post-operative period then it would be important
to know if these patients have differences in achieving successful outcomes from
their arthroplasty surgery both in the short and long term and it would then be
important to know what can be done to modify flares. It will also be important to
identify predictors of these flares as these might be modifiable risk factors or
signaling biomarkers. Validation of these would require a larger study. An
understanding of the disease pathogenesis assessed when tissue specimens as
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well as serum biomarkers are studied in the perioperative context may also
contribute the identification of biomarkers associated with flare. In addition, if
biologic precursors and predictors of flare are identified, they could have
additional applicability in RA management.

5.0 Is this a pilot study that could lead to a more definitive
protocol or different study? Yes ® No
5.1 If you answered No, please explain below:
This is not a pilot study.
6.0 Please upload reference or additional document here (if
needed).
Name Description
There are no items to display
Help
ID: 2014-233 View: 2.2 Study Design
Help
Study Design
1.0 .
Observational:
Name Description
A prospective evaluation of a cohort of patients with a specific
Prospective Charactenstic over time fo see if they develop a particular endpoint or
~of pecl outcome based on a stated hypothesis (e.g., establishing a cohort to
Study follow patients undergoing a novel procedure in order to evaluate pre-
and post-operative function/pain). These studies are conceived before
data is collected.
2.0 .
Experimental:
Name Description
There are no items to display
2.1 if Other, please specify:
2.2 f Randomized Controlled Clinical Trial is selected, please
choose one of the following:
Name
There are no items to display
If other, please list name or indicate N/A below:
1D 2014-233 View: 2.3 Recruitment
Help

Recruitment
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Check all that apply to describe your study population:

Population
Patients

Vulnerable Populations
There are no items to display

1.1 If Other, please specify:

Inclusion Criteria: list charactenistics that potential subjects and controls
need to have. Use a bullet format, if applicable.

1. Age > 18

2. Patients with Rheumatoid Arthritis, Osteoarthritis, or Inflammatory Arthritis undergoing
primary total hip replacement surgery, primary total knee replacement surgery,
primary total elbow replacement surgery or primary total shoulder replacement

surgery

3. Satisfy ACR/EULAR 2010 classification criteria and/or the 1987 RA criteria (see below)
and be diagnosed with RA (unless IA patient or OA control).

Rheumatoid arthritis 1987 criteria:

1. moming stiffness in and around joints lasting at least 1 hour before maximal
improvement;

2. soft tissue swelling (arthritis) of 3 or more joint areas observed by a physician;

3. swelling (arthritis) of the proximal interphalangeal, metacarpophalangeal, or wrist
joints;

4. symmetric swelling (arthritis);
5. meumatoid nodules;
6. the presence of rheumatoid factor, and
7. radiographic erosions and/or periarticular osteopenia in hand and/or wrist joints.
*Criteria 1 through 4 must have been present for at least 6 weeks. Rheumnatoid arthritis is

defined by the presence of 4 or more criteria, and no further qualifications (classic, definite,
or probable) or list of exclusions are required.

ACR/EULAR 2010 criteria for the classification of RA:

Table 3. The 2010 American College of Rheumatology/European League Against
Rheumatism classification criteria for rheumatoid arthritis

Target population (Who should be tested?): Patients who
1) have at least 1 joint with definite clinical synovitis (swelling)*

2) with the synovitis not better explained by another disease

Classification criteria for RA (score-based algorithm: add score of categories A-D:
a score of =6/10 is needed for classification of a patient as having definite RA

Score
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A_ Joint involvement

1 large joint
0

2-10 large
joints 1

1-3 small joints (with or without involvement of large
joints) 2

4-10 small joints (with or without involvement of large
joints) 3

>10 joints (at least 1 small
joint) 5

B. Serology (at least 1 test result is needed for classification)
Negative RF and negative ACPA

Low-positive RF or low-positive ACPA 2
High-positive RF or high-positive ACPA

C. Acute-phase reactants (at least 1 test result is needed for classification)

MNormal CRP and nomal ESR

Abnormal CRP or abnomal ESR
1

D. Duration of symptoms

< 6 weeks
0

= b weeks
1

*The criteria are aimed at classification of newly presenting patients. In addition, patients
with erosive disease typical of theumatoid arthritis (RA) with a history compatible with prior
fuifillment of the 2010 criteria should be classified as having RA. Patients with longstanding
disease, including those whose disease is inactive (with or without treatment) who, based on
retrospectively available data, have previously fulfilled the 2010 criteria should be classified
as having RA.

3.0
Exclusion Criteria: list characteristics that would cause you to exclude

potential subjects and controls.

Justify any age, ethnicity, language, or gender-based exclusion
criteria. Use a bullet format, if applicable.
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1. Primary diagnosis of any of the following systemic rheumatic diseases (see |CD-9 codes

135.0, 136.1, 274, 279.4, 279.8, 2870, 446.0, 4461, 4462, 446 21, 446 4, 446.7, 447 6,
59586, 710.0, 710.2, 710.8, 710.9, 711.1, 711.2, 713.3, 713.7, 716.2, 719.3, 720.1, 725)

2. Diagnosis of or crystalline arthropathy.
3. Unable to understand or read English.

4. Unable to follow the study protocol in a reliable manner.
5. Age < 18.

4.0 Age Range:
=18

5.0 Describe how you will identify and recruit potential subjects for
participation in the study.

A Recruitment Flyer will be placed in the dictation cubbies and exam rooms of participating
surgeons. If a patient with a possible or previous diagnosis of RA schedules an
arthroplasty, members of the surgeon’s office will send the patient information to the
Research Staff using either the study e-mail address, FlareStudy@hss edu, or other
secure forms of communication. Patients will be identified pre-operatively by their treating
surgeon or identified by screening patients’ records prior to their pre-operative visit.

Patients will be called prior to coming in to the hospital either for their pre-surgical
screening visit or for their surgery, depending on when they were identified as a potential
subject. A research assistant/ research team member will describe the study, discuss any
questions the patient may have, and evaluate the patient's interest in participating in the
study. If the patient is interested in the study, they will then be met in person at their visit
to the hospital (pre-surgical screening visit or on their day of surgery) to discuss the study
further and be consented.

They will receive a Study Overview Sheet (see attached) either in the office, in the mail, or
on the day of surgery. They will have the opportunity to discuss any questions with the
research assistant/ research team member who will ensure they meet study criteria (see
screening sheet). In addition, patients may be identified and recruited from the Total Joint
Replacement Patient Education Class by the research assistant. Finally, research
assistants may use PS Reporter, MMF, or Clinstar to identify patients before their pre-
surgical screening visit, or prior to their surgical procedure. We will request an IRB
approved Waiver of HIPAA Authorization.

6.0 ~Please select enrollment type from following drop down list:
Over Course of Study

Help
ID: 2014-233 View: 2.3 Target Enrollment

Help
Target Enroliment

1.0 * What is the maximum number of subject you plan to enroll in
this study at HSS?(Please enter a number)
200

2.0 If this is a multi-center study, indicate the projected total
subject accrual across all sites.
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Help
1D: 2014-233 View: 2.35 Patient Subjects
Help
Patients
1.0 Please check the box(es) below that best reflect how patients
will be identifed and recruited for participation.
How subjects will be identified
» Potential subjects will be identified after a review of medical records of
patients under the care of one or more of the study investigators
Medical records and/or other Institution sources
o (databases,registries,billing records,pathology reports,admission logs)
will be reviewed to identify potential participants. May involve access of
records by individuals not involved in the patient's care.
Potential subjects will be identified by their treating physicians and
, referred to the researchers. Patients' private and identifiable information
will not be shared prior to receiving permission from the patient to do
S0.
Potential subjects will be identified from a registry of individuals interested in
research opportunities.
Subjects will roll-over from another research study.
Potential subjects will self-refer in response to advertisements.
ID: 2014-233 View: 2.6 Interventions and Observations
Help

Interventions and Observations

1.0
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Be specific and describe the Interventions or
Observations that will be part of this research project. Include
a detailed description of the treatment arms, if applicable.

Clinical Data:

If willing to participate, the RC will complete a study screening form, obtain
consent, complete a Research Authorization Form and the patient will complete a
pre-operative questionnaire/survey containing questions about their demographic
information (race, ethnicity, age, weight), medical history, assessment of their
replaced joint function, and symptoms as they relate to their RA (OA and 1A
patients will not be asked survey questions that apply only to RA patients). We
requested an IRB approved Waiver of HIPAA Authorization.

0 The questionnaire will include patient demographics, RA characteristics, co-
morbid conditions, disease classification, medications, PIGA, SF-12, HAQ,
RAPID, joint count homunculus, HOOS/KOOS/elbow/shoulder survey.

The research staff will complete a second survey that will ask about the
participant’s medical history, and medication history.

o The gquestionnaire will include Medications, disease duration and classification
criteria, assessment for extra-articular disease and co-morbidities, MDGA, DAS28,
CDal
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SA-areHA Patients: We will repeat both questionnaires at 6 weeks after surgery at
the time of the participants’ regularly scheduled appointment.

RA Patients only-

= We will repeat both questionnaires at 6 weeks and one year after surgery at
the time of participants’ regularly scheduled appointments.

« Questions about RA will also be asked by telephone or by e-mailing an
electronic survey each week for six weeks, and then every three months for
the rest of the year.

o The questionnaire will include OMERACT flare questions, RAPID, joint
humunculus

All questionnaires can be completed in any of the following ways throughout the
course of the study: in person at the hospital, over the phone, via e-mail using a
secure survey, or by mailing paper forms to and from the hospital.

Blood sample:

We would like to collect and store serum from participants in this study, which
means we will need to increase our day-of-surgery allowed blood draw limit from
50.5 to 56.6mL (well below the IRB cap of 550mL):

« 30mL whole blood in green top heparin tubes (3 tubes, 10mL each, for
PBMC isolation)

« 8.5mL speckle top tube (1 tube, to be spun by research assistant and
aliquotted for freezing at -80)

« 2.5ml for PAXgene tubes (1 tube, to be frozen by the research assistant)

« If not ordered at Pre-Surgical Screening, 3mL lavender top for erythrocyte
sedimentation rate (as marker of inflammatory levels)

« If not ordered at Pre-Surgical Screening, 5mL into gold serum separator
tube for c-reactive protein levels (as marker of inflammatory levels)

« If not available in medical record, 10mL for combined Rheumatoid Factor
(RF) and Anti-Citrullinated Protein Antibody (ACPA, also known as anti-
CCcP)

« We will no longer be collecting PAX gene tubes day-of-surgery, which were
2.5mlL each

30 + 85+ 2.5+ 3+ 5+ 10 = 59 mL, which is 3.99 tablespoons
IA and RA patients only:

For follow-up visits, we would like to add serum collection, in addition to the whole
blood we are already collecting. We would like to increase our 6-week follow-up
and 1-year follow-up visit blood draw limit from 28mL to 36.5mL (well below the
IRB cap of 550mL):

« 20mL whole blood in green top heparin tube (2 tubes, 10mL each, for
PBMC isolation)

« 8.5mL speckle top tube (1 tube, to be spun by research assistant and
aliquotted for freezing at -80)

« If not ordered by treating physician, 3mL lavender top for erythrocyte
sedimentation rate (as marker of inflammatory levels)

« If not ordered by treating physician, 5mL into gold serum separator tube for
creactive protein levels (as marker of inflammatory levels)

20 + 8.5+ 3 + 5=36.0 mL, which is 2.47 tablespoons
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All: In the event that a participant is hospitalized at Hospital for Special
Surgery or one of its affiliates at any time between their enrollment on the day of
surgery and their 6-week follow-up appointment with their surgeon, we may ask for
an additional blood draw of 2 tablespoons (20 ccs) of blood to take place at the
time of their routine moming blood draw.

If for any reason routine lab work is not required at the participants’ study
visits, we would still require 2 tubes of blood for study purposes and would make
arangements to do so. All samples will be de-identified.

If for any reason subjects are unable to provide blood at their 6-week or
1-year follow-ups (for example, if the subject was too busy, the line at phiebotomy
was too long, or the subject simply did not schedule a 1-year follow-up), we will
contact the subject and ask them if they would like to have the blood drawn by
Apex Laboratory, Inc, a mobile laboratory capable of visiting patients to draw blood
in their homes. If they express interest, we will sent them a new informed consent
form, cover letter, and prepaid retum envelope. When we recieve the signed
consent form, we will call the subject to coordinate an Apex Laboratory visit date.
Apex will call the patient to coordinate the proper time to armrive, and will draw a
maximum of 1.5 tablespoons of blood for ESR and CRP blood tests. The results of
these tests will be communicated to the study research assistant through Apex's
HIPAA-compliant web-based platform.

Surgical sample:

. During surgery, the subjects’ surgeon will take samples of the tissue
removed as part of their surgery from their joint. Specifically for THR, the femoral
head will be collected intra-operatively from standardized anatomic sites, (fovea
and capsular reflection). For TKR, tissue samples of the patella cartilage, distal
femur and proximal tibia, and synovium from the suprapatellar pouch will be
collected intra-operatively.

