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e Dr. Simon Carette
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Learning Outcomes

1. To understand the pathology, pathophysiology of the inflammatory
response, and epidemiology of vasculitis as it relates to the size of
the vessels involved.

2. To review the spectrum of vasculitis.

3. To learn about the various therapeutic options in treating patients
with vasculitis.

4. To discuss issues pertinent to various specialties (internal
medicine, rhneumatology, nephrology and respirology) including
collaboration on research activities and ongoing trials in Canada.



Meeting Program

Part 1 — Moderation, Dr. S. Carette
CanVasc recommendations for the management of ANCA-associated vasculitis &
SUIEShIE General update on the management of ANCA-associated vasculitides Dr. C. Pagnoux
9h30-10h00 Update on large vessel vasculitides (LVV) Dr. N. Khalidi and Dr. N. Milman
10h00-10h30 Update on genetic studies in vasculitis Dr. K. Siminovitch
10h30-10h45 Break
Part 2 — Moderation, Dr. C. Pagnoux
. Guest Speaker: DR. CAROL LANGFORD
10h45-11h45 Treatment of vasculitis (Cleveland Vasculitis Clinic)
11h45-13h00 Lunch
Part 3 — Moderation, Dr. N. Khalidi
13h00-13h05 CanVasc (Website and educational activities) Dr. C. Pagnoux
13h05-13h20 Vasculitis Foundation Canada (Patient support group) Mr. J. Stewart
13h20-14h45 Ongoing activities and studies on vasculitis in Canadian CanVasc centers All CanVasc core members
14h45-15h00 Break
. .. Drs C. Pagnoux, M. Walsh,
15h00-16h25 Ongoing enrolment for studies in Canada N. Khalidi, S. Carette
16h25-16h30 Conclusion Dr. C. Pagnoux




CanVasc recommendations for the management of
ANCA-associated vasculitis

Dr. C. Pagnoux



Disclosures

e Consulting and speaker fees

— Hoffmann-La Roche
— BMS

« Advisory boards
— Hoffmann-La Roche
— GSK

« Educational subventions (CanVasc)
— Hoffmann-La Roche
— Terumo BCT
— Abbott Immunology
— BMS
— Pfizer-Amgen
— Janssen-Cilag
— Euroimmun




2012 Chapel hill Nomenclature

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schéniein)
Hypocomplementemic Urticariol Vasculitis
(Anti-C1g Vasculitis)

Medium Vessel Vasculitis

Palyarteritis Nodosa I Anti-GBM Disease 1
Kawasaki Disease

|

A |

|

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis
]‘ Granwomatosis with Polyangiitis
l {Wegener's)
Large Vessel Vasculitis Easinephinc Granulomarasis with Palyangiitis
Takayasu Arteritis (Churg-Strauss)
Glant Cell Arteritis

Jennette et al. Arthritis Rheum. 2013



GENETIC AND RELAPSES
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Paul & Lyons, Ph.DC., Tim F. Rayner, Ph.D., Sapna Trivedi, M.R.C.P., M.Fhil,|
Julia U, Halle, .0, Ph.Dv, Richard & Watts, DM, F.RCFP., David RW. Jayne, M D, F.R.CP,

Bo Baslund, M., Ph.D., Paul BI".I"I'II"I"E':.'. Fh.., Annette Bruchfeld, M., Ph.D., ﬁthhn‘_-i“'[jun Of (.}]—lillllll\]'ﬂ{lfﬂhjh “"i[l] ]'—'“h'unuii[ih {E"I'JL'#L‘"L'I'LH}
Afz anry ) Willerm Cohe ey ag WL L s 1 o e L
Afzal N. Chaudhry, PhD., F.R.CP., Jan Willem Cohen Ter aert, M.C PhD, With HLA-DPBI#*04 and SEMA6A Gene Variants
Fanos Deloukas, Ph.D., Conleth Feighery, M.D., Woalfgang L. Gross, M.D., Fh.D.,
Loic Guillevin, M. D, Iva Gunnarssen, M.C., Ph.D., Lorraine Harper MR.CFP. PhD., : . )
Zdenka Hrugkovd, M.D., Mark A. Little, M.R.C.P.L, PhD., Davide Martorana, PhD., Evidence From Genome-Wide Analysis
Thomas Meurnann, M.C., Sophie Chlsson, MO, Ph.D., Sandosh Padmanabhan, M D, PhD,
Charles . Pusey, On.5c., F.Med 5ci., Alan D Salama, F.RCP., FhD., Giung Xie,' Delnne Roshandel,! Richard Sherva,” Paul A, Monach,” Emily Yue Lu."
|an-Stephan F. Sanders, M.D., Ph.D., Caroline ©. Savage, F.Med.5d., Ph.D., Tabitha Kung," Keisha Carrington,' Sieven 5. Zhang,' Sara L. Puli,' Stephan Ripke,”
Marten Segelmark, MO, Ph.D., Coen A Stegermnan, M.D., Ph.D., WMadimir Tesaf, M.0., Ph.D., ?”:.n:lu:. JL‘T:::I Iﬂ’:rfl,f;l'I:;.Ill;"aj:hrjIf-”:f::‘-.,:-L||f-:::L:f'[ '|:;.”'.II ;i.fllu;:rt:“}': ﬁ:{:: ,:E:tfln
A ctry W i I 5 Y Cha Wiarrarelk I 5 | e e 5 Al s H |. M L, Wi A i r L - W, ¥ - b
ALIgUSIC ""_-'?h 0, M [ FhD., StefanWieczorek, M I: B '_nl‘-_'m!_n ilde, M.D., Robert F. Spiera,' lohn H, Stone,” Steven B, Yiterberg,"' Soumyn Raychavdburi, ™
Jochen Zwerina, M.D., Andrew | Rees, M.B., F.Med.5d., David G. Clayton, ML.A, Poul 1. W, de Bakker,! Lindsay A. Furrer,” Christopher 1. Amos,'" Peter A, Merkel,'’
and Kenneth G.C. Smith, F.Med 5ci., Ph.Dn pnd Kaithering A, Siminoviich'™

N Engl J Med 2012; 367:214-223
Arthritis & Rheumatism 2013; 65 (9):2457-2468




A Time to First Relapse after Complete Remission,
According to Treatment
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B Time to First Relapse after Complete Remission,
According to Baseline Type of ANCA
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76 in the rituximab group who had a CR

24 (32%) relapsed before M18

70 in the had a CR

20 (

(P=0.16)

The NEW ENGLAND

JOURNAL o MEDICINE
Specks U et al. N Engl J Med 2013;369:417-427




Objectives

 Review how CanVasc developed the
recommendations

* Review the most important CanVasc
recommendations for the management of
ANCA vasculitis

 Understand the indications of the main
drugs and biologics In the treatment of
ANCA vasculitis



CanVasc founded in November 2010

CanVasc Objectives

The CanVasc group was officially created the 1st Movember 2010, in Toronto.
The proposed CanVasc objectives are to:

1. organize a dedicated health and research network with identification of referral {multidisciplinary) centers across Canada for
patients with vasculitis. Establishment and regular updates of Recommendations for the diagnostic and therapeutic
management of patients is part of this objective.

2. initiate, conduct, and promote studies (from CanVasc, VCRC or other vasculitis research groups) on vasculitides across Canada
(epidemiclogical, observational, fundamental and, ultimately, therapeutic studies), using an efficient, established and rapidly
mobilisable network.

