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Vasculitis trials and studies

e Active In Canada
— ARCHIVE
— PACNS reqistry
— VCRC longitudinal study
— GCA and MRI (McMaster — Khalidi)
— VCRC AGATA GCA/TA
— EUVAS/VCRC/International PEXIVAS
— VCRC one-time DNA + C. Siminovitch (Toronto)



VCRC longitudinal study

e Hamilton, Toronto
e GCA, TA, PAN, MPA/GPA, CSS

* VIsIts every
— 3 months for 2 years then yearly
— Every year



VCRC longitudinal study
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AGATA LVV
VCRC 5523 (and 5522 for GPA)

CTLA4-Ig

2 Hamilton
1 Toronto

Total 39
33+33 Needed

Prednisone 40-60 mg / day with a standardized prednisone taper
+

Abatacept 10mg/kg IV on days 1, 15, 29 and week 8

.

Is patient in remission at week 12 visit ?

Yes

No

Stop abatacept

Randomization

With Double Blinded Treatment Assignment

/\

Abatacept 10mg/kg IV every 28 days
+

Continued prednisone taper

Placebo IV every 28 days
+

Continued prednisone taper

v

Continued Remission

Relapse

,

Common Closing Date:
1 Year after randomization of the Final
Participant for each disease

i

Y

Stop abatacept/placebo

| '

Post Treatment visits — 4, 12, and 24 weeks after stopping abatacept or abatacept/placebo




McMaster's GCA / MRI study

Dr. Khalidl
Dr. Clements -Baker
Dr. Rebello

Dr. loannidis

Bley et al. Ann Rheum Dis 2009;68:1369-1370
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PEXIVAS
a RCT of plasma exchange and
glucocorticoid dosing in ANCA
associated vasculitis

On behalf of the PEXIVAS Trial Group

VASCULITIS
CLINICAL
RESEARCH
CONSORTIUM

SYAIX3d SYAIX3d SYAIXAd SYAIX3d SYAIX3d



Eligibility

Inclusion Exclusion
e New or Previously e <18 years old (<15 in peds centres)
diagnosed GPA or MPA e Concomitant anti-GBM or other

non-AAV vasculitis

« ANCA + (by ELISA)

e Current “severe”

* Pregnant
 Received significant therapy for

manifestation this presentation already
— GN with eGFR <50 ml/min — >11V dose or 2 weeks CYC
— Lung hemorrhage — >1 dose RTX within 1 month

— >14 days pred >30 mg/day
e Likely has ESRD already

e PLEX or other trial therapy,
mandated or contraindicate

e |Informed Consent or
Deferred Consent

SYAIX Id SYAIXId SYAIXAd SYAIX3d SYAIX3d




[ Severe AAV ]

[ Cyclophosphamide
Or Rituximab

Adjunctive Plasma ]
Exchange

[ No Plasma Exchange ]

N

[

Standard-Dose
GC

|

Reduced Dose
GC

) |

Standard-Dose
GC

|

Reduced Dose
GC

J

ESRD

Death

SYAIX3d SYAIX3d SYAIXAd SYAIX3d SYAIX3d



Study follow -up

« Common study termination point

 Minimal follow -up =2 years

e Recruitment over 5 years
- Maximal follow-up = 7 years



Outcomes

* Primary
— Composite of ESRD or death
e Secondary
— Sustained remission at 12 months
— Adverse events
— Health related quality of life
— ESRD
— Death
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SYAIX3d SYAIX3d SYAIXAd SYAIX3d SYAIX3d
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» PEXIVAS Recruitment
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Canada (6 June 2011)

2 from St Joseph's Hospital, Hamilton, Ontario, Canada
2 from University of Alberta, Edmonton, Alberta, Canada

London, ON
St Michael’s, ON

SYAIX3d SYAIX3d SYAIXAd SYAIX3d SYAIX3d




VCRC Genetic Repository
One-Time DNA Protocol

e VCRC 5510
e AIMS
— Collect clinical data and DNA on patients with
GCA, TA, PAN, GPA, MPA, CSS