. We collect and analyze this tissue to leam more about the cellular
activity that occurs with RA flare. Tissue will be processed first in pathology:
sample saved in OCT and 2 slides stained with H&E. Slides will be scored
according to a modified Scanzello scoring system. Synovial tissue and PBMCs
will be processed according the standard operating procedures established by the
AMP network. Cellular samples will be analyzed at HSS, and shared with the AMP
network for additional specialized technical analytics to explore markers and
pathways expressed in tissue and cells, using (but not limited to) those being
explored in the AMP network such as RNA-Seq, ATAC-Seq, CyTOF, FACS.

. We will also photograph the specimen using the Pathology Lab
equipment. This photograph will be de-identified before it is used for research
purposes. We will also capture de-identified microscopy images of H&E slides
prepared from these samples.

Will you be collecting human fluid or tissue? '® Yes ' No

If yes, what will you be collecting? ¥ Fluid ¢+ Tissue
(Intraoperative and/or outpatient collection)

Help

1D: 2014-233 WView. 2.61 Fluid Specimen Collection

Help

Fluid Specimen Collection
Please choose form the following and provide requested information.

1.0

hitpffecap hss edufeC APTR esour ceAdministration/ProjectPrintSmartF orms?Project=com_webridge.entity. Entity % 58010 %560 2E43F 670652 54684 TBATEF ...

¥ Blood/serum/plasma

Volume:
59 mL (3.99 tablespoons) first visit, 36.5 mL (2.47 tablespoons) for follow-up visits
Timing and Frequency of collection:
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During the surgery
Storage requirements:

Purpose:
Within SOC
Describe testing and who will do testing:

¥ Additional collection for research purposes
Describe testing and who will do testing:

Urine

Volume:
Timing and Frequency of collection:

Purpose:
Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

Saliva
Timing and Frequency of collection:

Purpose:
Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

Synovial Fluid
Volume:
Timing and Frequency of collection:
Site:
Surgical Field: or Aspiration:
Purpose:

Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

Fluid Specimen Collection - continued

Please choose from the following and provide requested information.
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Other (e.g. cerebral spinal fluid, cheek cells, bronchial

lavage, stool, etc)

Describe specimen:

Volume:

Timing and Frequency of collection:

Purpose:

View: 2.61 Fluid Specimen Collection - continued

Help

Help
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Within SOC
Describe testing and who will do testing:
Additional collection for research purposes
Describe testing and who will do testing:
1.0 Will specimens be sent to an individual or institution outside
of HSS? (i.e. external Central Laboratory) Yes ' No
If yes, where/to whom and what testing will be done:
20 s fluid being collected for genetic testing? © Yes ' No
If yes, describe testing:
3.0 Is fluid being stored for future testing? ® Yes  'No
If yes, describe testing:
The samples may be used for testing even after this study has been completed.
Further research tests may help us leam more about the disease and response to
drugs or treatment. However, future testing on the patient's biological samples may
be used for any type of biomedical research, which may or may not be related to
the purpose of this study. The results of these future tests will not be shared with
the patient.
Help
1D 2014-233 View: 2.62 Tissue Specimens Collection
Help

Tissue Specimens Collection

1.0

2.0
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Status of Tissue

FRESH
Will frozen tissue be needed? Yes Mo
How will it be delivered to Histopathology? Name/Extension/Beeper #.

FIXED/PARAFFIN EMBEDDED

¥ Bone
Site (Specific joint/area):
Femoral head, distal femur, proximal tibia

Purpose:
Within SOC
Describe testing and who will do testing:

¥ Additional collection for research purposes

Describe testing and who will do testing:

Specifically for THR, the femoral head will be collected intra-operatively from
standardized anatomic sites, (fovea and capsular reflection). For TKR, tissue
samples of the patella cartilage, distal femur and proximal tibia, and synovium
from the suprapatellar pouch will be collected intra-operatively.

Bone Marrow

Method of collection: Biopsy Aspirate
Site (Specific joint/area):

Purpose:
Within SOC
Describe testing and who will do testing:
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Additional collection for research purposes
Describe testing and who will do testing:

¥ Cartilage
Site (Specific joint/area):
Patellar cartilage

Purpose:
Within SOC
Describe testing and who will do testing:

¥ Additional collection for research purposes
Describe testing and who will do testing:

Meniscus
Site:
Purpose:
Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

Help
1D 2014-233 View: 2 .62 Tissue Specimens Collection - continued

Help
Tissue Specimens Collection - continued

Retrieved Device for Biomechanical Testing
Site:

¥ Synovium
Site (specific joint/area):
Synovium from the suprapatellar pouch will be collected intra-operatively.

Purpose:
Within SOC
Describe testing and who will do testing:

¥ Additional collection for research purposes
Describe testing and who will do testing:

Other (i.e. punch biopsy, nucleus pulposus/annulus

fibrosus, or other collected tissue/biopsies)
Provide additional information:

Purpose:
Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

1.0 Will specimens be sent to an individual or institution outside
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of HSS? (i.e. external Central Laboratory) Yes . No
If yes, where/to whom and what testing will be done:

2.0 Is tissue being collected for genetic testing? Yes ® No
If yes, describe testing:

3.0 Is tissue being stored for future testing?  Yes (' No
If yes, describe testing:

Help

ID: 2014-233 View: 2.7 Data Collection
Help

Data Collection

1.0 Indicate what data will be collected.
PARTICIPANT INTAKE

New form location

1. Interest in electronic surveys

2. Symptom onset

3. Date of diagnosis

4. Ethnicity

5. Race

6. Highest level of completed education

7. Curmrent employment status

8. # other people at home

9. Personal income

10. Smoking history

11. Alcohol

12. Relative with RA/PsA/OA/broken hip

13. Other diseases in family
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14. Rheumatologist contact info

15. Modified Charlson/SANGA comorbidity index

Day-of-surgery allowed blood draw is 58.5mL (well below the IRB cap of 550mL):

« 30mL whole blood in green top heparin tubes (3 tubes, 10mL each, for
PBMC isolation)

« 8.5mL speckle top tube (1 tube, to be spun by research assistant and
aliquotted for freezing at -80)

« 2.5ml for PAXgene tubes (1 tube, to be frozen by the research assistant)

« If not ordered at Pre-Surgical Screening, 3mL lavender top for erythrocyte
sedimentation rate (as marker of inflammatory levels)

« If not ordered at Pre-Surgical Screening, 5mL into gold serum separator
tube for c-reactive protein levels (as marker of inflammatory levels)

« If not available in medical record, 10mL for combined Rheumatoid Factor
(RF) and Anti-Citrullinated Protein Antibody (ACPA, also known as anti-
CCcP)

30+85+25+3+ 5+ 10= 239 mL, which is 3.99 tablespoons

Follow-up visit collection is 36.5mL (well below the IRB cap of 550mL):

« 20mL whole blood in green top heparin tube (2 tubes, 10mL each, for
PBMC isolation)

« 8.5mL speckle top tube (1 tube, to be spun by research assistant and
aliquotted for freezing at -80)

« If not ordered by treating physician, 3mL lavender top for erythrocyte
sedimentation rate (as marker of inflammatory levels)

« If not ordered by treating physician, 5mL into gold serum separator tube for
creactive protein levels (as marker of inflammatory levels)

20+ 8.5+ 3+ 5= 36.5mL, which is 2.47 tablespoons

Peripheral blood analysis (research assistant, Dr. Pemnis lab): After blood is
collected PBMCs (or SFMCs) will be isolated. Nommally the yield is 1-2M/ml. Thus
40 ml should yield between 40-80M of PBMCs. An aliquot of the PBMCs will be
directly assayed for ROCK activation, immune cell subsets and T cell function.
Another aliquot will be cultured to assess ROCK activation and T cell function after
stimulation by measuring molecules such asIRF4, IRF5, IRF8, IBP/Def6, SWAP-
70, ROCK1, ROCK2, and signaling molecules involved in responsiveness to
activation stimuli. Samples will be then subjected to QPCR, Westem biotting,
immunofluorescence / immunohistochemical analysis, ELISA, or FACS analysis
to investigate the expression/function of the signaling components that might be
implicated in RA pathogenesis. In particular these studies will assess the
production of IL-17, IL-21, and CCL20. If deemed necessary CD4+ T cell
purification will be performed, after which the cells will be either left unstimulated or
stimulated.

Blood samples acquired for Aim & will be used as follows (research assistant, Dr.
Orange):

1. Pax tube (2.5ml or 0.5 tsp): mRNA will be extracted and samples will be
analyzed on the lllumina HighSeq. Unique reads will be mapped to a reference
human genome.

2. Green top tube (max 10mi or 2 tsp): Composition of white blood cell
differential (PMN, monocyte, lymphocytes) will be documented by flow cytometry.
Samples will then be sorted into granulocytes, pbme, and platelet poor plasma and
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cells will be viably frozen for future validation of RNA seq data.  Plasma will be
used for measurement of cytokines and other inflammatory proteins.

Tissue analysis (research assistant, surgeon): Special attention will focus on
obtaining samples of tissues from standardized anatomic locations, representing
entheses, joint margins and synovial lining, and synovial tissue will be collected
intra-operatively from standardized anatomic sites, (fovea and capsular reflection).
The tissue specimens obtained from these locations will be taken directly to the
Histopathology lab and divided into three aliquots. As discussed with Dr. DiCarlo,
all processing in Pathology will be performed by the study Research Assistant
under the direct supervision of the study pathologist or representative.

a. The first aliquot will be frozen and sectioned for staimng with H&E for
tissue identification and for any later processing that maght requure fresh-
frozen tissue. The frozen tissue block (mimmum 0.5 cm in diameter) will be
preserved in the cryomold and taken to Crow lab for storage i freezer
(-80°C).

b. The second aliquot will be stored fresh i a tube with RNAlater and will be
brought by a research assistant to The Rockefeller Umversity Collaborative
Research Center to be used for RNAsequencing. The sample will be frozen
and subsequently thawed and RNA will be extracted using the Trizol Plus
BNA purification system (Life Technologies). EINA will be reverse
transcribed and a cDINA library will be generated and sequenced on a
HighSeq 2500. Data will be processed by filtering, genome mapping with
STAR, and raw read counts will then be processed with edgeR for
differential gene expression comparing synovial samples from patients who
flared to those who did not flare in 6 weeks of follow up.

€. The third aliquot will be processed in the HSS pathology laboratory for
fixation, paraffin embedding and sectioning, and standard of care H+E

d. The fourth aliquot will be processed in the Ivashkiv and Permis laboratories
to 1solate live synoviocyte cells. Specifically, a fragment of synovial lining
(~2 cm? or greater) will be diced into smaller fragments and cells dislodged
from the matrix by mechanical force and/or enzymatic digestion. The
resulting single cell suspensions will be stained for cell-type specific surface
markers and sorted by flow cytometry. In particular, T and B cell, monocyte
and fibroblast populations will be collected. Downstream analyses include
various next-generation sequencing protocols, which assay for gene
expression levels and epigenetic features. The goal of this procedure 1s to
identify cell populations or intracellular pathways found directly wathin the
diseased tissue that associate with other disease parameters

e. From the remaiming tissue, HSS pathology will conduct fixation, paraffin
embedding, sectioming. and standard of care histopathologic examination.

At least 2 formalin-fixed paraffin-embedded tissue blocks will be taken and kept in
pathology department. (RA will record pathology accession number)

Additional processing of aliquot #1 will include staining for a panel of cytokines
known to characterize the presence/recruitment of specific T cell subsets,
particularly TH17 and TH1 cells (1117, IL-21, IFNg and CCL20) as well as the
activity state of the ROCK pathway (e.g. by staining for pERM a well-established
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target of Rock activity and by staining with newly developed antibodies against
phosphorylated ROCK2, IRF4 and IRF8). The expression of these molecules will
be further confirmed in the second aliquot after extracting RNA and subjecting the
samples to QPCR analysis. Staining for the expression/activity these molecules
in fresh-frozen tissues will only be performed if staining in the formalin-fixed
paraffin-embedded tissues (aliquot #3) is not successful.

Samples will then be brought to the Pemis lab and subjected to
immunofluorescence / immunohistochemical analysis to investigate the
expression/function of the signaling components that might be implicated in RA
pathogenesis. In particular these studies will assess the composition of the
inflammatory infiltrates, the activation state of distinct cellular subsets, and the
activity of the ROCK pathway. The activation state of distinct cellular subsets, and
the activity of the ROCK pathway (e.g. by staining for pERM a target of Rock
activity).

PARTICIPANT SURVEY

New form location

1-9: Preliminary Flare Questionnaire

10. Did you have PT this week?

11. Did you miss PT this week?

12-14. RAPID3 (MDHAQ + pain global + PtGA)

15. RADAI pain

16. Aches & pains that feel like you are getting a cold

This information will be completed by whichever method the participant
prefers: telephone or using the e-mail survey function on REDCap.