3. develop educational and awareness programs for health care providers (training sessions, fellowship, annual meeting... ).

4 stand as the Canadian referral group to identify needs in vasculitis and consider new drug approvals for vasculitis in Canada
(advisory group).




Process

o Establishment and regular updates
of recommendations for the diagnostic
and therapeutic management of patients

with ANCA-associated vasculitis

 Needs assessment questionnaire
— CRA members
— CanVasc member list

— CTS (respirology) + CSN (nephrology)
— Including pediatricians, and some GIM



Process

- 37 identified questions

 Review of literature on these questions
— existing recommendations
— PubMed + grey literature + proceedings since 2008

« Writing of draft 1 with grading of evidence



Process

* Revised draft (2) - 07/2014

* Revised draft (2)
- CanVasc core members
+ subgroups (CTS, CSN, CRA members)

—> Patient association (VF Canada)
- Nurses






These are NOT guidelines!

— but the final document satisfies most of the
AGREE Il items and domains
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Dissemination plan & the future

e CanVasc 2014 conference

e Canadian journal — short version

* Printed hand-outs — short and long versions
e CanVasc website (http://www.canvasc.ca)

« Various presentations

e Education material

 Updates
« Evaluation of its use and impact in practice


http://www.canvasc.ca/

Drs. Lucy McGeoch (adult rheumatology), Marinka Twilt (pediatric rheumatology)

CanVasc core members/Co-authors/Principal reviewers of all drafts:

Drs. Volodko Bakowsky, Lillian Barra, Susan Benseler, David Cabral, Simon
Carette, Navjot Dhindsa, Leilani Famorca, Aurore Fifi-Mah, Michele Goulet, Nader
Khalidi, Majed Khraishi, Patrick Liang, Nataliya Milman, Christian Pineau, Nooshin
Samadi, Kam Shojania, Regina Taylor-Gjevre, Tanveer Towheed, Judith Trudeau,
Elaine Yacyshyn

CanVasc associated members/Co-authors/Principal reviewers of all drafts:
Drs. Gerald P. Cox, Christine Dipchand, Heather Reich, Michael Walsh

Additional reviewers for Draft 2:

Drs. Maria Bagovich, Claire Barber, Joanne Bargman, Ken Bloka, Gilles Boire,
Boussier, Robert Ferrari, Michele Hladunewich, Susan Huang, Jacob Karsch, Kim
Legaut, Emil Nashi, Nathalie Roy, Evelyn Sutton, Yves Troyanov, Pearce G. Wilcox

VF Canada: John Stewart, Katherine Smith, Barbara Tuntoglu (board)

Sandra Messier







Update on large vessel vasculitides (LVV)

Dr. N. Khalidi
Dr. N. Milman
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Large Vessel Vasculitis Year in
Review

Nader A. Khalidi, MD, FRCPC
Associate Professor

CanVasc 2014 Toronto
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Objectives

1. Update Imaging in GCA LVV

2. Update Treatment options in LVV

3. Update Relapse ratesin LVV



Giant Cell Arteritis: Diagnostic Accuracy of MR
Imaging of Superficial Cranial Arteries in Initial
Diagnosis-Results from a Multicenter Trial

*| 85 patients suspected of having GCA were included in a prospective
three—university medical center trial

*GCA was diagnosed or excluded clinically in all patients (reference
standard [final clinical diagnosis])

In 53.0% of patients (98 of 185), temporal artery biopsy (TAB) was
performed (diagnostic standard [TAB]).

Klink et al Radiology 2014 Aug 6:140056. [Epub ahead of print]



Giant Cell Arteritis: Diagnostic Accuracy of MR
Imaging of Superficial Cranial Arteries in Initial
Diagnosis-Results from a Multicenter Trial

MRI of superficial cranial arteries

n=185
Reference standard: Gold standard:
Final clinical diagnosis TAB
ﬁ
(Total study cohort) (TAB subcohort)
n= 185 n=98
GCA positive GCA negative TAB positive TAB negative

n=102

n=83 n=62 n=236

Klink et al Radiology 2014 Aug 6:140056. [Epub ahead of print]



Giant Cell Arteritis: Diagnostic Accuracy of MR
Imaging of Superficial Cranial Arteries in Initial
Diagnosis-Results from a Multicenter Trial

Klink et al Radiology 2014 Aug 6:140056. [Epub ahead of print]



Giant Cell Arteritis: Diagnostic Accuracy of MR
Imaging of Superficial Cranial Arteries in Initial
Diagnosis-Results from a Multicenter Trial

Sensitivity of MR imaging was 78.4% and specificity was 90.4% for the
total study cohort

* Sensitivity was 88.7% and specificity was 75.0% for the TAB subcohort
(first observer).

*Diagnostic accuracy was comparable for both observers, with good

interobserver agreement (TAB subcohort, K = 0.718; total study cohort,
K = 0.676).

Klink et al Radiology 2014 Aug 6:140056. [Epub ahead of print]



Giant Cell Arteritis: Diagnostic Accuracy of MR
Imaging of Superficial Cranial Arteries in Initial
Diagnosis-Results from a Multicenter Trial

*Diagnostic accuracy of MR imaging was high in patients without and
with sCS therapy for 5 days or fewer (area under the curve, 20.9) and
was decreased in patients receiving sCS therapy for 6—14 days.

Klink et al Radiology 2014 Aug 6:140056. [Epub ahead of print]



MRI for TA in GCA

|91 patients were screened and |71 were included in our
study.

MRI showed abnormal scalp arteries in 60 patients (35.1%)
while biopsy was positive in 31 (18.1%).

MRI was positive in 29 of those 3| patients with positive
TAB (Sensitivity 93.6%).

Rhéaume et al, Giant Cell Arteritis and MRI Evaluation of the cranial arteries
2014 ACR Accepted as oral presentation



Positron emission tomography assessment
of large vessel inflammation in patients with
newly diagnosed, biopsy-proven giant cell
arteritis: a prospective, case-control study

32 consecutive, biopsy-proven, GCA patients
treated with glucocorticoids for <3 days were included.

*The control group consisted of 20 individuals, who
underwent PET/CT for cancer staging.

*Mean Standardized Uptake Value (SUV) was significantly higher in
patients than in controls in all vessels explored and correlated with

acute-phase reactants and serum |L-6.

*Yielded a sensitivity of 80% and a specificity of 79% for GCA diagnosis.

Prieto-Gonzalez S, et al. Ann Rheum Dis 2014;73:1388-1392. doi:10.1 136/annrheumdis-201 3-
204572



Positron emission tomography assessment
of large vessel inflammation in patients with
newly diagnosed, biopsy-proven giant cell
arteritis: a prospective, case-control study

*A limitation of PET as a diagnostic tool is the lack of a standardised
definition of vascular inflammation based on the intensity of
| 8fluorodeoxyglucose (FDG) uptake.

*Visual assessment of intensively positive cases may
be clear, there is no consensus about the minimal
intensity of FDG uptake necessary to define vascular
inflammation

*Atherosclerosis and ageing may increase vascular FDG uptake,

potentially leading to vasculitis overdiagnosis.

Prieto-Gonzalez S, et al. Ann Rheum Dis 2014;73:1388-1392. doi:10.1 136/annrheumdis-201 3-
204572



Leflunomide in GCA and
PMR

*Patients with difficult-to-treat GCA and PMR
retrospectively identified in the period from 2010 to 201 3.