— Discover genetic markers that increase the
risk of developing vasculitis

— Discover genetic markers linked with certain
symptoms of vasculitis

e 93/1,300 patients so far



VCRC Genetic Repository
One-Time DNA Protocol

e GWAS

 Candidate -gene studies and fine -scale
genotyping

o 2 x 10ml vials (purple top tubes)
e Sent to BU Genetics Lab. (code bar)

e Local REB approval



Patients reported outcome
studies / driven surveys

 VCRC Reproductive Health in Men and
Women with Vasculitis



VCRC patient registry

http://rarediseasesnetwork.epi.usf.edu/vcrc/index.h tm

RDCAN Home | View All Open Stugies

cuLiTis CuNicaL ReseARcH CONSORTIUM

Welcome! The Vasaulitis Clinical Research Consortium (VCRC) is an integrated group of academic medical centers, patient support organizations, and
dinical research resources dedicated to conducting dinical research in different forms of vasculitis. It is our goal to improve the care of patients with
Wegener's granulomatosis, microscopic polyangiitis, Churg-Strauss syndrome, polyarteritis nodosa, Takayasu's arteritis, and giant cell (temporal)
arteritis.

We Can Help You:

* Become aware of dinical research and dinical trial oppor tunities
« Connect with expert doctors
* Connect with patient support
What Is The s Gethelp ;‘ma?ag;ng your diseg;:eups
former b INFORMATT
Patients:
o 4 FOR PHysiclaNs
Take Action r Diseases defined...

e L E'A[\\f!p(\)[;é TAKE Refer a Patient

e ACTION
Links and Resources
Unsure of a condition or locking to learn Updated! Find Information About Current .
Information For more? Look below to find definitions and Research Studies See also: Information for
Physicians more helpful information. Investigators
5 How Can I Help? - Wh r Participation New! Download the VCRC Contact
ﬁ:orm_a‘::::r + Churg-Strauss Syndrome (CSS) Matters... Registry Paper Form
+ Giant Cell (Temporal) Arteritis (GCA) >
News And ) , . VCRC News ]
publications + Granulomatosis with Polyangiitis JOln(hc and Publications
(Wegener's) (GPA) Regi VCRC Contact
Participating i " egistry .
> icroscopic Polyangiitis (MPA) New England Vasculitis
Clinical Centers ¥ Learn more: about Foundation Health Ca
contact + Polyarteritis Nodosa (PAN) o Pringthe VCRC pr‘;m A roge; - re
n ontact Registry
Information + Takayasu's Arteritis (TAK) Saturday, March 19, 2011, 7 am
to 11:15 am
RDCRN 1 ; What is a Clinical Trial? Doubletree Guest Suites Hotel -
Useful Links
EAESA%%CH ) , Boston/Waltham
LOGIN RS Glossary of Terms Find Patient Support or Advocacy Groups View Full Announcement >
- Frequently Asked Questions Vasculitis Foundation New
England Conference and

I Concert



Jennifer Harris

Jennder Uoyd; Jennder

To:
S?l:ieet: Mww%mmmm

VASCULITIS
' CLINICAL _
‘ RESEARCH }

CONSORTIUM

Visit us at: www.RareDiseasesNetwork.org/

The Rare Dizeazes Chnical Research Network Wil moike eveyy offrt 0 envoll ol the patients we Can, 2ut we Canot moke 2Ny Quaraniees
meh‘mmm“bmmhmmﬂm.mﬂﬂmhlmm

i Stay Informed!
We have a brand new on-line Woo wmnt 0 hua you infommnd wilh e

research study open that might be e news 20 mmmaton Keegha

of interest to you! Please read be done quickly and easly on the Web:
below for more information.

Dear Jennifer Schaubdie Lioyd

You are inviied 0 paridpate in an on-iine research study being conducted DY
he Vascultis Ciinical Research Consortium (VCRC) under the direction of Dr.
Meagan Clowse, from Duke University Medical Center and VCRC

Investigators at the Univessity of South Florda.

Purposs and Background

The purpose of this study is o l2am about reproductive heaith, Including
fertity and pregnancies, In peopie with vascultis.

Who Can Take This Survey?

Eoth men and woman with vascullts age 18 and oider can participate n this
study.

What This Study Invoives

This study consists of an onfine survey. You will be asked %0 provide answers
10 3 sefies of QuesIons related 1o YOur reproductive Nealth and vascullls. The
consent form expiaing e resaarch study and your part In the study. If you
decide to participate In this confidentlal research you il be directed 1o the
survey aner you read the consent form and choose that you woud Ike to
participate. The survey should take about 20-30 minutes of your time.