PARTICIPANT OFFICE VISIT

New form location

1. AM stiffness: nofyes a how long?

2 Aerobic exercise

3. Patient-reported disease activity

4. HAQ unusual fatigue or tiredness

5. HAQ difficulty sleeping

6. Replaced/permanently damaged joints
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| 1
HOOS/KOOS
COORDINATOR INTAKE
New form location
1987 criteria
2010 criteria

1. Enrolled at PSS vs surgery

2. Date of surgery

3. DOB

4 Sex

5. Surgical joint

6. Weight

7. Height

8 ESR

9. CRP

10. ACPA status

11. RF status

12. Intra-op steroids: yes/no

13. Metal implants?

14. MD 28 joint count

15. MD Global

16. NSAID status
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17. Opioid use

18. Cumrent steroid use

19. Cument methotrexate use

20. Current non-MTX DMARD use

21. Current biologic use

22 Cument statin use

23. Current ACE inhibitor use

24 Current ARB inhibitor use

25. Therapies that have been tried & stopped

COORDINATOR OFFICE VISIT FOLLOW-UP

New form location

1. ESR

2. CRP

3. MD 28 joint count

4. Patient-reported disease activity

5. NSAID status

6. Opioid use

7. Cumrent steroid use

8. Current methotrexate use

9. Current non-MTX DMARD use

10. Curmrent biclogic use

26. Cumrent statin use

27 Current ACE inhibitor use
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28. Cumrent ARB inhibitor use

Whole blood samples (3x 10mL) will be drawn from each subject, for the ROCK
analysis conducted at HSS.

Follow-up office visits will be conducted 6-weeks and 1 year post-op.

Home-Visit Blood Tests (in the event that blood was not drawn at routine
visits, and with patient consent):

Biologic data (blood draw): ESR and CRP
(Note: Apex will not draw "green-top” whole-blood samples for analysis at HSS.)

Who will collect the data:

Sarah Grond

Anh Hoang

Uma Chandrasekaran Postdoc

Mark Phillips Figgie, MD

Daisy Crego

Reena Khianey Maharaj

Serene Mirza

Shirin Dey

Alessandra Pemis, MD Senior Scientist
Ryan Cummings

David Mayman, MD

Susan Goodman, MD  MD

George Kalliolias, MD PhD PhD

Edward DiCarlo, MD Pathologist
Caroline Reidy Manager

Edd Ricker

Sanjay Gupta Research Associate
Michela Manni Post doctoral Fellow
Michael McNamara Research Assistant
Vivian Bykerk, MD Attending Physician
Woelsung Yi, PhD Research Assoc.
Cristina Rozo, Ph.D.

Dana Orange, MD Assistant Attending
Lisa Mandl, MD Physician\Assistant Professor in Medicine

When the data will be collected? Include timing of visits(either

SOC or specifically for the study).
See attached data collection forms including

From what source:
Medical Records
Radiographic

Patient
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Yes Private Office Charts  Please specify which private office: Goodman;
Alexiades, Bostrom, Comell, Figgie, Gonzalez Della Valle, Mayman, Pellici,
Salvati, Sculco, Su

No Registries  Please specify which registry:

Other Please specify:

Help
1D 2014-233 View: 2.8 General Methods and Procedures
Help
General Methods and Procedures
1.0 * Are controls included in the study? ves
1.1 If yes, describe how they will be matched with the study subjects; state
whether the controls will have identical data recorded, or describe any
differences compared to the intervention subjects.
The cohort will include RA patients who do not flare and OA patients as our
comparator groups.
2.0
* Are all tests Standard of care? No
If not, identify which tests are not standard of care. What source of funds
will be used to pay for them (text box below):
Mone of the experimental tissue or serum sample collection is standard of care.
They will be paid for by the Pemis lab and Damell lab. Radiographs are standard
of care.
RF, CRP, ESR, and ACPA- are standard of care, as they may help determine
therapy in patients who flare. However, results are not always available on all TJR
patients We will apply for funding through the CTSC for missing labs to pay for
CRP, ESR, RF and ACPAs.
3.0 * Will surveys/questionnaires be used? Yes
4.0 * Does the study involve randomization? Mo
5.0 * Does your study included Placebo or No-Treatment Arm? No
6.0 * Does your study included Washout of Previous Medication?
No
7.0 Data collection sheet should be created for the study and
uploaded:
Name Version
Research Authorization Form 0.01
Help
1D 2014-233 View: 2.83 Surveys and Questionnaires
Help

Surveys & Questionnaires
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1.0 Please add all survey instruments and questionnaires to be
used in this study:
Name Standard Instument Upload Instrument  Usage of Instrument
There are no items to display

1D: 2014-233 View. 2.11 Sample Size and Data Analysis
Help
Sample Size and Data Analysis

If you are uncertain about how to calculate your sample size and determine appropriate
data analysis, please contact the Epidemiology and Biostatistics Core at biostats@hss.edu
for assistance in completing this section.

1.0
Is this is a case series based only on the patients available
using descriptive statistics in lieu of a sample size
calculation?
* m
Help
1D 2014-233 View. 2.11.1 Sample Size
Help

Sample Size and Data Analysis

Support estimates with evidence from the literature of prior studies and perform an
appropriate sample size calculation.

For hypothesis testing (e.g., the calculation of p-values using statistical tests), you need to
estimate your available sample size and calculate the effect size that will be detectable
using your proposed statistical analysis plan. This also applies to a case series where you
plan hypothesis testing.

1.0 If you have consulted with a statistician, please indicate their
name:
Wei-Ti Huang

2.0 Proposed sample size analysis, include the following:

Student's t-test, ANOVA, chi-square, regression, etc;
Alpha level;

Beta or power level;

Primary outcome variable estimate (mean +/-s.d. for
continuous outcome, frequency/percentage for
categorical variable);
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« Number of groups being compared (use 1 for paired
analysis within the same subjects);

« Effect size or change expected between groups;

« Resulting number per group

Sample Size

= The primary outcome is rate of RA flare within 6 weeks of surgery
« Based on data quoted above we have chosen a conservative estimate of
flare as 26%.

Ho: within 6 weeks we have a flare rate for RA patients=0.26

Ha: within 6 weeks the flare rate is different from 0.26(=0.1 0.15 0.2}

Power Analysis of One Proportion

Numeric Results for testing HO: P = PO versus H1: P <> PO
Test Statistic: Exact Test

Proportion Proportion

Given HO  Given H1 Target
Actual
Power N (PO) P1) Alpha
Alpha Beta
0.8143 47 0.2600 0.1000 0.0500 0.0445
0.1857
0.8036 109 0.2600 0.1500 0.0500 0.0387
0.1964
0.8017 394 0.2600 0.2000 0.0500 0.0445
0.1983

Report Definitions

Power is the probability of rejecting a false null hypothesis. It should be close to
one.

N is the size of the sample drawn from the population.
To conserve resources, it should be small.

Alpha is the probability of rejecting a true null hypothesis. It should be small.
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Beta is the probability of accepting a false null hypothesis. It should be small.
PO is the value of the population proportion under the null hypothesis.
P1 is the value of the population proportion under the altemative hypothesis.

Summary Statements

A sample size of 47 achieves 81% power to detect a difference (P1-P0) of
-0.1600 using a

two-sided binomial test. The target significance level is 0.0500. The actual
significance level

achieved by this test is 0.0445. These results assume that the population
proportion under the

null hypothesis is 0.2600.

Power Analysis of One Proportion
Chart Section

P

We are estimating the rate of the flare rate in RA post-arthroplasty based on
previous data. However, if our estimates are wrong, we may be grossly
underpowered. Therefore, an interim analysis is planned, when we have collected
25 RA patients to ensure we are adequately powered to detect the primary
outcome of flare as previously defined.

« Alpha level: 0.05

« Beta or power level: 0.8 (80%)

= Primary outcome variable estimate (mean +/- 5.d. for continuous outcome,
frequency/percentage for categorical variable):

The primary outcome is rate of RA flare within 6 weeks of surgery. Since it's a
rate, no mean and s.d. are available.

» Number of groups being compared (use 1 for paired analysis within the
same subjects):

2 groups: RA — Flare vs. Non-Flare group for secondary outcome.

« Effect size or change expected between groups:

The expected effect size between the flare and non-flare group is 16%, but the
interim analysis will be performed after we collect 50 patients.

« Resulting number per group:

g [
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47 with effect size 16% (0.25-0.10) overall.

109 with effect size 11% (0.25-0.15) overall.
354 with effect size 6% (0.25-0.20) overall.

« Total sample size required:

47 patients will provide an adequate sample size to evaluate the primary outcome
and enable explorations for the secondary outcomes in this study. It is anticipated
that 20% will drop out of the study thus we will need to recruit 57 patients to this
study to adequately study the primary and secondary outcomes in this study.

References

Chow, 5.C_; Shao, J.; Wang, H. 2003. Sample Size Calculations in Clinical
Research. Marcel Dekker. New York.

Fleiss, J. L, Levin, B., Paik, M.C. 2003. Statistical Methods for Rates and
Proportions. Third Edition. John
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Machin, D., Campbell, M., Fayers, P., and Pinol, A. 1997. Sample Size Tables
for Clinical Studies, 2nd

Edition. Blackwell Science. Malden, Mass.
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3.0
Data Analysis: describe how the primary outcome will be
analyzed and what types of statistical calculations will be
used. Do the same for each secondary outcome. Reiterate
briefly the main analysis to be done, which groups, which
variables, possible confounders. Address how possible
confounders will be identified and handled in analysis:

For the Primary Outcome:

Descriptive statistics (rates and proportions, frequency distributions, means,
medians, standard deviations and inter-quartile ranges) will be used to describe
the baseline data. The two-tailed unpaired Student’s t test, or Kruskal-Wallis
tests will be performed to evaluate differences in continuous variables between
groups (Flare vs. non-Flare group), depending on the distribution of the data, and
the Scheffe or Bonfermoni multiple comparisons test will be used for multiple
comparisons. Chi-Square or Fisher's exact test will be utilized here to compare
proportions between groups. Logistic regression will be performed for the HOOS
and KOOS score to adjust for potential confounders and effect modifiers.
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All secondary outcomes are exploratory.

Pending the distributions of the data, in aim 2 we will evaluate the standard
mean difference or effect size for each domain (WOMAC, DAS-28, Flare
questionnaire (pain, Pt global, stiffness, fatigue, coping, participation, Pt
reported TJC, SJC) in patients who flare vs. those who do not based on criteria
of DAS28 worsening, patient reported worsening, MD global, need to initiate or
escalate treatment. We would also explore differences in long term WOMAC
scores and biomarkers stratifying by flare and adjusting for unknown
confounders including baseline function, age, sex, and co-morbidity score.
Standard statistical tests will be used.

In aim 3 we will examine a limited number of predictors of flare within 6 weeks
using appropriate statistical methods by using a generalized estimating equation
and will adjust for unrecognized confounders/effect modifiers including long term
WOMAC scores, baseline function, age, sex, and co-morbidity score, and
biomarkers stratifying by flare. Standard statistical tests will be used.

In aim 4 we aim to determine how patients who flare meet physical therapy
milestones including walking distance, and ADLs, in comparison to patients who
do not flare. The evaluation of meeting physical therapy milestones is
exploratory. Physical therapy milestones are routinely evaluated as post-op TJA
measures and are done weekly. We will examine the distributions of change for
each covariate recorded by physical therapy and compare changes in each
domain stratified by flare vs. no-flare.

A potential analytic plan depending on distribution of the final data to assess PT
milestones will include:

Physical therapy milestones will be assessed based on the questionnaire

and analyzed as outlined below: patient VAS: continuous variable- ranging from 0
~100, analyzed with T-test or regression

Change will be analyzed by
1- ANCOVA and study of change
2- GEE and treat delta as our continuous outcome

Walking distance: Ordinal variable - Chi-square, fisher exact

Stairs/Transfers/Activities/Driving/Employed: Nominal- Chi-square, fisher
exact

We will also explore whether or not the meeting of PT milestones impacts
pain and function at 1 year using the HOOS/KOOS. We will
treat PT milestones as a binary and WOMAC outcomes
will be analyzed as predictors.
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In aim 5 and 6 we will compare levels of serum and tissue biomarkers between
RA who flare and RA who do not flare using T-tests or chi-square tests, as
appropriate. We will comelate selfreport functional scores and biomarkers with
the development of flare using Spearman correlations.

After sequencing, the reads will be processed by the New York Genome Center
in a dedicated RNA-Seq pipeline, consisting of ribosomal RNA filtering, genome
mapping with STAR, various QC mefrics obtained with picard tools and
transcript quantification with HTSeqg-count. The raw read counts will then
be processed with one of the Bioconductor package for Differential Gene
expression (DESeq, edgeR, or limma/voom).

Help
1D: 2014-233 View: 2.4 Consent Information

Help
Consent Information

1.0 Describe how, when, and where the consent process will be
initiated:

If possible, before coming in to the hospital (either for a pre-operative visit or
their surgery), patients will be called by a research team member to discuss

the study and evaluate their interest in participating. Patients who are interested
will then be consented prior to surgery by the study research assistant or their
treating surgeon, or rheumatologist either in the office, in pre-surgical screening,
or in the pre-op holding area.  If convenient, patients can additionally review the
study protocol with the coordinator over the phone, but they will always be
consented in person. The consent will be placed in the patients’ hospital chart.

In the event that a potential participant requires a translator and is scheduled to
have surgery on a weekend, a codnvestigator of the research study can contact
the potential participant prior to the day of their surgery and consent the patient
over the phone. The Hospital for Special Surgery’s Language Services Phone
Interpreter or in-house employee will translate the Informed Consent to Participate
in a Research Study Involving Genetic Testing, the Short Form Consent, and the
Research Authorization Form. The translator would function as the witness to the
consenting process. If the participant agrees to enroll, the participant will sign
these forms in person on the day of their first study visit.