*The doses of corticosteroids and CRP values were noted

before, after three months, and at the end
of the treatment with leflunomide

Daimontopoulos et al BioMed Research International Volume 2013, Article ID 120638, 3 pages



Leflunomide in GCA and
PMR : Results

*23 patients were identified (12 with PMR and | | with
GCA).
*In PMR patients

-reduction of émg/dL (Cl 95% —10.9-34.2, P =

0.05) in CRP and 3.7mg (Cl 95% 0.5-7.0,P =
0.03) in prednisolone dose was observed

eIn GCA patients
-reduction was 12.4mg/dL(Cl 95% 0.7-25.5,

P =0.06) in CRP and 6.6mg (Cl 95% 2.8—-10.3,
P <0.01) in prednisolone dose

Daimontopoulos et al BioMed Research International Volume 2013, Article ID 120638, 3 pages



Angiotensin || Receptor
Blockers in GCA

*ls concomitant treatment with angiotensin-converting
enzyme inhibitors (ACEl) or angiotensin receptor
blockers(ARB) associated with changes in the outcome of
patients with giant cell arteritis(GCA)!?

M.A.Alba et al SeminarsinArthritisandRheumatism43(2014)772-777



Angiotensin || Receptor
Blockers in GCA

e Cohort of 106 patients with biopsy proven GCA
*Longitudinally followed up for close to 8 years

*Patients were stratified according to their treatment with
ACEI,ARB,or no ACEI/ARB.

M.A.Alba et al SeminarsinArthritisandRheumatism43(2014)772-777



Angiotensin || Receptor
Blockers in GCA

* Time to first relapse
* Number of flares

*Time to achieve a stable prednisone dose of
< |0mg/day and <5 mg/day with no relapses

*Time required to completely discontinue prednisone

eCumulative dose of prednisone received during the first
year

M.A.Alba et al SeminarsinArthritisandRheumatism43(2014)772-777



Angiotensin || Receptor
Blockers in GCA

*Patients receiving ARB presented a significantly longer
relapse-free survival than patients treated with ACEI or
patients not receiving ACEI/ARB(p = 0.02).

*The adjusted hazard ratio for relapses in patients treated
with ARB was 0.32 (95% CI:0.12-0.81,p = 0.017).

*Patients who received ARB achieved a prednisone

maintenance dose of <|0mg/day faster than all other
patients(p = 0.0002).

M.A.Alba et al Seminars in Arthritis and Rheumatism 43(2014)772-777



Angiotensin || Receptor
Blockers in GCA

*Conclusions: Addition of ARB to glucocorticoids is
associated with lower relapse rate and more prolonged
disease-free survival in patients with GCA.

M.A.Alba et al Seminars in Arthritis and Rheumatism 43(2014)772-777



Relapses in GCA

*This group also looked at prevalence, timing, and
characteristics of relapses in patients with GCA

*Analyzed whether a relapsing course is associated with
disease-related complications, increased glucocorticoid

(GC) doses, and GC-related
adverse effects.

M.A.Alba et al Medicine * Yolume 93, Number 5, July 2014



Relapses in GCA

*Relapses were defined as reappearance of disease-related
symptoms requiring treatment adjustment

*Relapses were classified into 4 categories:
-Polymyalgia rheumatica (PMR)
-Cranial symptoms (including ischemic

complications)
-Systemic disease
-Symptomatic large vessel involvement
(Extremity claudication).

M.A.Alba et al Medicine * Yolume 93, Number 5, July 2014



Relapses in GCA: Results

*68 patients (64%) experienced at least | relapse,and 38
(36%) experienced 2 or more.

*First relapse
-PMR in 51%
-Cranial symptoms in 31%,
-Systemic complaints in 18%
-Symptomatic LVV 0%

M.A.Alba et al Medicine * Yolume 93, Number 5, July 2014



Relapses in GCA: Results

*Relapses appeared predominantly, but not exclusively, within
the first 2 years of treatment

*Only | patient developed visual loss

*Osteoporosis was more common in patients with
relapses compared to those without (65% vs 32%, p=0.001).

*Cumulated prednisone dose during the first year was
significantly higher in relapsing patients (6.21 vs 5.40g,
p=0.015).

M.A.Alba et al Medicine * Yolume 93, Number 5, July 2014



Tocilizumab in LYV

*| 6 patients (14 women/2 men) with refractory aortitis
diagnosed by imaging (CT angiography, MR angiography,
and/or PET) were treated with TCZ.

*The underlying conditions were: Takayasu arteritis (TAK)
(n=7 cases), giant cell arteritis (GCA) (n=7), relapsing
polychondritis (RP) (n=1), and aortitis associated with
retroperitoneal fibrosis (n=1).

Loricera et al Clin Exp Rheum May-Jun;32(3 Suppl 82):S79-89. Epub 2014 May 15.



Tocilizumab in LYV

* In all patient with GCA and in the patient with aortitis
associated with retroperitoneal fibrosis TCZ was the first
biologic drug used but in only 2 of 7 TAK patients.

*In the remaining cases anti- I NF inhibitors were prescribed
before TCZ (standard dose was 8 mg/kg/iv/4 weeks).

Loricera et al Clin Exp Rheum May-Jun;32(3 Suppl 82):S79-89. Epub 2014 May 15.



Tocilizumab in LYV

* After a meanxSD follow-up of |1.846.6 months most patients
experienced clinical improvement, showing reduction of erythrocyte
sedimentation rate from 43+36 mm/|st h to 5£4 mm/Ist h at last visit.

*At TCZ onset, 25% of patients had fever and 19% polymyalgia
rheumatica

*These manifestations disappeared after 3 months of TCZ therapy.

*A corticosteroid sparing effect was also achieved (from 27.3+17.6
mg/day of prednisone at TCZ onset to 4.2+3.8 mg/day at last visit).

*TCZ had to be discontinued in a patient because of severe
neutropenia.

Loricera et al Clin Exp Rheum May-Jun;32(3 Suppl 82):S79-89. Epub 2014 May 15.



Conclusions

*MRI has a high NPV and if negative, one can opt not to do
a TAB

*PET/CT scan can be used diagnostically to show GCA LVV
but not for temporal artery

Leflunomide looks promising in LVV

eActemra deserves further study in LVV and is being studied
currently for GCA in GIACTA

*ARB’s are a fascinating adjunct that should probably be
used more to help reduce amount of steroids in LVV

M.A.Alba et al Medicine * Yolume 93, Number 5, July 2014



Update on genetic studies in vasculitis

Dr. K. Siminovitch
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2014 CanVasc meeting

&

Treatment of vasculitis

Special Guest Speaker: Dr. Carol Langford

(Cleveland Vasculitis Clinic)
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CanVasc

(Website and educational activities)

Dr. C. Pagnoux



Website: http://www.canvasc.ca

e List of members / centers
e Vasculitis reviews

e Meeting information

e Study information

e Forum for members

 Dropbox for core members


http://www.canvasc.ca/

The CanVasc website

Engligh - French

Home | About CanVass | Vasculitides | Ongoing studies | Meetings | Tools for physicians | Links

Explore CanVasc and its affiliated centers across Canada

CanVasc is the Canadian network for research on vasculitides. It was created in November
2010 by Drs. Pagnoux, Carette and Khakdi. The first task was to identify referral medical
centers and physicians across Canada with expertise in vasculitis and who were willing to be
part of this new research group (core members). Among its several ather aims, impontant ones
are to help conduct studies on vasculitis, provide support and educational material on
vascultides for physicians and other health care professionals and, eventually, optimize the
therapeutic management of patients with thess rare diseases.