I you want to participate In tis study , piease dlick here.
3t we W De atie
not 3G your a0ATy 1 rECehe Cart X Iy Of our CInical Centers or fom other physicans.

467 responded
after 3 emall
campaigns



VCRC Reproductive Health In
Men and Women with Vasculitis

* Online questionnaire
— 16 pages
— Electronic ICF

e AIMS
— Compare infertility rate
with or without CYC

— Compare pregnhancy
complication rate before
vs after vasculitis onset

VCRC Reproductive Health Survey

Reproductive Health Survey
Thank you for volunteering to take part in this important survey

There is a great need for patients and doctors to understand

i) how having vasculitis and its treatment impact a patient’s ability to have children;

i) how vasculitiz in 3 pregnant woman affects the courze of 3 pregnancy and the health of the
newbomn;

i) how pregnancy impacts vasculitiz; and

iv) other issues surrounding reproductive health for both women and men with vasculitis.

We azk women and men of all agez who have had vazculitis to complete the entire survey. The
Vasculitis Qinical Research Consortium is conducting this research to collect data directly from patients
to better understand many of theze complex izsues that are zo vitally important to patients with
vazculits.

Piease be awore that as you answer some of the questions, your screen may freeze ond fiicker for o few
) ¥ rJ 4 4

seconds as new information is dispicyed. This is normal for thiz program and is supposed to hoppen. If

you need more time to complete the survey, you €an save your answers ond come back to the survey ot

another time. You will need to click submit ot the end of the survey for your answers to be submitted.
Demographic Information

1. Whatis your age? (years)

2. Please select the option that best describes your highest level of education.

O Didn"t go to school O Some college or Aszociate Degree

C Grade zchool (1-4 yearz) QO College graduate or Baccalaureate Degree
QO Grade =chool (5-8 years) O Some poz-graduate or professional

O Some high school (9-11 years) O Master's Degree

QO High =chool dipioma or GED O Doctoral Degree (Ph.D., M.D., J.D., etc)

C Vocational or training school

3. Which zelection best describes your current marital status?

O Married O Divorced
O Single O Widowed
QO Separated O Not married, but in a committed relationzhip

4. Pleaze indicate the best dezcription of your race. You may zelect more than one option

D American Indian orAlaska Native D White
D Azian D Unknown or not reported
|:’ Biack or African American D Prefer not to answer

[ Native Hawaiizn or OtherPacific lslander



Patients driven survey /
reported outcome studies

VCRC Reproductive Health in Men and
Women with Vasculitis

VCRC Pregnancy registry
VCRC patient illness perception

Edmonton study



Trials and studies

e Projects in Canada

— Patients driven survey

— DCVAS

— CanVasc database/cohort
— Sherbrooke practice survey

— Canadian recommendations for diagnosis,
management and follow-up



DCVAS

Diagnostic and Classification
Criteria for Systemic Vasculitis

STUDY OVERVIEW




DCVAS

 Each center willing to participate to
contact Rashid Lugmani

dcvas@ndorms.ox.ac.uk

e Each center will need local REB
approval

o US $15 per patients with full set of data
(US $10 if paper sheet)



CanVasc database/cohort

e 2 options
— Paper record form to send to CanVasc

— Locally stored Access® CanVasc database
(duplicate = synchronizable)

* Every center/MD can participate
— Local REB approval
— Focus on CSS and Takayasu

* Retrospective and prospective



Important ongoing trials and
studies outside Canada

VCRC AGATA GPA 5522

CORTAGE pg | F
CHUSPAN2 3 -
REMAIN
MYCYC
MAINRITSAN




(Possibly) important study
projects outside Canada

* Rituximab for maintenance (EUVAS)
o Gusperimus In AAV
 Mepolizumab In CSS



(Possibly) important study
projects outside Canada

Rituximab for maintenance
Gusperimus
Mepolizumab

Apremilast

Belimumab

Anti-1L6 receptor
Complement inhibitors



Conclusions

 Enroll patients in cohorts/studies/trials!!
— Rare diseases
— New treatments
— Drug cost coverage

e Don’t jump over the gun!