In the event that patients are unable to give study blood at one of their routine
follow-up visits, we will be calling them to ask whether they would consider having
Apex Laboratory, Inc. visit them in their home to draw blood for lab tests. If they
express interest, an additional consent form will be mailed to them. They will have
the opportunity to consider this form at home, and are encouraged to call study
coordinators to discuss any questions or concems. The form is to be completed
by patients and mailed back to HSS using and included prepaid envelope.

2.0 Who will obtain informed consent from subjects for this

research?

First N\ame  Middle Name Last Name Title
Sarah Grond

Anh Hoang

Mark Phillips Figgie, MD

Daisy Crego

Serene Mirza

Shirin Dey

David Mayman, MD
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First Name  Middie Name  Last Name Title
Susan Goodman, MD  MD

Michael McNamara Research Assistant
Vivian Bykerk, MD Attending Physician

Help
ID: 2014-233 View: 3.0 IRB Application

Help
IRB Application

1.0 Please provide lay abstract:

The condition to be studied is worsening (flare) of theumatoid arthritis (RA) in
patients who have undergone arthroplasty. RA patients undergoing arthroplasty
most often have severe, erosive disease. If the rate of flare approaches the
estimated 26% rate suggested in a previous study for RA patients after
arthroplasty (Johnson ACR 2011), this could be of significance in regards to their
long term arthroplasty and disease outcomes. Patients who flare may not be able
to participate in the post-operative rehabilitation thought necessary for optimal
arthroplasty outcomes, and it may be difficult for patients who flare after
discontinuing immunosuppressant medications for surgery to regain remission or
low disease activity. Detailed clinical data collected longitudinally from RA
patients with severe erosive disease undergoing arthroplasty in conjunction with
further characterization of the molecular profile of blood and operative tissue could
provide valuable information to inform best practices for this patient group.

2.0 * Requested Review Type:
Expedited

3.0 Ancillary/lmpacted Services Review (select all that apply):
Note: Do not confuse the committees below with CRP or Research
Service Chief
Ancillary Committees
There are no items to display

4.0 * Is Genetic Testing involved in this study? yes

10: 2014-233 View: 3.12 Expedited Qualification
Help
Expedited Qualification

If you check any of the items below, the study is qualified for EXPEDITED review status
under federal guidlines.

1.0 * Select all that apply:
Question
1. Clinical studies of drugs and medical devices only when: (a) Research on
drugs for which an investigational new drug application (21 CFR Part 312) is
not required. (Note: Research on marketed drugs that significantly increases
the risks or decreases the acceptability of the risks associated with the use
of the product is not eligible for expedited review). OR (b) Research on
medical devices for which (i) an investigational device exemption application
(21 CFR Part 812) is not required; or (ii) the medical device is
cleared/approved for marketing and the medical device is being used in
accordance with its cleared/approved labeling.
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Cuestion

2. This research involves only the collection of blood samples by finger

stick, heel stick, ear stick, or venipuncture from healthy, non-pregnant

adults or children where the amount of blood and frequency does not

exceed federal regulations for normal clinical care.

3. This research involves prospective collection of biological specimens for

research purposes by noninvasive means.

4. This research involves the collection of data through noninvasive

procedures (not involving general anesthesia or sedation) routinely employed

in clinical practice, excluding procedures involving x-fays or microwaves.

5. This research involves materials (data, documents, records, or

+ specimens) that have been collected or will be collected solely for
nonresearch purposes.

6. Collection of data from voice, video, digital, or image recordings made for
research purposes.

7. This research will be performed on individual or group characteristics
or behavior (including, but not limited to, research on perception,
cognition, motivation, identity, language, communication, cultural
beliefs or practices, and social behavior) or will employ a survey,
interview, oral history, focus group, program evaluation, human factors
evaluation, or quality assurance methodologies.

8. This research involves Continuing Review of study previously approved by
the convened IRB

9. This research involves Continuing Review of study which are not
conducted under an investigational new drug application or investigational
device exemption where categories two through eight do not apply but the
IRB has determined and documented at a convened meeting that the
research involves no greater than minimal risk and no additional risks have
been identified.

1D 2014-233 View: 3.2 Risk/Benefit Assessment-Risks
Help
Assessment of Research Procedures

1.0 Describe any potential for direct benefits to participants in this
study:

Participants are not expected to benefit personally from this research study.
Participation in this study will not provide participants with any therapeutic
benefits, nor will it provide them with information regarding whether they are
genetically predisposed to developing any known ilinesses. This study includes
drawing blood for investigational procedures, which may not give participants
immediate benefit or any benefit. The knowledge gained may benefit others in the
future.

2.0 Describe any potential benefits to society:

Benefits for society may include providing further information about the genetic
basis of worsening of rheumatoid arthritis as well as the development of safe and
effective therapies for that condition.

1D: 2014-233 View: 3.22 Minimal Risk
Help
Minimal Risk
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The probability and magnitude of harm or discomfort anticipated in
the research are not greater in and of themselves than those
ordinarily encountered in daily life or during the performance of
routine physical or psychological examinations or tests. This
includes, but is not limited to, administration of non-invasive data
collection measures, collection of blood samples, collection of
existing data and observational studies

Please select the applicable tests with standard wording for
risks from the list below:

Name Description

A blood The risk of participating in this study is the risk of having your blood

draw  drawn. The risks of blood drawing include mild pain, bruising, and very
involved rarely infection at the place of the needle insertion.

¥ Risk of breach of confidentiality, include the following:

Participation in this research involves the potential risk of a breach of
confidentiality of your health information that is stored. HSS tries to minimize
those risks by (i) removing some direct identifiers from information stored [i.e.
names, social security numbers, medical record numbers]; (i) securing, in a
separate location, and limiting access to information linking codes (i.e_, linkage
codes) assigned to the registry information with direct participant identifiers; and
(iii) limiting access to information stored to HSS investigators.

*Is any physical testing being done other than surveys,

questionnaires, etc?:
Yes

2.1 f yes, please list the testing being done and describe any
potential risks:

This study involves blood draws. The risks of blood drawing include mild pain,
bruising, and very rarely infection at the place of the needle insertion.

Help

1D: 2014-233 View: 3.3 Informed Consent Determination

Help

Informed Consent

1.0

2.0
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Indicate the types of consent that will be involved in this study
(check any or all that apply):

Informed Consent Category

Wiitten/signed consent by subject

Waivers: If you are applying for any waivers of consent (check

any or all that apply):
Name

Waiver of Consent
Waiver of Assent
Waiver of Parental Permission

Waiver of Written or Signed Consent (i.e. information sheets, telephone
consent, verbal script)

370


javascript:PSCustomPopUp('http://ecap.hss.edu/eCAP/Rooms/DisplayPages/LayoutInitial?PageID=VIEW000072')
javascript:PSCustomPopUp('http://ecap.hss.edu/eCAP/Rooms/DisplayPages/LayoutInitial?PageID=VIEW000072')

2017 Print: 2014-233 - (Periop Flare) Perioperative Flare in Rheum atoid Arthritis: Characterization of Clinical and Biological Features (Old IRB #13146)

3.0 * Will this study include non-english speaking participants?
Yes

4.0 If the study does not include non-english speaking
participants, please justify:

We do not have the personnel available to translate the study documents or obtain
consent in any languages other than English and Spanish.

5.0
Please provide assurance by checking the box below that the

study will make all possible efforts to collect Federally
mandated gender, race and ethnicity data for all subjects
included in the study.

¥ Agree

This will not be possible for the following reasons:

6.0 Will this study be posted at ClinicalTrials.gov?
® Yes ' No

If yes, please post at the site upon approval of the study by the IRB.
ClinicalTrials.gov requires that listings be updated every 12 months as well
as 30 days after Major Amendment approvals of a protocol. For more
information about what studies should be posted at the site and when to
update a posted study at the site, please visit the following website:
http://www.icmje.org/faq_clinical.html

1D 2014-233 View: 3.31 Consent Forms & Process of Consent
Help
Consent Forms & Process of Consent

1.0
Good News! We've prepared several different types of

consent form templates with some of the information you have
already provided. Please follow the instructions below to

complete the process. Iéalyr term
ossary

Instructions:

1.1) Download the applicable consent form(s) to your machine
and modify as appropriate. Save the modified documents and
upload them in the following question.

[£] Assent Form For Adolescent Participation In Research Study
Informed Consent To Participate In A Genetic Research Study
[=] Informed Consent To Participate In Research

Informed Consent To Participate In Research Registry
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1.2) Please upload all informed consents, waivers, translated
documents, phone recruitment scripts, recruitment ads,
brochures, etc to be used in this study.

Name Modified Version
FLARE ICF NEWEST.doc 8/24/2016 12:31 PM 0.01
1D 2014-233 View: 3.32 Non-English Speaking Participants
Non-English Speaking Participants
1.0 * Select the process of how you will explain the study and

assure that the Non-English speaking subjects understand the

study and their participation in research.
Translator and Translated Short Form Consent

2.0
* Please indicate the method of translation.

Note: You may use the Translator Language Line to provide
translation in conjunction with the appropriately translated short
form document.

3.0 If the research will primarily include subjects who speak a
language other than English, the informed consent documents
should be translated into that language. Please indicate the
language(s) and method of translation.

1D: 2014-233 View: 3.6 Data Privacy & Confidentiality

Data Privacy & Confidentiality

1.0 How will the data for this study be collected and recorded?

Subject privacy and confidentiality will be maintained through the storage of study
data in a password-protected computer database maintained by Dr. Goodman and
codnvestigators and accessible only to the principal investigator (Dr. Goodman), in
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Help

For example, the
use of
translators,
translated
informed consent
documents,

short forms, and
any other
methods that
wouwld be taken.

If the study will
likely include
subjects and
families for
whom English is
not the primary
language, the
consent
documents must
be translated into
the participant's
language.

Help
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addition to other IRB-approved study personnel. Each subject will be assigned a
unique study number for identification in the study database. This unigue study
number will not be derived from or related to information about the individual. The
key linking this unique study number to patient identifiers (i.e. name, medical
record number, date of birth, registry number) will be maintained in a different
password-protected database (REDCap), separately from the data. Immediately
following data entry into the password-protected databases, the paper-based data
collection instruments will be stripped of all personal identifiers and stored in a
locked file cabinet maintained by Dr. Goodman. The page containing patient
identifiers will be stored separately in a locked file cabinet in Dr. Goodman's office,
and will be destroyed at the earliest opportunity upon completion of the study.

Presentations and publications that result from this study will NOT contain any
individual identifiers other than unigue study numbers.

Data will be collected and managed using REDCap (Research Electronic Data
Capture), electronic data management tools hosted by the Clinical and
Translational Research Center (CTSC) at Weill Comell Medical College Clinical and
Translational Science Center and funded by the NIH. REDCap is a secure, web-
based application designed to support data capture for research studies, providing
1) an intuitive interface for validated data entry 2) audit trials for tracking data
manipulation and export procedure 3) automated export procedures for seamless
data downloads to common statistical packages and 4) procedures for importing
data from extemal sources. REDCap will allow us to maintain a HIPAA compliant
database for all data.

Any hard copy data will be entered into REDCap by an IRB approved study
investigator and then checked for data entry accuracy by a different investigator.

2.0 Select Data Recording Identifiers used on this study:
Name
De-identified

2.1 if Other is selected, please specify:

3.0 Where will the research data be stored? Please specify the
physical location and how it will be secured to protect
confidentiality:

Subject privacy and confidentiality will be maintained through the storage of study
data in a password-protected computer database maintained by Dr. Goodman and
codnvestigators and accessible only to the principal investigator (Dr. Goodman), in
addition to other IRB-approved study personnel. Each subject will be assigned a
unique study number for identification in the study database. This unigue study
number will not be derived from or related to information about the individual. The
key linking this unique study number to patient identifiers (i.e. name, medical
record number, date of birth, registry number) will be maintained in a different
password-protected database (REDCap), separately from the data. Immediately
following data entry into the password-protected databases, the paper-based data
collection instruments will be stripped of all personal identifiers and stored in a
locked file cabinet maintained by Dr. Goodman. The page containing patient
identifiers will be stored separately in a locked file cabinet in Dr. Goodman's office,
and will be destroyed at the earliest opportunity upon completion of the study.

4.0 Who, other than the specified study team, will have access to Do not list study
the study records or data? Specify their name, role, and personne!
affiliation.
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already listed in
Section 1:

The information about participant's samples and clinical data will be stored in a
password protected database. This will be used by the research team and those
others as approved by the Hospital for Special Surgery Institutional Review Board.
The research team includes and is not limited to collaborating scientists at: (ijThe
Hospital for Special Surgery, (i)Rockefeller University, and (iii) other centers that
are part of the NIH-funded AMP (Accelerating Medicines Partnership) Study. The
AMP study is examining the role of proteins and genes involved in the biology of
inflammation and bone formation in RA.