CLICK HERE for more information on CanVasc.
CLICK HERE for more information on national Can\fasc meetings

CanVasc FORUM (and link to CanVasc DropBox) can be ACCESSED FROM HERE
{for CanVasc registered physicians only)

COMING SOON: The next national CanVasc MEETING will be held on October 24, 2014 in
TORONTO!

This will be the 2rd national CanVasc scientific conference, open to all health care professionals. Several lectures to updats your
knowledge and awareness of ongoing research on vasculitis will ke given, including by international guest speakers and Can\asc
members from all across Canada. TI' pre-prograrm and other information on this conference can be downloaded by clicking HERE.

BEEGISTER MOW BY CLICKIMNG HERE {free registration for CanVWasc members and fellows)!

O the following day, the Vasculitis Foundation Canada (patient suppet association) will hold its annual meeting as well. More
information HERE.

Review studies on vasculitis actively recruiting in Canada

Sewveral prospective studies on vasculitis are ongoing across the world, including in seversal Canadian centers. Have a brief
averview of these latter ones, including PEXIVAS, DCVAS, BREVAS, RITAZAREM, MIRRA, TAPIR and GiACTA on the study
webpsge and determine whether any of your patients could participate to one of them.

Update your knowledge on vasculitis with CanVasc online materials

+ READ the latest CanVasc reviews of recent articles: commented summanes of selected a'1d imponant articles on vasculitis, for
physicians to keep up the pace with scientific publications on vasculitis on the Yasculis page !

Low dose rituximab for remission induction in ANCA-associated vasculitides. October 2014

The new histopathologic classification of ANCA-Associated GM and its association with renal outcomes in
childhood, September 2014

ADAZ mutations in polyarteritis nodosa and early-onset stroke, March 2014

Abatacept for relapsing limited GPA, December 2013

2013 ACR selected abstract review, November 2013 (bottom of meetng pags)

= Download some presentations given by CanVasc members at conferences and meetings: go to the Mesting page !

Become a CanVasc member

If you are a health care provider intzrested in vasculitis and CanVase activities, you can register by simply i il |
dminiJleanyase o3 ), specifiing your name, sumams, profession, address and full affiliations. At this II‘I"E 'ne-rr"'E'shlp s free and does
not imply anything {please note that core, associated and affiliated member status is for physicians already identified by the CanVasc

PR U [T WA Y [ S L. SN | U o [N [ S J O .l S Ut ~ N S (R W -



CanVasc core members

Province City Principal core members Associated members
Ontario Toronto Dr. Simon Carette; Dr. Christian Pagnoux;
Dr. Rae Yeung (Peds) Dr. Heather Reich
Hamilton Or. Mader Khalidi Dr. Michael Walsh;
Dr. Gerard P, Cox;
Dr. Parameswaran Mair
Drtaws Dr. Nataliya Milman Dr. Douglas C. Smith
Dir. Shaun Kilty (ENT);
Dr. Brendon McoCormick [MNephr.);
Dr. Peter Magner (Nephr.);
Dir. Mav Voduc (Respi.);
Dir. Shawn Aaron [Respi.)
Kingston Dr. Tanweer Towheed Dr. Michel Melanson [Meuro.);
Dr. Marie Clements-Baker
Londomn Dr. Lillian Barra
Cambridze Dr. Leilani Famarca Dr. Briam Hanna
MNewmarket Dr. Carter Thorne Dr. Mooshin Samadi
Quebec Sherbrooke Dr. Patrick Liang Dr. Ariel Masetto;
Dr. Guylaine Arsenault
Montréal Dr. Michelle Goulet; Dr. Ywes Troyanow;
Dr. Christian Pineau Dr. Evelyne Vinet;
Dr. Eric Rich;
Dr. S5onia Brachemi
Quebec Dr. Judith Trudeau; Dr. David Philibert {MNephr.)
Dr. Paul Fortin
Nova Scofia Halifax Dr. Volodko Bakowsky: Dr Colm McParland [Resp.)
Dr. Christine Dipchand
Britizsh Columbia Vancouver Dr. Kam Shojania; Dr. John Esdaile;
Dr. David Cabral [Peds) Dr. Kim Maorishita (Peds);
Dr. Ada Mamn;
Dr. Barry Kassen
Alberta Edmonton Dr. Elaine Yacyshyn Dr. Joanne Homilk;
Dr. Allan Murray (Mephr.)
Calgary Or Aurore Fifi-Mah Dr Diane Maosher:
Dr. Susan Benseler [Peds) Dr Charlene Fell (Resp.)
lManitoba Winnipeg Dr. Navjot Dhindsa Dr. David Robinson
Saskatoon Dr. Regina Taylor-Gjewre Dr. Bindu Mair;
Saskatchewan Dr. Jim Barton (Mehpr.);
Dr. Julian Midgley |{Mephr. Peds)
MNewfoundland Saint John's Dr. Majed Khraishi
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NOTE: DUE (0 CopyTignt pOCIas, e Can ot oEctl provice NEre the LI 12403 of Ihe COMMEntad amcias. Links Wil 1250 jou 10 M8 JOUmal pages of 118
articias, where you vl be able 19 et Scces 10 Mem, g 3 single Srtice pUrthase o Mrough pour own SLbsCTber Sccount or thal of your nsnton. in
casa of major, Wil and urgent nesy o gat aoass foone of the arficies, you sIN may iy fo contadt us by emal X you have no othar gpiians.

Lower doses of rtuximab for remission induction in ANCA-associated vasculitides?

Twa studies on the use of lower doses of rtuximab far induction in ANCA-associated vascultides hawve just be=n published. The
first refrospective one (Moog et al.) evalusted the efficacy of a single dose of ntwamab (375mg/m2) for remission mducticn and
maint=nance in (AMCA)-associsted vasculitis in 16 patients. Patients were followed over a pened of 24 months. They could be
refreated for maintenance with a single dose (every @ to 8 months) in case of rising anbizedy titres or B-call return. Remission
(absence of disease activity during the past 2 months with a prednisolone dose of less than 7.5 mg) was achieved in 11 patents
(B3} with 3 m=an time to remission of 8.4 months. During the follow-up, 8 patients had a relapss, with a mean time to relapss
of 5.3 months {rangs, 4 to 24 months). At 24 months, 9 of these 11 initialresponders (82%) were in remissien, mecluding 2 who
had expenenced a relapse during their follow-up . Imporantly, all patients also contmued coicostercid andier DMARD (AZA,
MMF or LEF for all but 4 of the 16 patients) therapy over the study follow-up.

The second psewdo-prospective study (Tuner-Stokes et al) included 18 patients with ANCA-associated vasculiides. Induction
rituximab also included ane single infusion of 375mg per m2. Eight (42%) were on additienal immunosuppression at the tme of
rituximab treatment. Complete remission {defined here as the absence of clinical features of vasculitis for 3 months with a
prednisalone dose of less than 10 mgiday) was achisved in 80% of patients at 3 months. There was no difference in the
probability of achisving remission between ant-MPO- and anti-PR3- positive patients. Four patients {219} had a dis=ase
relapse. Median time 1o B cell repopulation was 8.2 months and to disease relapss/redose was 27 months.