If coded or identified data will be released, specify the
persons/agencies to whom the information will be released.
Please also indicate the provisions that will be taken to assure
that the transmission of the data will maintain confidentiality:

Describe what will happen to the data or data set when the
study is completed. Please indicate your plans for the
destruction of identifiers at the earliest opportunity consistent
with the conduct of the research and/or clinical needs, if
applicable:

The page containing patient identifiers will be stored separately in a locked file
cabinet in Dr. Goodman's office, and will be destroyed at the earliest opportunity
upon completion of the study.

If audiol/video recordings or photographs will be used, specify
your plans for deidentifying or anonymizing the material and
when it will be destroyed:

Describe the data management software that will be used.
Identify who will enter the data, and what data quality control
measures will be used, such as dual entry, validation checks
and locked fields. Insure that your plans are consistent with
HIPAA regulations. Contact Ms. Andrea Ansorge with any
questions related to HIPAA regulations and research.

Data will be collected and managed using REDCap (Research Electronic Data
Capture), electronic data management tools hosted by the Clinical and
Translational Research Center (CTSC) at Weill Comell Medical College Clinical and
Translational Science Center and funded by the NIH. REDCap is a secure, web-
based application designed to support data capture for research studies, providing
1) an intuitive interface for validated data entry 2) audit trials for tracking data
manipulation and export procedure 3) automated export procedures for seamless
data downloads to common statistical packages and 4) procedures for importing
data from extemal sources. REDCap will allow us to maintain a HIPAA compliant
database for all data.

Any hard copy data will be entered into REDCap by an IRB approved study
investigator and then checked for data entry accuracy by a different investigator.

#1450
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Describe the measures that will be used to preserve
confidentiality and rights of subjects.

Below is Hospital for Special Surgery standard accepted practice.
By completing this information, you attest that you will follow this
procedure for preserving the confidentiality and rights of the
subject. You can use the following standard, approved statement.

9.1 f the HSS statement does not apply, please revise it
accordingly.

Subject privacy and confidentiality will be maintained through the storage of study
data in a password-protected computer database maintained by Dr. Goodman and
codnvestigators and accessible only to the principal investigator (Dr. Goodman), in
addition to other IRB-approved study personnel. Each subject will be assigned a
unique study number for identification in the study database. This unigue study
number will not be derived from or related to information about the individual. The
key linking this unique study number to patient identifiers (i.e. name, medical
record number, date of birth, registry number) will be maintained in a different
password-protected database (REDCap), separately from the data. Immediately
following data entry into the password-protected databases, the paper-based data
collection instruments will be stripped of all personal identifiers and stored in a
locked file cabinet maintained by Dr. Goodman. The page containing patient
identifiers will be stored separately in a locked file cabinet in Dr. Goodman's office,
and will be destroyed at the earliest opportunity upon completion of the study.

Presentations and publications that result from this study will NOT contain any
individual identifiers other than unigue study numbers.

10: 2014-233 View: 3.61 Certificate of Confidentiality
Help
Certificate of Confidentiality

Certificates of Confidentiality constitute an important tool to protect the privacy of research study
participants. They are issued by the National Institutes of Health (NIH) to protect identifiable research
information from forced disclosure. They allow the investigator and others who have access to research
records to refuse to disclose identifying information on research participants in any civil, criminal,
administrative, legislative or other proceeding, whether at the federal, state or local level.

Certificates of Confidentiality may be granted for studies collecting information that, if disclosed, could
have adverse consequences for subjects or damage their financial standing, employability, insurability, or
reputation. By protecting researchers and institutions from being compelled to disclose information that
would identify research subjects, Certificates of Confidentiality help achieve the research objectives and
promote participation in studies by assuring confidentiality and privacy to participants.

For more informafion, go to the following websife:
1.0 “ Will a Certificate of Confidentiality be obtained for this study?
No

hitpffecap hss edufeC APTR esour ceAdministration/ProjectPrintSmartF orms?Project=com_webridge.entity. Entity % 58010 %560 2E43F 670652 54684 TBATEF ...


javascript:PSCustomPopUp('http://ecap.hss.edu/eCAP/Rooms/DisplayPages/LayoutInitial?PageID=VIEW000072')
http://grants.nih.gov/grants/policy/coc/index.htm

392017 Print: 2014-233 - (Periop Flare) Perioperative Flare in Rheum atoid Arthiitis: Characterization of Clinical and Biclogical Features (Old IRB #13145)
Help

ID: 2014-233 View: 3.7 HIPAA
Help
HIPAA

The Healthcare Insurance Portability and Accountability Act (HIPAA) prohibits the use of a
person's Protected Health Information without a valid authorization.

1.0 * Will this study record any information which can identify the

participants of this study?
Yes

2.0 * Will this study record information that if released, could
reasonably place participants at risk of criminal or civil law
suits?

No

3.0 * Will this study obtain or review information related to the

respondent’'s medical records or health?
Yes

4.0 HIPAA Waiver
Flow Chart

Select the option(s) which fits this study:
Name

Self reported medical information

Waiver of authorization requested (Full / Partial / Alteration)

1D: 2014-233 View: 3.71 Waiver of HIPAA Authorization

Help
Waiver of HIPAA Authorization

Pursuant to the Privacy Regulations of HIPAA, an IRB is only permitted to approve a
waiver of individual subjects’ authornization if it finds and documents specific criteria
relevant to the protection of subject privacy.

1.0
| am seeking:

A full waiver of subject authonzation to use and disclose health
information during the course of the research study.

¥ A partial waiver of subject authorization to use and disclose
health information only for the purpose of:

Pre-operative identification and recruitment through the use of P5
Reporter, MMF, Clinstar, or other patient records and from the Total
Hip/Total Knee Replacement Patient Education Class. Information
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such as e-mail addresses, and phone numbers will be collected
post-operatively.

The following alteration to the authonzation requirements:

2.0 * Who will have access to the health information needed for the
study? Please identify each person by name or category.
Example include: the investigator, the research staff, co-
investigators and their research staffs, and all research
monitors.

All co-investigators approved on the IRB protocol

3.0 * Please describe the risks to privacy presented by the
research and whether the research presents more than
minimal risk of harm to subjects’ privacy. Include a description
of what identifiers will be reviewed, collected, and stored; who
will have access to identified information; how access to study
data is controlled; who will monitor access to study data; and
where data will be stored:

Patient files will be reviewed to detemmine the presence of rheumatoid arthritis.
Identifiers that will be reviewed: name, address, telephone number, medical record
number, date of birth, type of procedure, operating surgeon, race/ethnicity,
laterality, zip code, admission date, gender.

Subject information will only be accessible to study co-investigators as listed on
the IRB protocol.  All information will be stored in locked file cabinets and
password protected computer files to which only the approved research personnel
have access. Access to the study data will be monitored by the Principal
Investigator, Dr. Susan Goodman.

4.0
* Can the research be practicably carried out without the

waiver? Yes ® No

If it is impracticable to obtain individual authorization, please
describe why:

The waiver is necessary in order for the investigators to identify and recruit
potential subjects with rheumatoid arthritis.

5.0
* Can the research be practicably carried out without access to

and use of identified health information? Yes '® No
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If it is impracticable to conduct this research without access to
identified health information, please describe why:

Patients’ health information must be viewed in order to determine if they meet the
inclusion criteria to be eligible for the study.

6.0 *What is your plan to protect identifiers from improper use
and disclosure?

The data listed in this waiver will be maintained in locked file cabinets and in
password-protected computer files to which only the approved research personnel
have access. All research personnel with access to information covered by this
waiver are informed of the IRB, HIPAA, and ethics regulations goveming research
involving human subjects and are under the supervision of the Principal
Investigator.

7.0
* Will the patient identifiers be destroyed at the earliest

opportunity? ® Yes ' Mo

If yes, describe the plan for destroying identifiers (e.g. how, by
whom, and when identifiers will be destroyed):

Any page containing patient identifiers will be destroyed by Dr. Goodman at the
earliest opportunity upon completion of the study.

If no, indicate the health or research justification for retaining the
identifiers:

8.0 * Explain how PHI will be acquired and used:

A Recruitment Flyer will be placed in the dictation cubbies and exam rooms of
participating surgeons. If a patient with a possible or previous diagnosis of RA
schedules an arthroplasty, members of the surgeon's office will send the patient
information to the Research Staff using either the study e-mail address,
FlareStudy@hss.edu, or other secure forms of communication. Patients will be
identified pre-operatively by their treating surgeon or identified by screening
patients’ records prior to their pre-operative visit. They will receive a Study
Overview Sheet (see attached) either in the office, in the mail, or on the day of
surgery. They will have the opportunity to discuss any questions with the
research assistant/ research team member who will ensure they meet study
criteria (see screening sheet). In addition, patients may be identified and
recruited from the Total Hip /Total Knee Replacement Patient Education Class
by the research assistant. Finally, research assistants may use PS Reporter,
MMF, or Clinstar to identify patients before their pre-surgical screening visit, or
prior to their surgical procedure. We will request an IRB approved Waiver of
HIPAA Authorization.

9.0
Explain how PHI will be protected during this study:
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Subject privacy and confidentiality will be maintained through
the storage of study data in a password-protected computer
database maintained by the Pl and accessible only to the principal
investigator, in addition to other IRB approved study personnel.
Each subject will be assigned a unique study number for
identification in the study database. This unique study number will
not be derived from or related to information about the individual.
The key linking this unique study number to patient identifiers (i.e.
name, medical record number, date of birth, registry number,
etc...) will be maintained in a different password protected
database maintained by to which only will have access.

Ld

Subject privacy and confidentiality will be maintained through the storage of study
data in a password-protected computer database maintained by Dr. Goodman and
codnvestigators and accessible only to the principal investigator (Dr. Goodman), in
addition to other IRB-approved study personnel. Each subject will be assigned a
unique study number for identification in the study database. This unigue study
number will not be derived from or related to information about the individual. The
key linking this unique study number to patient identifiers (i.e. name, medical
record number, date of birth, registry number) will be maintained in a different
password-protected database (REDCap), separately from the data. Immediately
following data entry into the password-protected databases, the paper-based data
collection instruments will be stripped of all personal identifiers and stored in a
locked file cabinet maintained by Dr. Goodman. The page containing patient
identifiers will be stored separately in a locked file cabinet in Dr. Goodman's office,
and will be destroyed at the earliest opportunity upon completion of the study.

10.0 -~ Justify your need to collect PHI on this study:

The waiver is necessary in order for the investigators to identify and recruit
potential subjects with rheumatoid arthritis.

Patients’ health information must be viewed in order to determine if they meet the
inclusion criteria to be eligible for the study.

Help

1D: 2014-233 View: 3.72 HIPAA PHI Identifiers
Help
PHI Identifiers

1.0
Identify the types of PHI collected:
Name

+ Questionnaires or Interviews
Billing Information or Databases
Mental Health Records
Data Registry

+ Hospital or Medical Records

Biological Samples

+ DNA Samples

Y
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Name
Other
1.1 If Other, please specify the type of PHI collected:
2.0
Select all the PHI Identifiers that apply:
Identifiers
Names
All geographic subdivisions smaller than a state:
Telephone Numbers
E-mail Addresses
Medical Record numbers
All elements of dates (except year) for dates related to an individual:
1D: 2014-233 View: 3.8 Data Safety Monitoring Plan
Help
Data Safety Monitoring Plan
1.0 * Check the one box below that most accurately reflects the
plan for data and safety monitoring for this study.
The study will be monitored only by the study investigators and/or sponsor.
1.1 If Other, Please specify your plan for data safety and
monitoring for the study. If no DSMB required, Please specify
why:
2.0 Describe the clinical criteria for withdrawing an individual
subject from the study due to safety or toxicity concerns:
3.0 Summarize any pre-specified criteria for stopping or changing
the study protocol due to safety concerns.
4.0 * Are there any plans to perform an interim efficacy analysis:
No
4.1 f you answered Yes, please describe the plans to conduct
an interim analysis.
1D: 2014-233 View: SF - Final Page
Help
Final Page
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You have completed your application!

Please hit "Continue” to finish the HSS Clinical Trial Form.

Please note that a submission may only be forwarded to the IRB by the Principal
Investigator. To do this, the Principal Investigator must press the "SUBMIT
STUDY" button in My Activities for this Study 1D:2014-233.

You can track the ongoing status of your submission by logging into the study
workspace.
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Please feel free to contact the IRB with any questions or concems.

1D: 2014-233

HSS Clinical Trial

View: 9.45 HSS Clinical Trial Directory Info

Help

The Clinical Trial Registry is posted on the HSS main page to highlight research
(including retrospective studies) being conducted at HSS. This same language, once
approved by the IRB, can then be used on flyers if you so choose, to post in an effort to
recruit subjects.