Both articles questionsd the approved rituximab dosing (375 mg per m2 x 4) to achieve remission in active ANCA-associated
vasculitides. Using one single dose s22ms to achisve remission in an impenant percentage of patients, but chearly not all. ltis
diffizult to directly compare 1he results of these two studies o those of the RAVE trial, because of major differences in their study
designs, the small number of patisnts studied here, and the different definitions used to define remission. Morzowver, the use of
concomitant immunosuppressants complicates the interpretation of the resulis of these two studies. However, the possibility o
use lower doses of rituximab, which remains an expensive drug not supenor to the cyclophosphamide-azathicgrine regimen

according to the RAVE and RITUXWAS trials, deserves further evaluation. - 20 Cct. 2014, A, AlMutlag {vasculits fellow, Torontz
CanWasc center).

F Moog. M Probst, G Kuweshle, & Hauser, U Heamann, K Thuemel Scandingwian Joumal of Rheumatology. Link

Tabitha Tumer-Sfokes, Eleanor Sandhy, Futh J Pepper, Natalie E Stofagiewisz, Camline Ashiey, Deirore Dinneen, Alexandsr
J. Howdie, Alan D. Salama, Aine Bums and Mark A. Litle, Rheumatology 2014,53- 13951403 Link

The new histopathologic classification of ANCA-Associated GMN and its association with renal cutcomes in
childhood

In this study the proposed histopathologic classification for adult ANCA associated GM is validated in a retrospective, single
center cohort of 40 children diagnosed with ANCA-GN. Rienal bicpsy specimens were reviewsd and classified by a pathologis:
blind=d for renal cutcome. Children were followed for a2 mean of 2.4 years. Biopsy specimens showed the following classification:
focalin 13, cresentic in 20, miked in 2 and sclerotic 5 patients. The compesite renal endpoint differed significantly ameong the
biopsy groups. The prebability of having 3 eGFR= 80 mi'min per 1.73m2 at 2 years was 100% in the foeal group, 56% in the
cresenfic/mixed group and %% far the sclerotic biopsy group.

This study shows the additional clinical wiility of the propesed histopatholegic classificaton system and is ability to clearly
discriminate kidney cutcomes amaong childhood AMCA GN patients as well as adults. In the future this could permit eptimization
of freatment strategies and ultimately l2ad to better evidence for the treatment of this severe disease in children. - M Twilt, 08
Sept 2014,

Moone OG, Twilt M Hayes WN. Thomer PS5, Benseler 5. Laxer R Parekh RS, Heber 0. The New Hisfopathologic
GClassification of ANGA-Associated GN and fs Association with Renal Outrames in Childhood. Glin J Am Soc Mephrol 2014 Aug
27 Link

Adenosine Deaminase " (ADA 2) mutations in Polyarteritis Nodosa vasculopathy and early-onset stroke

Tweo studies report on ADA 2 mutations in the MEJM in February. The NIH group describes 8 patients with ADA 2 mutations
recessive mutations in CECR 1 eat eve syndroms chromosome region, candidate 1), Patients presented wish miermstant fevers,




The 3rd and 2014 national scientific CanVasc meeting (there was none in 2013, as vasculitis physicians attended the ANCA
workshop in Paris) will be held in Toronto, the 24 October 2014 {Delia Chelsea Eaton Hotel, downtown). The pre-program is
available HERE.

BEGISTER HOW BY CLICKING HERE (free for fellows and already registered CanVasc members)!

» Core member meetings

Last face-to-face core member business meefing was held during the 2014 Whistler CRA conference, on February 27th, 2014,
Mext face-to-face "working meeting” will take place on Thursday. October 23rd. 2014, from 4:30PM to YPM, in the large
conference room, Mount Sinai Hospital, i.e. the day before the 2014 annual meefing {this working meeting is open only to core

members and/or their associates/delegates - more information will be sent by email directly to each core members prior fo the
meeting).

« Core member teleconferences

The last core member teleconference was held on October 9, 2014. More information on the next one {around June2015) will
be zent to each core members directly.

Forthcoming vasculitis meetings (or meetings with vasculitis sessions) and lectures
« 2014 ACR scientific conference, Boston, USA, November 13 - 19, 2014

General ACR Website http/Avvow acrannualmesting. orng

» 17th International ANCA and Vasculitis Workshop 2015, London, UK, 19-22 April 2015

Conference website and registration: http:/esv vasculitizs 2015, org. Abstract submission website open (deadline
for submission: 26 November 2014).

« 2015 CRA's annual meeting, Quebec city, QC, February 4 - 7, 2015
Website hitp.irheum.ca .

« 2015 ACR scientific conference, San Francisco, USA, November 7-11, 2015

General ACR Website http/Avvow acrannualmesting. orng

Downloadable vasculitis presentations (PowerPoint/pdf files)

Here are some of the presentations given by CanVasc members during past meefings (for moest of them, modified and shorened, in
order to respect confidentiality and not to disseminate unpublished results that have been presented orally at the meeting - feel free to
contact us for more information).

First (2011} Annual CanWVasc meeting

« The meefing program
« The French and ELIWAS nebworks
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Prognostic scores

« FF5 1996
« Revisited 2009 FFS

Activity scores

« BVAS version 2003 [active form sheet)

+ link to online BVAS calculator (only for new active manifestations)
« BWVAS v3 (active form sheet + scoring scale)
+ BVAS v3 (active and perzistent form sheet)
+ BWVAS v3 (active and persistent form gheet + scoring scale)
BVASIGPA [WG)
+ Formula for scoring BVAS/IGPA (WG)
EVAS version 1996 (original)
PVAS (Pediatric score)
ITAS 2010 (Takayasu arteritis)
e ITAS 2010 glessary

Damage scores

= VDI

« PVDI {Pediatric score)
PACNS

= Barthel

« Modified Rankin score

» HNIH stroke scale

Miscellaneous

« LOntarie griteria for rituximak coverage (induction anly) - March 2012
Erifish C ia eriteria for rituxi _
Common Terminolegy Criteria for Adverse Events (NIH Sept. 2009 - 200 pages)

Link to Can¥asc member FORUM with link to CanVasc DropBOX
TRAIN YOURSELVES FOR BYAS AND VDI scoring with R. Lugmani HERE!




English - French
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Summary table of ongoing studies

Active GCA GIACTA (<6 weeks)
Severe GPA/MPA with lung or kidney  |PEXIVAS (<2 weeks) - website
GPA/MPA entering remission BREVAS (<2 wks remission)
GPA on prednisone for maintenance TAPIRE (website)
Relapsing severe GPAMPA, RITAZAREM (at relapse) - website
Refractory EGPA MIERA
All VCRC cohort {any time)
VCRC contact registry (any time)
DCVAS (<2 years)
PACNS INTERSpace

To read more information on each study, click on the name on the study when a link i3 available and/or read below.

S00M: Other studies will stard, including ABROGATE (abatacept for limited relapsing GPA) and CLASSIC (CCXGE, anti-C3Ra, for systemic
active GPA). Stay tuned!

MOTE {27 February 20145 The ABAVAS trial (randomized therapeutic study fo evaluate the adjunction of abatacept (CTL3-lg) to corticosteroids
in patients with either giant cell arteritis or Takayasu's arteritis) is no longer recruiting.