1.0

2.0

3.0
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Title: (Periop Flare) Perioperative Flare in Rheumatoid Arthritis: Characterization of

Clinical and Biological Features (Old IRB #13146)

PI: Susan Goodman, MD

Co-Investigators:

First Name
Jonathan
Samantha
Sarah
Theresa
Anh
Kathryn
Mark
Daisy
Douglas
Luvana
Laura
Joel
Serene
Danny
lan

Shirin
Yurii
Xiaoning
Purva
Rachel
Giancario
Miguel
Phaedra
Ellen
Alessandra
Keerthi
Dalit
David
Emily
Lionel
Susan
Edward
Pantelis

Middle Name

Phillips

Sima

Caroline

Last Name
Cheah
Lessard
Grond

Lu, MD PhD
Hoang

Oi

Figgie, MD
Crego

Mintz, MD
Chowdhury
Donlin, Ph.D.
Correa da Rosa
Mirza

Flores Castro
Cohn

Dey

Chinenov
Yuan

Singh

Sealfon

Chesi

Otero, Ph.D.
Agius
Gravallese, MD
Pemis, MD
Sadanala
Ashany, MD
Mayman, MD
Stein, MD
Ivashkiv, M.D.
Chyou
DiCarlo, MD
Pavlakis

Title

Principal Investigator

Fellow

Senior Scientist
Research Technician
MD

Research Technician
Pathologist
Clinical Fellow
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First N\ame  Middle Name  Last Name Title
Ed Purdue, PhD Associate Scientist
Karmela Chan, M.D.
Bethany Syracuse
Caroline Reidy Manager
Jian Zhou
Edd Ricker
Sanjay Gupta Research Associate
Olga Troyanskaya
Michela Manni Post doctoral Fellow
Michael McNamara Research Assistant
Vivian Bykerk, MD Attending Physician
Woelsung Yi, PhD Research Assoc.
Cristina Rozo, Ph.D.
Caroline Jiang
Dana Orange, MD Assistant Attending
Victoria Yao
4.0 )
Posting date:
Name
Upon IRB approval
Post on this date:
5.0 .
Condition:
Arthritis
Other:

6.0 State the summary including number of patients, enroliment
period and duration of follow-up (use lay terms):

Researchers at Hospital for Special Surgery are trying to leam more about post-
operative rheumatoid arthritis (RA) flare” or worsening of disease. Specifically this
study hopes to understand RA flare after total joint replacement surgery and what
the result of flaring is over the course of a year. Eligible participants will be asked
a lot of questions about their RA, their mobility, etc.; we will also be drawing blood
to better understand a subject's recuperation from joint replacement surgery.

We hope to leam how to better manage patients with rheumatoid arthritis when
having a joint replacement. For example, if RA patients who flare are unable to
participate in post-operative physical therapy and do worse one year after total
knee replacement and total hip replacement, perhaps more effective treatment
could be developed. The study will also help us to identify early factors that may
influence long-term outcomes of joint replacements in RA patients.

Participation in this study will continue over the course of one year, and involves a
total of 4 study visits and 9 phone calls as well as several blood draws. The visits
and blood draws will, whenever possible, occur at the time of routinely scheduled
visits. Subjects will have the opportunity to discuss any questions with the
research team members, their surgeon and/or their treating rheumatologist.
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State the inclusion and exclusion criteria (use lay terms):

Inclusion Criteria:
- Age > 1875

- Patients with Rheumatoid Arthritis, Inflammatory Arthritis, or
Osteoarthritis undergoing primary total hip, primary total elbow, primary total
shoulder, or primary total knee replacement surgery

- Satisfy ACR/EULAR 2010 classification criteria and/or the 1987 RA criteria and
be diagnosed with RA (unless 1A patient or OA control).

~RARID 356

Exclusion Criteria:
1. Diagnosis of any other systemic rheumatic disease (see ICD-9 codes 135.0,
136.1, 274, 279.4, 2798, 267.0, 446.0, 446.1, 446.2, 446.21, 446 .4, 446.7, 447 6,
596, 696.0, 710.0, 710.2, 710.8, 710.9, 711.1, 711.2, 7T13.3, 713.7, 714.0, 715.0,
7162, 7193, 7200, 7201, 7202, 720 8, 7209, 725)

2. Diagnosis of or crystalline arthropathy.

3. Unable to understand or read English.

4. Unable to follow the study protocol in a reliable manner.

5. Age < 18-6F=76-

State the contact information for the study:
Caroline Reidy, MPH

reidyci@nss edu
646.714.6307

Help
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HOSPITAL
s clectronic Clinical Application Portal (eCAP)
SURGERY
Date: Thursday, March 9, 2017 12:14:02 PM E  Close |
1D: 2014-233 View: 1 - Study ldentification Information
Help
VIEWOQ0O0T 2

Study Identification Information

This is the first step in your Human Research Application. You will automatically be guided
to the appropriate forms needed to complete your submission.

1.0

2.0

3.0

4.0

5.0

Title:
(Periop Flare) Perioperative Flare in Rheumatoid Arthritis: Characterization of
Clinical and Biological Features (Old IRB #13146)

* Short Title for EPIC:
Periop Flare (If Not Applicable, please enter N/A)

Description:
hip/knee/shoulder/elbow

* Principal Investigator:
Susan Goodman, MD

Study Contact:

Serene Mirza

If a name does
Co-nvestigators: not appear in Co-
First Name Last Name Organization Investigators
Phaedra  Agius New York Genome Center directory, please
Daiit Ashany, MD  Rheumatology ?&T&m_ e
Vivian Bykerk, MD Rheumatology to have an eCAP
Kammela  Chan, M.D. Rheumatology account created.
Jonathan  Cheah Fellows
Giancarlo  Chesi Fellows
Yurii Chinenov Research
Luvana Chowdhury Soft Tissue
Susan Chyou Research
lan Cohn Research
Joel Corea da Rosa  Independent
Daisy Crego Medicine
Shirin Dey Medicine
Edward DiCario, MD Laboratory Medicine
Laura Donlin, Ph.D.  Research
Mark Figgie, MD Arthroplasty: Hip & Knee
Danny Flores Castro  Rheumatology
Ellen Gravallese, MD University of Massachusetts
Sarah Grond Medicine
Sanjay Gupta Research
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First Name Last Name Organization
Anh Hoang Rheumatology

Lionel Ivashkiv, M.D.  Research - Rheumatology

Caroline  Jiang Rockefeller University

Samantha Lessard Tissue Engineering, Regeneration and Repair
Theresa Lu, MDPhD  Research

Michela  Manni Research

David Mayman, MD  Arthroplasty: Hip & Knee

Michael  McNamara Rheumatology

Douglas  Mintz, MD Radiology and Imaging

Serene Mirza Medicine

Kathyn O Arthroplasty: Hip & Knee

Dana Orange, MD  Rheumatology

Miguel Otero, Ph.D.  HSS

Pantelis  Pavlakis Neurology

Alessandra Pemis, MD Rheumatology

Ed Purdue, PhD  Arthroplasty: Hip & Knee

Caroline  Reidy Rheumatology

Edd Ricker Research

Cristna  Rozo, Ph.D.  Rheumatology

Keerthi Sadanala Research

Rachel Sealfon Princeton University

Purva Singh Tissue Engineering, Regeneration and Repair
Emily Stein, MD Rheumatology

Bethany  Syracuse Research - Dr. Ivashkiv

Olga Troyanskaya Princeton University

Victora  Yao Princeton University

Woelsung  Yi, PhD Research

Xiaoning  Yuan Rehabilitation

Jian Zhou Princeton University

6.0 Other Study Staff/Collaborators:
FirstName LastName Organization Emiail Role
There are no items to display

7.0 Type of Application: Please click here

Expedited Retrospective Chart Review Exempt
Categories.
Request for Exemption
: Click here to
Existing Approved Registry Designs.

8.0 Select appropriate funding sources for this study:
Name

Other

Other Funding Sources:
Clinical and Translational Science Center

Note: If the funding source of the study is ‘Industry Funded
Support’, Clinical Research Administration (CRA) will be
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notified.

If your study requires CRA review, please upload applicable documents,
including sponsor protocol, drug brochure, etc
Name Version

There are no items to display

Help
ID: 2014-233 View: 1.1 CRP Information
Help
CRP Information
1.0 The proposal should be submitted to the appropriate Clinical
Review Panel (CRP) for scientific review. If you are unsure of
which Clinical Review Panel to select, please contact
Barbara Bosco at 212.606.1914
Name
Rheumatology
Help
1D: 2014-233 View: 1.2 Regulatory Status of Drugs and Devices
Help
Regulatory Status of Drugs and Devices
1.0 The regulatory status of the drugs or devices in this research
proposal is:
Name
Does not apply to this study
Help
1D 2014-233 View: 1.3 Pharmacy Involvement / Impact to EPIC
Help

Pharmacy Involvement / Impact to EPIC

1.0
Is this an inpatient study?

Yes ®' No

2.0 * Will this study have Investigational Drug Service involvement?
(Pharmacy will be purchasing/dispensing any medications being
used and/or study requires placebo and patient randomization)

Yes ® No
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well as serum biomarkers are studied in the perioperative context may also
contribute the identification of biomarkers associated with flare. In addition, if
biologic precursors and predictors of flare are identified, they could have
additional applicability in RA management.

5.0 Is this a pilot study that could lead to a more definitive
protocol or different study? Yes ® No
5.1 If you answered No, please explain below:
This is not a pilot study.
6.0 Please upload reference or additional document here (if
needed).
Name Description
There are no items to display
Help
ID: 2014-233 View: 2.2 Study Design
Help
Study Design
1.0 .
Observational:
Name Description
A prospective evaluation of a cohort of patients with a specific
Prospective Charactenstic over time fo see if they develop a particular endpoint or
~of pecl outcome based on a stated hypothesis (e.g., establishing a cohort to
Study follow patients undergoing a novel procedure in order to evaluate pre-
and post-operative function/pain). These studies are conceived before
data is collected.
2.0 .
Experimental:
Name Description
There are no items to display
2.1 if Other, please specify:
2.2 f Randomized Controlled Clinical Trial is selected, please
choose one of the following:
Name
There are no items to display
If other, please list name or indicate N/A below:
1D: 2014-233 View: 2.3 Recruitment
Help

Recruitment
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Help
1D: 2014-233 View: 2 35 Patient Subjects
Help
Patients
1.0 Please check the box(es) below that best reflect how patients
will be identifed and recruited for participation.
How subjects will be identified
» Potential subjects will be identified after a review of medical records of
patients under the care of one or more of the stud:-,r invesﬁgators
Medical records and/or other Institution sources
o (databases,registries,billing records,pathology reports,admission logs)
will be reviewed to identify potential participants. May involve access of
records by individuals not involved in the patient's care.
Potential subjects will be identified by their treating physicians and
, referred to the researchers. Patients' private and identifiable information
will not be shared priorto reoeiving pEl'ITIiSSiDH from the paﬁentto do
50.
Potential subjects will be identified from a registry of individuals interested in
research opportunities.
Subjects will roll-over from another research study.
Potential subjects will self-refer in response to advertisementis.
1D: 2014-233 View: 2.6 Interventions and Observations
Help

Interventions and Observations

1.0

hitpffecap hss edufeC APTR esour ceAdministration/ProjectPrintSmartF orms?Project=com_webridge.entity. Entity % 58010 %560 2E43F 670652 54684 TBATEF ...

Be specific and describe the Interventions or
Observations that will be part of this research project. Include
a detailed description of the treatment arms, if applicable.

Clinical Data:

If willing to participate, the RC will complete a study screening form, obtain
consent, complete a Research Authorization Form and the patient will complete a
pre-operative questionnaire/survey containing questions about their demographic
information (race, ethnicity, age, weight), medical history, assessment of their
replaced joint function, and symptoms as they relate to their RA (OA and 1A
patients will not be asked survey questions that apply only to RA patients). We
requested an IRB approved Waiver of HIPAA Authorization.

0 The questionnaire will include patient demographics, RA characteristics, co-
morbid conditions, disease classification, medications, PiGA, SF-12, HAQ,
RAPID, joint count homunculus, HOOS/KOOS/elbow/shoulder survey.

The research staff will complete a second survey that will ask about the
participant’s medical history, and medication history.

o The questionnaire will include Medications, disease duration and classification
criteria, assessment for extra-articular disease and co-morbidities, MDGA, DAS28,
CDAI
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All: In the event that a participant is hospitalized at Hospital for Special
Surgery or one of its affiliates at any time between their enrollment on the day of
surgery and their 6-week follow-up appointment with their surgeon, we may ask for
an additional blood draw of 2 tablespoons (20 ccs) of blood to take place at the
time of their routine moming blood draw.

- If for any reason routine lab work is not required at the participants’ study
visits, we would still require 2 tubes of blood for study purposes and would make
amangements to do so.  All samples will be de-identified.

- If for any reason subjects are unable to provide blood at their 6-week or
1-year follow-ups (for example, if the subject was too busy, the line at phiebotomy
was too long, or the subject simply did not schedule a 1-year follow-up), we will
contact the subject and ask them if they would like to have the blood drawn by
Apex Laboratory, Inc, a mobile laboratory capable of visiting patients to draw blood
in their homes._ If they express interest, we will sent them a new informed consent
form, cover letter, and prepaid retum envelope. When we recieve the signed
consent form, we will call the subject to coordinate an Apex Laboratory visit date.
Apex will call the patient to coordinate the proper time to amive, and will draw a
maximum of 1.5 tablespoons of blood for ESR and CRP blood tests. The results of
these tests will be communicated to the study research assistant through Apex's
HIPAA-compliant web-based platform.

Surgical sample:

. During surgery, the subjects’ surgeon will take samples of the tissue
removed as part of their surgery from their joint. Specifically for THR, the femoral
head will be collected intra-operatively from standardized anatomic sites, (fovea
and capsular reflection). For TKR, tissue samples of the patella cartilage, distal
femur and proximal tibia, and synovium from the suprapatellar pouch will be
collected intra-operatively.

. We collect and analyze this tissue to leam more about the cellular
activity that occurs with RA flare. Tissue will be processed first in pathology-
sample saved in OCT and 2 slides stained with H&E. Slides will be scored
according to a modified Scanzello scoring system. Synovial tissue and PBMCs
will be processed according the standard operating procedures established by the
AMP network. Cellular samples will be analyzed at HSS, and shared with the AMP
network for additional specialized technical analytics to explore markers and
pathways expressed in tissue and cells, using (but not limited to) those being
explored in the AMP network such as RNA-Seq, ATAC-Seq, CyTOF, FACS.

. We will also photograph the specimen using the Pathology Lab
equipment. This photograph will be de-identified before it is used for research
purposes. We will also capture de-identified microscopy images of H&E slides
prepared from these samples.

Will you be collecting human fluid or tissue? '® Yes ' 'No

If yes, what will you be collecting? ¥ Fluid ¥+ Tissue
(Intraoperative and/or outpatient collection)

Help

1D: 2014-233 WView: 2.61 Fluid Specimen Collection

Help

Fluid Specimen Collection
Please choose form the following and provide requested information.

1.0

hitpffecap hss edufeC APTR esour ceAdministration/ProjectPrintSmartF orms?Project=com_webridge.entity. Entity % 58010 %560 2E43F 670652 54684 TBATEF ...

¥ Blood/serum/plasma

Volume:
59 mL (3.99 tablespoons) first visit, 36.5 mL (2.47 tablespoons) for follow-up visits
Timing and Frequency of collection:
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During the surgery
Storage requirements:

Purpose:
Within SOC
Describe testing and who will do testing:

¥ Additional collection for research purposes
Describe testing and who will do testing:

Urine

Volume:
Timing and Frequency of collection:

Purpose:
Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

Saliva
Timing and Frequency of collection:

Purpose:
Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

Synovial Fluid
Volume:
Timing and Frequency of collection:
Site:
Surgical Field: or Aspiration:
Purpose:

Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

Fluid Specimen Collection - continued

Please choose from the following and provide requested information.

hitpffecap hss edufeC APTR esour ceAdministration/ProjectPrintSmartF orms?Project=com_webridge.entity. Entity % 58010 %560 2E43F 670652 54684 TBATEF ...

Other (e.g. cerebral spinal fluid, cheek cells, bronchial

lavage, stool, etc)

Describe specimen:

Volume:

Timing and Frequency of collection:

Purpose:

View: 2.61 Fluid Specimen Collection - continued

Help

Help

1850
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Within SOC
Describe testing and who will do testing:
Additional collection for research purposes
Describe testing and who will do testing:
1.0 Will specimens be sent to an individual or institution outside
of HSS? (i.e. external Central Laboratory) Yes . No
If yes, where/to whom and what testing will be done:
2.0 Is fluid being collected for genetic testing? ©® Yes ' No
If yes, describe testing:
3.0 Is fluid being stored for future testing? ® Yes ('No
If yes, describe testing:
The samples may be used for testing even after this study has been completed.
Further research tests may help us leam more about the disease and response to
drugs or treatment. However, future testing on the patient's biological samples may
be used for any type of biomedical research, which may or may not be related to
the purpose of this study. The results of these future tests will not be shared with
the patient.
Help
1D: 2014-233 View: 262 Tissue Specimens Collection
Help

Tissue Specimens Collection

1.0

2.0

hitpffecap hss edufeC APTR esour ceAdministration/ProjectPrintSmartF orms?Project=com_webridge.entity. Entity % 58010 %560 2E43F 670652 54684 TBATEF ...

Status of Tissue

FRESH
Will frozen tissue be needed? Yes Mo
How will it be delivered to Histopathology? Name/Extension/Beeper #.

FIXED/PARAFFIN EMBEDDED

¥ Bone
Site (Specific joint/area):
Femoral head, distal femur, proximal tibia

Purpose:
Within SOC
Describe testing and who will do testing:

¥ Additional collection for research purposes
Describe testing and who will do testing:
Specifically for THR, the femoral head will be collected intra-operatively from
standardized anatomic sites, (fovea and capsular reflection). For TKR, tissue
samples of the patella cartilage, distal femur and proximal tibia, and synovium
from the suprapatellar pouch will be collected intra-operatively.

Bone Marrow

Method of collection: Biopsy Aspirate
Site (Specific joint/area):

Purpose:
Within SOC
Describe testing and who will do testing:
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Additional collection for research purposes
Describe testing and who will do testing:

¥ Cartilage
Site (Specific joint/area):
Patellar cartilage

Purpose:
Within SOC
Describe testing and who will do testing:

¥ Additional collection for research purposes
Describe testing and who will do testing:

Meniscus
Site:
Purpose:
Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

Help
1D 2014-233 View: 262 Tissue Specimens Collection - continued

Help
Tissue Specimens Collection - continued

Retrieved Device for Biomechanical Testing
Site:

¥ Synovium
Site (specific joint/area):
Synovium from the suprapatellar pouch will be collected intra-operatively.

Purpose:
Within SOC
Describe testing and who will do testing:

¥ Additional collection for research purposes
Describe testing and who will do testing:

Other (i.e. punch biopsy, nucleus pulposus/annulus

fibrosus, or other collected tissue/biopsies)
Provide additional information:

Purpose:

Within SOC
Describe testing and who will do testing:

Additional collection for research purposes
Describe testing and who will do testing:

1.0 Will specimens be sent to an individual or institution outside
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of HSS? (i.e. external Central Laboratory) Yes ' No
If yes, where/to whom and what testing will be done:

20 Is tissue being collected for genetic testing? Yes ® No
If yes, describe testing:

3.0 Is tissue being stored for future testing?  Yes © ' No
If yes, describe testing:

Help
ID: 2014-233 View: 2.7 Data Collection
Help

Data Collection

1.0 Indicate what data will be collected.
PARTICIPANT INTAKE

New form location

1. Interest in electronic surveys

2. Symptom onset

3. Date of diagnosis

4. Ethnicity

5. Race

6. Highest level of completed education

7. Cument employment status

8. # other people at home

9. Personal income

10. Smoking history

11. Alcohol

12. Relative with RA/PsA/OA/broken hip

13. Other diseases in family

hitpffecap hss edufeC APR esour ceAdministration/ProjectPrintSmartForms ?Project=com webridge.entity. Entity %580ID %580 2E4 3F 6706254684 TEATER ... 21450
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Yes Private Office Charts  Please specify which private office: Goodman;
Alexiades, Bostrom, Comell, Figgie, Gonzalez Della Valle, Mayman, Pellici,
Salvati, Sculco, Su

No Registries  Please specify which registry:

Other Please specify:

Help
ID: 2014-233 View: 2.8 General Methods and Procedures
Help
General Methods and Procedures
1.0 * Are controls included in the study? ves
1.1 If yes, describe how they will be matched with the study subjects; state
whether the controls will have identical data recorded, or describe any
differences compared to the intervention subjects.
The cohort will include RA patients who do not flare and OA patients as our
comparator groups.
2.0
* Are all tests Standard of care? No
If not, identify which tests are not standard of care. What source of funds
will be used to pay for them (text box below):
Mone of the experimental tissue or serum sample collection is standard of care.
They will be paid for by the Pemis lab and Damell lab. Radiographs are standard
of care.
RF, CRP, ESR, and ACPA- are standard of care, as they may help determine
therapy in patients who flare. However, results are not always available on all TJR
patients We will apply for funding through the CTSC for missing labs to pay for
CRP, ESR, RF and ACPAs.
3.0 * Will surveys/questionnaires be used? Yes
4.0 * Does the study involve randomization? Mo
5.0 * Does your study included Placebo or No-Treatment Arm? No
6.0 * Does your study included Washout of Previous Medication?
No
7.0 Data collection sheet should be created for the study and
uploaded:
Name Version
Research Authorization Form 0.01
Help
1D: 2014-233 View: 2.83 Surveys and Questionnaires
Help

Surveys & Questionnaires
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Beta is the probability of accepting a false null hypothesis. It should be small.
PO is the value of the population proportion under the null hypothesis.
P1 is the value of the population proportion under the altemative hypothesis.

Summary Statements

A sample size of 47 achieves 81% power to detect a difference (P1-P0) of
-0.1600 using a

two-sided binomial test. The target significance level is 0.0500. The actual
significance level

achieved by this test is 0.0445. These results assume that the population
proportion under the

null hypothesis is 0.2600.

Power Analysis of One Proportion
Chart Section

s

We are estimating the rate of the flare rate in RA post-arthroplasty based on
previous data. However, if our estimates are wrong, we may be grossly
underpowered. Therefore, an interim analysis is planned. when we have collected
25 RA patients to ensure we are adequately powered to detect the primary
outcome of flare as previously defined.

« Alpha level: 0.05

« Beta or power level: 0.8 (80%)

= Primary outcome variable estimate (mean +/- 5.d. for continuous outcome,
frequency/percentage for categorical variable):

The primary outcome is rate of RA flare within 6 weeks of surgery. Since it's a
rate, no mean and s.d. are available.

» Number of groups being compared (use 1 for paired analysis within the
same subjects):

2 groups: RA — Flare vs. Non-Flare group for secondary outcome.

« Effect size or change expected between groups:

The expected effect size between the flare and non-flare group is 16%, but the
interim analysis will be performed after we collect 50 patients.

« Resulting number per group:

g [
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First Name  Middle Name  Last Name Title
Susan Goodman, MD  MD

Michael McNamara Research Assistant
Vivian Bykerk, MD Attending Physician

Help
ID: 2014-233 View: 3.0 IRB Application
Help

IRB Application

1.0 Please provide lay abstract:

The condition to be studied is worsening (flare) of theumatoid arthritis (RA) in
patients who have undergone arthroplasty. RA patients undergoing arthroplasty
most often have severe, efosive disease. If the rate of flare approaches the
estimated 26% rate suggested in a previous study for RA patients after
arthroplasty (Johnson ACR 2011), this could be of significance in regards to their
long term arthroplasty and disease outcomes. Patients who flare may not be able
to participate in the post-operative rehabilitation thought necessary for optimal
arthroplasty outcomes, and it may be difficult for patients who flare after
discontinuing immunosuppressant medications for surgery to regain remission or
low disease activity. Detailed clinical data collected longitudinally from RA
patients with severe erosive disease undergoing arthroplasty in conjunction with
further characterization of the molecular profile of blood and operative tissue could
provide valuable information to inform best practices for this patient group.

2.0 * Requested Review Type:
Expedited

3.0 Ancillary/lmpacted Services Review (select all that apply):
Note: Do not confuse the committees below with CRP or Research
Service Chief
Ancillary Committees
There are no items to display

4.0 * Is Genetic Testing involved in this study? yes

10 2014-233 View: 3.12 Expedited Qualification
Help
Expedited Qualification

If you check any of the items below, the study is qualified for EXPEDITED review status
under federal guidlines.

1.0 * Select all that apply:
CQuestion
1. Clinical studies of drugs and medical devices only when: (a) Research on
drugs for which an investigational new drug application (21 CFR Part 312) is
not required. (Mote: Research on marketed drugs that significantly increases
the risks or decreases the acceptability of the risks associated with the use
of the product is not eligible for expedited review). OR (b) Research on
medical devices for which (i) an investigational device exemption application
(21 CFR Part 812) is not required; or (i) the medical device is
cleared/approved for marketing and the medical device is being used in
accordance with its cleared/approved labeling.
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Question

2. This research involves only the collection of blood samples by finger
stick, heel stick, ear stick, or venipuncture from healthy, non-pregnant
adults or children where the amount of blood and frequency does not
exceed federal regulations for normal clinical care.

3. This research involves prospective collection of biological specimens for
research purposes by noninvasive means.

4. This research involves the collection of data through noninvasive
procedures (not involving general anesthesia or sedation) routinely employed
in clinical practice, excluding procedures involving X-rays or microwaves.

5. This research involves materials (data, documents, records, or

+ specimens) that have been collected or will be collected solely for
nonresearch purposes.

6. Collection of data from voice, video, digital, or image recordings made for
research purposes.

7. This research will be performed on individual or group characteristics
or behavior (including, but not limited to, research on perception,
cognition, motivation, identity, language, communication, cultural
beliefs or practices, and social behavior) or will employ a survey,
interview, oral history, focus group, program evaluation, human factors
evaluation, or quality assurance methodologies.

8. This research involves Continuing Review of study previously approved by
the convened IRB

9. This research involves Continuing Review of study which are not
conducted under an investigational new drug application or investigational
device exemption where categories two through eight do not apply but the
IRB has determined and documented at a convened meeting that the
research involves no greater than minimal risk and no additional risks have
been identified.

ID: 2014-233 View: 3.2 Risk/Benefit Assessment-Risks
Help
Assessment of Research Procedures

1.0 Describe any potential for direct benefits to participants in this
study:

Participants are not expected to benefit personally from this research study.
Participation in this study will not provide participants with any therapeutic
benefits, nor will it provide them with information regarding whether they are
genetically predisposed to developing any known ilinesses. This study includes
drawing blood for investigational procedures, which may not give participants
immediate benefit or any benefit. The knowledge gained may benefit others in the
future.