If you =till need more detail on these studies or if you think that one of your patients could be eligible for any of this study, do not hesitate to
contact us as well (admini@canvasc.ca).

PEXIVAS

PEXIVAS trial iz a multicentre, international, phase I, open label randomised confrolled therapeutic frial to investigate plasma
exchange and glucocorticoid dosing in the treatment of ANCA-associated vasculitis _ If is conducted under the aegis of the
VCRC, EUVAS and NIH. Several centers in Canada are paricipating. including centers invelved in CanVase, like Hamilten, where Dr. M.
VWalsh {assocciated member of CanVasc), who originally worked on the trial design and is the main investigator for Canada, is
established.

The first Canadian patient has been enrolled in late March 2011 im Hamilton, which was the first open center in Canada. All other
Canadian centers (London, Edmonton. Vancouver. SMH-Toronto. MSH-Toronfo, Calogary. UHMN-TGHTWH-Toronto. Monfreal. Ottawa)



For physicians
Canvasc MD member FORUM

Flzase note that DMLY medical doctors, registered as CanVasc members (first register to become CanVass member then create 3
forum account - access to forum will then be granted). This is a secured and password-restricted forum.

% Vasculitis Clinical Research Consortium (WVCRC)

The Wasculitis Clinical Resaarch Consortiurn is an integrated group of academic medical centers, patient suppaort organizations. and
clinical research resources dedicated to conducting clinizal research in different forms of wvascullis. The website contain medical
infarmation for physicians, healh care providers but also patients.

Frencr
‘tﬂjr‘:‘l-* French Vasculitis Study Group (FVSG)
-

The FWSG (French Waseulitis Study Group) is 3 non-profit association created in 1981 by Prof. Loie Guillevin. The FVSE's goals in the
field of systemic vasculitides are to aid and promote ressarch, diffuse updated mformation o doctors and patienis, crganize and
coordinate therapeutic trisls, and compile a register of docters and investigators working in the field of vasculitis.

E“@ European vasculitis study group

Europsan Vasculitis Study group (ELNVAS) is the open collaborative research group of Eurcpean physicians interesied in research and
sdueation in vaseulitis. The website provide some information on ELWVAS activites.

_é'\‘ JOHNS BOPKINS The Johns Hopkin Vasculitis Center Web Site

The purpose of this YWebsite is mainly 1o provide information about vascultis for patients, including easy-to-print booklets on each of the
main vasculitides, but physicians and ressarch coordinatars may akso find 3 lot of useful mformation and practical tools.

L] Srrrslarsd Sl

. Cleveland Clinic CME Website - Vasculitis

The Cleveland Clinic Center for Continuing Education has been committed to sharing a wealth of knowledge with physicians, nurses,
and other medical professionals across the country and all ever the world for more than 75 years. This website contains nich educationa
material and wpdates on vasculitis and vasculitis reseanch.

Rm:l,m@fo Rheumlinfo.com

Rheuminfz.com is websie developped by Dr. Andy Thompson & Markene Thempson (London, ON) to provide free, honest, accurate,
and reliable informnation for patients and physicians dealing with rheumatic dissase. Many simple easy-to-use booklets on treatment,
wybimh m=m be mroan in heln natisnts rransos thair fre=trmiant an =2 d=iby Bzeis =re deealnzdakle
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Monthly history

19 Oct. 2014

.|| l

Jan Feb Mar Apr May Jun Jul Aug Sep Oct HNov Dec
2014 2014 2014 2014 2014 2014 2014 2014 2014 2014 2014 2014

visits

Jan 2014 785 1,197 2,319 14,284 3.26 GB
Feb 2014 584 1,124 2,569 5,052 2.82 GB
Mar 2014 812 1,400 3,603 8,349 3.88 GB
Apr 2014 855 1,423 2,923 7,134 2.84 GB
May 2014 917 1,685 3,679 7,639 3.05 GB
Jun 2014 850 1,657 4,374 8,163 3.03 GB
Jul 2014 914 1,879 4,376 8,360 3.45 GB
Aug 2014 914 1,697 3,612 6,324 2.36 GB
Sep 2014 1,127 1,972 4,574 7,778 2.90 GB
Oct 2014 720 1,007 2,686 4,774 1.51 GB
Mov 2014 0 0 0 0 0

Dec 2014 0 0 0 0 0

Total 8,658 15,041 34,715 9,757 29.33 GB
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British Columbia
Saskatchewan
Manitoba

Nova Scotia
New Brunswick

MNewfoundland and Labrador

Sessions ¥
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3 (0.09%)
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Hits Percent
# windows 95,493 69.2 %
", Macintosh 23,092 15.5 %
7 Unknown 11,041 7.9 %
N Linux 5,497 3.9 %
& Java 2,803 2 %
B BSsD 207 0.1 %%
TJ Unknown Unix system 134 0 %
% BlackBerry 65 0 %
I Symbian OS5 5 0 %
@ 105 (iPhone/iPod/iPad/...) 4 0 %
Others 8 0 %
Grabber Hits Percent
& MS Internet Explorer Mo 33,868 24,3 %
$ Meozilla Mo 31,102 22.3 %
& Google Chrome Mo 24,332 17.4 %
@ Firefox No 21,353 15.3 %
& safari No 19,167 13.7 %
7 Unknown 7 5,169 3.7 %
&) Opera Mo 1,264 0.9 %
Netscape No 1,106 0.7 %
W Android browser (PDA&/Phone Mo 1,045 0.7 %%
% Samsung (PDA/Phone browse Mo 571 0.4 %
Others 372 0.2 %



We are now on (right?) track



Vasculitis Foundation Canada
(Patient support group)

Mr. J. Stewart



Ongoing activities
and studies on vasculitis In
Canadian CanVasc centers

All CanVasc core members



The CanVasc core members
centers
?}5
}ﬁ%\?&ﬁ

&



Executive committee
(to be elected every 4 years, as of June 2014)
Presidert: Dr. Simon Carette
Vice-president: Dr. Christan Pagnoux
Secretary! Dr. Nader Khalidi

Core members

Dr. Samon Carette; Dr. Chnsgtan Paghous; Ov. Laurencs Rubing Divasaon Rheurratology, Mount Sinm
Dr. Rse Yeung (Peds.) Dr. Hesthar Reich (Nephr.) e, Lan Witterick (ENT); Hospitsl and University Hsalth Network,
Dr. Joanne Bargman (Nephr.); The Josaph and Wol Lebowic Buildng
Or. Mary Boll 60 Murray Streat, Ste Z-220

Toronto, Ontano MST U9
Tel. 416-586-4800 Ext. 8549 or 5519
E-mal vasalibis Qmic@rotsing . on.ca

Hamilon Dr. Nader ikhalds Dr. Michael Walsh (Nephr.); Cwvision of Rheumatology
Dr. Gerard P. Cox (Respt); St Joseph's Heakhcare Hamikon
Dr. Parsrmsswaran Nar (Respi.) 25 Charlton Suste 708, Hamilton, Ontana,
LBN 4 A6

Phone: 805-521-9034
Fax: 905-521-8099

Ottama Or. Natahys Milman Dr. Douglas C. Srmith Dr. Shaun Kty (ENT); Arthritis Centre st the Ottawas Hospital,
Dr. Brendon MoCormidk (Nephr.); Riverade Camnpus
Dir. Peter Magner (Naphr.); 1967 Riversde Dnve, box 37, KIH TwS,
Ow. Nav Voduc (Resp.); Tel: 613-7308-8400, ek, B1A71
Dr. Shawn Aaron (Respl.); Fax: 613-738-8228

D Kanigsberg (Derm.);
Dr. Marto Gomes (Lung Pathol.)