2.0 Describe any potential benefits to society:

Benefits for society may include providing further information about the genetic
basis of worsening of heumatoid arthritis as well as the development of safe and
effective therapies for that condition.

ID: 2014-233 View: 3.22 Minimal Risk
Help
Minimal Risk
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1.0

2.0
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The probability and magnitude of harm or discomfort anticipated in
the research are not greater in and of themselves than those
ordinarily encountered in daily life or during the performance of
routine physical or psychological examinations or tests. This
includes, but is not limited to, administration of non-invasive data
collection measures, collection of blood samples, collection of
existing data and observational studies

Please select the applicable tests with standard wording for
risks from the list below:

Name Description

A blood The risk of participating in this study is the risk of having your blood

draw  drawn. The risks of blood drawing include mild pain, bruising, and very
involvedrarely infection at the place of the needle insertion.

¥ Risk of breach of confidentiality, include the following:

Participation in this research involves the potential risk of a breach of
confidentiality of your health information that is stored. HSS tries to minimize
those risks by (i) removing some direct identifiers from information stored [i.e.
names, social security numbers, medical record numbers]; (i) securing, in a
separate location, and limiting access to information linking codes (i.e_, linkage
codes) assigned to the registry information with direct participant identifiers; and
(iii) limiting access to information stored to HSS investigators.

*Is any physical testing being done other than surveys,

questionnaires, etc?:
Yes

2.1 f yes, please list the testing being done and describe any
potential risks:

This study involves blood draws. The risks of blood drawing include mild pain,
bruising, and very rarely infection at the place of the needle insertion.

Help

ID: 2014-233 WView:. 3.3 Informed Consent Determination

Help

Informed Consent

1.0

2.0
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Indicate the types of consent that will be involved in this study
(check any or all that apply):

Informed Consent Category

Wiitten/signed consent by subject

Waivers: If you are applying for any waivers of consent (check

any or all that apply):
Name

Waiver of Consent
Waiver of Assent
Waiver of Parental Permission

Waiver of Written or Signed Consent (i.e. information sheets, telephone
consent, verbal script)

370
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3.0 * Will this study include non-english speaking participants?
Yes

4.0 If the study does not include non-english speaking
participants, please justify:

We do not have the personnel available to translate the study documents or obtain
consent in any languages other than English and Spanish.

5.0
Please provide assurance by checking the box below that the

study will make all possible efforts to collect Federally
mandated gender, race and ethnicity data for all subjects
included in the study.

¥ Agree

This will not be possible for the following reasons:

6.0 Will this study be posted at ClinicalTrials.gov?
® Yes ' No

If yes, please post at the site upon approval of the study by the IRB.
ClinicalTrials.gov requires that listings be updated every 12 months as well
as 30 days after Major Amendment approvals of a protocol. For more
information about what studies should be posted at the site and when to
update a posted study at the site, please visit the following website:
http://www.icmje.org/faq_clinical.html

IDx 2014-233 View: 3.31 Consent Forms & Process of Consent
Help
Consent Forms & Process of Consent

1.0
Good News! We've prepared several different types of

consent form templates with some of the information you have
already provided. Please follow the instructions below to

complete the process. Iéalyr term
ossary

Instructions:

1.1) Download the applicable consent form(s) to your machine
and modify as appropriate. Save the modified documents and
upload them in the following question.

=] Assent Form For Adolescent Participation In Research Study
=] Informed Consent To Participate In A Genetic Research Study
=] Informed Consent To Participate In Research

=] Informed Consent To Participate In Research Registry
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Help

ID: 2014-233 View: 3.7 HIPAA
Help
HIPAA

The Healthcare Insurance Portability and Accountability Act (HIPAA) prohibits the use of a
person's Protected Health Information without a valid authorization.

1.0 * Will this study record any information which can identify the

participants of this study?
Yes

2.0 * Will this study record information that if released, could
reasonably place participants at risk of criminal or civil law
suits?

No

3.0 * Will this study obtain or review information related to the

respondent’'s medical records or health?
Yes

4.0 HIPAA Waiver
Flow Chart

Select the option(s) which fits this study:
Name

Self reported medical information
Waiver of authorization requested (Full / Partial / Alteration)

1D: 2014-233 View: 3.71 Waiver of HIPAA Authorization

Help
Waiver of HIPAA Authorization

Pursuant to the Privacy Regulations of HIPAA, an IRB is only permitted to approve a
waiver of individual subjects’ authornization if it finds and documents specific criteria
relevant to the protection of subject privacy.

1.0
| am seeking:

A full waiver of subject authorization to use and disclose health
information during the course of the research study.

¥ A partial waiver of subject authorization to use and disclose
health information only for the purpose of:

Pre-operative identification and recruitment through the use of P5
Reporter, MMF, Clinstar, or other patient records and from the Total
Hip/Total Knee Replacement Patient Education Class. Information
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such as e-mail addresses, and phone numbers will be collected
post-operatively.

The following alteration to the authornization requirements:

2.0 * Who will have access to the health information needed for the
study? Please identify each person by name or category.
Example include: the investigator, the research staff, co-
investigators and their research staffs, and all research
monitors.

All co-investigators approved on the IRB protocol

3.0 * Please describe the risks to privacy presented by the
research and whether the research presents more than
minimal risk of harm to subjects’ privacy. Include a description
of what identifiers will be reviewed, collected, and stored; who
will have access to identified information; how access to study
data is controlled; who will monitor access to study data; and
where data will be stored:

Patient files will be reviewed to detemmine the presence of rheumatoid arthritis.
Identifiers that will be reviewed: name, address, telephone number, medical record
number, date of birth, type of procedure, operating surgeon, race/ethnicity,
laterality, zip code, admission date, gender.

Subject information will only be accessible to study co-investigators as listed on
the IRB protocol. All information will be stored in locked file cabinets and
password protected computer files to which only the approved research personnel
have access. Access to the study data will be monitored by the Principal
Investigator, Dr. Susan Goodman.

4.0
* Can the research be practicably carried out without the

waiver? Yes ® No

If it is impracticable to obtain individual authorization, please
describe why:

The waiver is necessary in order for the investigators to identify and recruit
potential subjects with rheumatoid arthritis.

5.0
* Can the research be practicably carried out without access to

and use of identified health information? Yes '® No
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If it is impracticable to conduct this research without access to
identified health information, please describe why:

Patients’ health information must be viewed in order to determine if they meet the
inclusion criteria to be eligible for the study.

6.0 * What is your plan to protect identifiers from improper use
and disclosure?

The data listed in this waiver will be maintained in locked file cabinets and in
password-protected computer files to which only the approved research personnel
have access. All research personnel with access to information covered by this
waiver are informed of the IRB, HIPAA, and ethics regulations goveming research
involving human subjects and are under the supervision of the Principal
Investigator.

7.0
* Will the patient identifiers be destroyed at the earliest

opportunity? = Yes ' MNo

If yes, describe the plan for destroying identifiers (e.g. how, by
whom, and when identifiers will be destroyed):

Any page containing patient identifiers will be destroyed by Dr. Goodman at the
earliest opportunity upon completion of the study.

If no, indicate the health or research justification for retaining the
identifiers:

8.0 * Explain how PHI will be acquired and used:

A Recruitment Flyer will be placed in the dictation cubbies and exam rooms of
participating surgeons. If a patient with a possible or previous diagnosis of RA
schedules an arthroplasty, members of the surgeon’s office will send the patient
information to the Research Staff using either the study e-mail address,
FlareStudy@hss. edu, or other secure forms of communication. Patients will be
identified pre-operatively by their treating surgeon or identified by screening
patients’ records prior to their pre-operative visit. They will receive a Study
Overview Sheet (see attached) either in the office, in the mail, or on the day of
surgery. They will have the opportunity to discuss any questions with the
research assistant/ research team member who will ensure they meet study
criteria (see screening sheet). In addition, patients may be identified and
recruited from the Total Hip /Total Knee Replacement Patient Education Class
by the research assistant. Finally, research assistants may use PS Reporter,
MMF, or Clinstar to identify patients before their pre-surgical screening visit, or
prior to their surgical procedure. We will request an IRB approved Waiver of
HIPAA Authorization.

9.0
Explain how PHI will be protected during this study:
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Subject privacy and confidentiality will be maintained through
the storage of study data in a password-protected computer
database maintained by the Pl and accessible only to the principal
investigator, in addition to other IRB approved study personnel.
Each subject will be assigned a unique study number for
identification in the study database. This unique study number will
not be derived from or related to information about the individual.
The key linking this unique study number to patient identifiers (i.e.
name, medical record number, date of birth, registry number,
etc...) will be maintained in a different password protected
database maintained by to which only will have access.

Ld

Subject privacy and confidentiality will be maintained through the storage of study
data in a password-protected computer database maintained by Dr. Goodman and
co-investigators and accessible only to the principal investigator (Dr. Goodman), in
addition to other IRB-approved study personnel. Each subject will be assigned a
unique study number for identification in the study database. This unique study
number will not be derived from or related to information about the individual. The
key linking this unique study number to patient identifiers (i.e. name, medical
record number, date of birth, registry number) will be maintained in a different
password-protected database (REDCap), separately from the data. Immediately
following data entry into the password-protected databases, the paper-based data
collection instruments will be stripped of all personal identifiers and stored in a
locked file cabinet maintained by Dr. Goodman. The page containing patient
identifiers will be stored separately in a locked file cabinet in Dr. Goodman'’s office,
and will be destroyed at the earfiest opportunity upon completion of the study.

10.0 - Justify your need to collect PHI on this study:

The waiver is necessary in order for the investigators to identify and recruit
potential subjects with rheumatoid arthritis.

Patients’ health information must be viewed in order to determmine if they meet the
inclusion criteria to be eligible for the study.

Help

1D: 2014-233 View: 3.72 HIFAA PHI Identifiers

PHI Identifiers

1.0
Identify the types of PHI collected:
Name

+ Questionnaires or Interviews
Billing Information or Databases
Mental Health Records
Data Registry

+ Hospital or Medical Records

Biological Samples

+ DNA Samples

Y
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Name
Other
1.1 If Other, please specify the type of PHI collected:
2.0
Select all the PHI Identifiers that apply:
Identifiers
Names
All geographic subdivisions smaller than a state:
Telephone Numbers
E-mail Addresses
Medical Record numbers
All elements of dates (except year) for dates related to an individual:
ID: 2014-233 View: 3.8 Data Safety Monitoring Plan
Help
Data Safety Monitoring Plan
1.0 * Check the one box below that most accurately reflects the
plan for data and safety monitoring for this study.
The study will be monitored only by the study investigators and/or sponsor.
1.1 If Other, Please specify your plan for data safety and
monitoring for the study. If no DSMB required, Please specify
why:
2.0 Describe the clinical criteria for withdrawing an individual
subject from the study due to safety or toxicity concerns:
3.0 Summarize any pre-specified criteria for stopping or changing
the study protocol due to safety concerns.
4.0 * Are there any plans to perform an interim efficacy analysis:
No
4.1 f you answered Yes, please describe the plans to conduct
an interim analysis.
1D: 2014-233 View: SF - Final Page
Help
Final Page
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You have completed your application!

Please hit "Continue" to finish the HSS Clinical Trial Form.

Please note that a submission may only be forwarded to the IRB by the Principal
Investigator. To do this, the Principal Investigator must press the "SUBMIT
STUDY" button in My Activities for this Study 1D:2014-233.

You can track the ongoing status of your submission by logging into the study
workspace.
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First Name  Middle Name  Last Name Title
Ed Purdue, PhD Associate Scientist
Karmmela Chan, M.D.

Bethany Syracuse

Caroline Reidy Manager

Jian Zhou

Edd Ricker

Sanjay Gupta Research Associate
Olga Troyanskaya

Michela Manni Post doctoral Fellow
Michael McNamara Research Assistant
Vivian Bykerk, MD Attending Physician
Woelsung Yi, PhD Research Assoc.
Cristina Rozo, Ph.D.

Caroline Jiang

Dana Orange, MD Assistant Attending
Victoria Yao

Posting date:
Name

Upon IRB approval

Post on this date:

Condition:
Arthritis

Other:

State the summary including number of patients, enroliment
period and duration of follow-up (use lay terms):

Researchers at Hospital for Special Surgery are trying to leam more about post-
operative theumatoid arthritis (RA) “flare” or worsening of disease. Specifically this
study hopes to understand RA flare after total joint replacement surgery and what
the result of flaring is over the course of a year. Eligible participants will be asked
a lot of questions about their RA, their mobility, etc.; we will also be drawing blood
to better understand a subject’s recuperation from joint replacement surgery.

We hope to leam how to better manage patients with rheumatoid arthritis when
having a joint replacement. For example, if RA patients who flare are unable to
participate in post-operative physical therapy and do worse one year after total
knee replacement and total hip replacement, perhaps more effective treatment
could be developed. The study will also help us to identify early factors that may
influence long-term outcomes of joint replacements in RA patients.

Participation in this study will continue over the course of one year, and involves a
total of 4 study visits and 9 phone calls as well as several blood draws. The visits
and blood draws will, whenever possible, occur at the time of routinely scheduled
visits. Subjects will have the opportunity to discuss any questions with the
research team members, their surgeon and/or their treating rheumatologist.
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