E ingston Dr. Tanvesr Towhaed Dr. Mane Clements-Baker; Dr. Andre Tan (ENT); Department of Medions
Dr. Michel Melanson (Neurol) Dr. Dravid Holland (Nephr.); Queen's Uiniversity
Dir. Christine D'&rsigny (Respi.) Roomn 2066, Etherngton Hall, Kingston,
Ontaria, K7L N6

Phane: 513594808



Toronto + registries
Hamilton
Newmarket
Kitchener
Kingston
London
Ottawa
Montreal
Sherbrooke
Quebec
Winnipeg
Saskatoon
Edmonton
Calgary
Halifax

St Johns
Vancouver

The CanVasc core members
centers




Registries

Different options, but the same structure and,
eventually, items

— Access

— RedCap

— BrainWorks
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» Data Export Tool
& Data impor Tool
.| Data Companson Tool
® Logging
¢ Peld Comment Log

File Reposinny
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Does the patient meet 1990 ACR andior Chapel Hll Criteria?
Has the patient consented 1o study 7

is the patent okier 1han 18 years of age?
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* el prev e value

Date of first symptom s atinbutable 1o W sculit's (other than
astma in EGPA)

Date of Diagnosis
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Erainwnrks Workflows — Adult Patient

Adult Patient— Screens
Launching a patient’s visit
**0Observe the Green Banner for an Adult Patient Visit**

001 - BrainWeorks Coordinater | Home | Loaout

- L
BRAINWORKS e . g & A
é The Internaiional Childhood %EA i]&!’ % ;—1?:* Alberta Chﬂdren 5 Huspil_al @ Patignt  Usgr i

CHS Varcwlitis Quicomne Sudy
Questions 7 Contact Brainiyorks
Patient: 001-065 Visit Info: 1 (Baseline) - 2010-01-01 Visit number: |_;|, (Baseline) - 2010-01-01 ~r| Boy Add viss

Study Lod | piagnosia | Pabient Infe

. . — . . ~
BioEpaciman Clinical | Laboratory ' Brain Dukcome
Traatiree
Chackiist ] Faatures Marikars S Biopsy o Maasunes

Study Log
Status: Active (from 2014-10-15)
Centre: 001-Hospital for Sick Children, Toronto
Date of birth: 1%35-01-15
Date of diagnosis: 2000-01-01

Informed consent obtained: Yes

Participation in other network studies: No
Primary enrolling physician at participating center: & prsumatalogist

Diagnosing Institube:

Thes web application was created by, and i maintained and hostad by The Ressarch Institute at The Hospital for Sick Children. Tarms of uss.
Nead help? Contact BrainWorks .  Problams with the Web site? Contact Wabmaster

rnaerankht 3.1 A The Hocrtal e Sicle Shildren [SAAEedcl Al nnhie recsmesd




Patient: 001-065 Visit Info: 1 [Baseline) - 2010-01-01

Imaging > Posterior Circulation a8

I_ Mormal circulation

R & L Posterior Cerebral Anery PCA

divided in Segments P1-P3
RP3PCA
LP3IFPCA
; LP2PCA
RF2PCA P PoA
=
— LP1PCA /
= :
R Supsior A L Supesior
Carebellar Artery !'-\ = ____..a-" Corebelar Arery
R Paosterion - L Posienor
Communicars P-COMA Comenunicans
P-COMM ; i
—— L Antericr inferior
P Arbarior bferior ) Carebeliar Artery ANCA
Cembellar Arbery AICA '——'““-—-———-\‘___:
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Toronto

Mount Sinai Hospital

3 days per week of vasculitis clinic (60 pts.)
Combined CNS, nephrology and pediatric clinics
Vasculitis fellows (and fellowship)

Sub-Pl / site for VCRC, DCVAS and pharma RCTs

Currently involved in 7 RCTs (6 recruiting) + 2
that will open soon

1 research assistant, 1 REB (shared) assistant



Third CanVasc Scientific
Meeting

Toronto, Ontario — October 24t 2014
(Eaton Chelsea, Toronto)

9h00-16h30

PLATINUM Organizing Committee: Dr. Christian Pagnoux, Dr. Simon Carette

and Dr. Nader Khalidi
SILVER B k

1 Bristol-Myers Squibb Canada

@renumo 14h45-15h00

EUROIMMUN s



Other studies enrolling patients
in

Drs. C. Pagnoux, N. Khalidi, M. Walsh, S. Carette
Toronto, 24 October 2014
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GCA Gevokizumab

Severe GPA/MPA with lung or kidney

PEXIVAS (<2 wks CS)

Active GPA/MPA (not too severe)

CLASSIC

New GPA/MPA entering remission

BREVAS (<6 wks remission)

GPA at 6-12 remission on CS 6-10mg
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All

Genetic/cytoflux MSH
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2012 revised Chapel hill nomenclature

Immune Complex Small Vessel Vasculitis
Cryoglobulinemic Vasculitis
IgA Vasculitis (Henoch-Schéniein)
Hypocomplementemic Urticarial Vasculitis
(Anti-C1q Vasculitis)

Medium Vessel Vasculitis

Palyarteritis Nodosa I Anti-GBM Disease 1
Kawasaki Disease

|

l_l_\ I

|

ANCA-Associated Small Vessel Vasculitis
Microscopic Polyangiitis

| | Granulomatosis with Polyangiitis
] (Wegener's)
EOsinophilic Granuiomarosis with Palyangitis
sselV liti
S LS (Churg-Strauss)

Takayasu Arteritis
Giant Cell Arteritis

Jennette et al. Arthritis Rheum. 2013



GiACTA — Giant Cell Arteritis and TCZ

| 52-week double blind (part 1) 104-weck open-label extensbon (part 2)
[ TCZ 162 weekly '
n = I
l TCE 162 mg every 2wecks Patients in remission at 52 weeks
¥
Long-term followup off the study drug
Screen Baseline (BS) n= 50 Patients with disease activity or flare
(42 days) randomization 3 5
@ Orpen-label TCZ 162 mg weekly
n= 50
Prednisone —
n=50

-
Primary efficacy endpoing
sustained remission at 52 weeks

Escape C5 permitted

Ch ients day in part |

C5 use at the investigators discretion

Prednisone
6ll=20mg by BS

MTX {if required) MTX: stable, reduced, or discontinued MTX initiation is allowed




A RANDOMIZED, DOUBLE-BLIND, PLACEBO CONTROLLED
STUDY TO ASSESS THE EFFICACY AND

SAFETY OF GEVOKIZUMAB IN THE TREATMENT OF GIANT
CELL ARTERITIS

-XOMA 052 is a recombinant human-engineered monoclonal antibody that binds
and neutralizes human IL-1b when administered every 4 weeks by s.c. injection.

-There are on-going trials in multiple inflammatory conditions.

-The rationale for IL-1 blockade as a therapeutic option in patients with GCA

is as follows:

*|L1Ra KO mice develop large vessel vasculitis.

*In patients with GCA, IL1 is produced by the vessel wall infiltrate in a manner
correlated with the intensity of the systemic inflammatory response

and with corticosteroids requirements.

*|L-1 is also produced by the majority of activated circulating monocytes.

*|L-1 blocking therapy was shown to be effective in three patients with refractory
GCA, yielding normalization of their inflammatory biomarkers and/or improvement
in their symptoms.



A RANDOMIZED, DOUBLE-BLIND, PLACEBO CONTROLLED
STUDY TO ASSESS THE EFFICACY AND

SAFETY OF GEVOKIZUMAB IN THE TREATMENT OF GIANT
CELL ARTERITIS

-Randomized, double-blind, multicentre, placebo-controlled trial, with 50, 25
patients in each arm with a total duration of 12 months.

-Previous GCA diagnosis according to the ACR 1990 criteria, (with
at least one previous relapse).

- The diagnosis should be confirmed either by a temporal artery biopsy or (in case
of negative or absent TAB), or a positive imaging with either FDG-PET scan or CT
arteriogram.

-The patients should be on oral CS treatment between 5-30mg daily and have
experienced a new GCA relapse limited to PMR-like or systemic symptoms.



A RANDOMIZED, DOUBLE-BLIND, PLACEBO CONTROLLED
STUDY TO ASSESS THE EFFICACY AND

SAFETY OF GEVOKIZUMAB IN THE TREATMENT OF GIANT
CELL ARTERITIS

| Run In Double blind treatment period Follow-up period

% responders
without C5 increase

£ (Main endpoint)
- N -
m . . o
I Gevokizumab 60 mg - N 2
m 5 I Open-label Gevokizumab 60 mg ;: -
T N Placebo L -
m =
l e 1 11 1 11 ] ] | | | | ] | | 3
AS5E W00 W2 'U'l.llJU-"I WsE Wwol2 Wolk w2 W24 wWizs w2 W56 W00 woad4 Wods  Wos2

W1 = WG

1
CS dose maintained ! Corticosteroid tapering

R

L
INJECTIONS W Q4w




AUSTRALASIAN VASCULITIS
KIDNEY CLINICAL
L TRIALS ‘ RESEARCH

NETWORK CONSORTIUM

PEXIVAS
a RCT of plasma exchange and
glucocorticoid dosing in ANCA
associated vasculitis

On behalf of the PEXIVAS Trial Group

SYAIXId SYAIXId SYAIXIAd SYAIXAd SYAIXAd

87



Complement Cascade and C5aR

Classical Lectin Ahemative

« Complement cascade comprised by
over 30 proteins

« Can be activated by three distinct
pathways

« All pathways merge to form C3a,
C5a, C3b and C5b-9

« Eculizumab (Soliris®) is an anti-C5
antibody

eculizumab

— [V, expensive, risk of Neisseria infection
(C5b-9 formation is blocked)

« (CCX168 is a C5aR inhibitor

— Oral, no risk of Neisseria infection

_ .
CCX168 ] cRz

Chimotisg Lr‘ur.. ‘-“\m"‘h'.illl Adaplive I hemOl R

& Segnaling & Chmaranc U] Signatng & Sagrimhing




The Ssmrcan fourmai of Fabakeer, Vi T M | asssrey A0
Tl O AT E Ty e Iaea o | i gy
P g T L

Cardiovascrlar, Prdmonary and Renal Patbology

Alternative Complement Pathway in the
Pathogenesis of Disease Mediated by Anti-
MNeutrophil Cytoplasmic Autoantibodies

BRIEF COMMUNICATION | www.jasn.org

C5a Receptor (CD88) Blockade Protects against
MPO-ANCA GN

Hong Xiao,*" Daniel J. Dairaghi,* Jay P. Powers,* Linda S. Ertl, ¥ Trageen Baumgart,*
Yu Wang,? Lisa C. Seitz,* Mark E.T. Penfold,* Lin Gao,® Peiqi Hu,*' Bao Lu,* Norma P. Gerard,"
Craig Gerard,' Thomas J. Schall,* Juan C. Jaen,* Ronald J. Falk,*" and J. Charles Jennette*'

*Department of Pathology and Laboratory Medicine and TUNC Kidney Center, University of North Carolina, Chapel Hill,
North Carolina; *ChemoCentryx, Inc., Mountain View, Califomia; SDepartment of Ophthalmology, University of
Rochester, Rochester, New York; and 'Department of Pediatrics, Boston Children’s Hospital, Harvard Medical School,
Boston, Massachusetts

J Am Soc Nephrol. 2014 Feb;25(2):225-31




NEXT STEP = A RCT IN EUROPE AND USA-CANADA

Naive or relapsing ANCA+ GPA/MPA/RLD, not too severe (1 “major” item, or
23 other items, or 22 renal items on the BVAS v.3; eGFR = 20 mL per
minute; no severe AH, Sat O2 >88%)

Up to approximately 45 subjects will be stratified 1:1:1

Group A: CCX168 10 mg BID for 12 weeks + IV CYC-AZA/ritux + CS

Group B: CCX168 30 mg BID for 12 weeks + IV CYC-AZA/ritux + CS

Group C: Placebo BID for 12 weeks + IV CYC/ritux + CS

End point at week 12 (with follow-up until week 24)

ChemoCentryx




ChemoCentryx CLO03 168 (CLASSIC Study)

* We are still looking for sites in Canada. If you are
iInterested in participating, please contact:

Heather Lohr, Clinical Tnal Manager at
h.lohr@Medpace.com or 513-579-9911 ext. 2424

MEDPANCE ChemoCentryx


mailto:h.lohr@Medpace.com

BREVAS

Induction Remission Study 1006-C1100
« > Endpoint = time from
BVAS score =0 and <10mg randomization to relapse

prednisone equuv. on two visits
at l=act 14 davys apart

Belimumab +

< = azathioprine
=6 wks and <26 wks
N =300-400
Induction therapy:
Sterowds + Rituxaimab or
Steroids + Cyclophosphamide Placebo +
azathioprine

Human Genome Sciences and GSK




BREVAS, ELIGIBILITY CRITERIA

1. BE 218 YEARS OF AGE
2. HAVE A CLINICAL DIAGNOSIS OF GPA OR MPA
3. WITH EVIDENCE OF POSITIVE ANTI-PR3 OR ANTI-MPO ANCA AT SOME TIME
DURING THE COURSE OF THE DISEASE
4. HAVING RECEIVED ONE OF FOLLOWING INDUCTION REGIMENS FOR THE MOST
RECENT EPISODE OF ACTIVE DISEASE:

A. RITUXIMAB (375MG/M?WEEK X 4 OR 1G X 2) + HIGH DOSE CS

B. CYCLOPHOSPHAMIDE (ORAL OR V) + HIGH DOSE CS
5. BE IN CONFIRMED REMISSION (BVAS=0 ON 2 SUCCESSIVE VISITS SEPARATED BY
AT LEAST 14 DAYS), 6 TO 26 WEEKS AFTER THE INITIATION OF INDUCTION
THERAPY (AZA CAN HAVE BEEN STARTED ALREADY AT THE TIME OF REMISSION)

300-400 SUBJECTS WILL BE ENROLLED

A 15T EFFICACY ANALYSIS WILL BE PERFORMED AFTER 66 SUBJECTS HAVE
RELAPSED AND/OR AFTER ENROLMENT OF THE FIRST 300 PATIENTS




VASCULITIS
CLINICAL
RESEARCH
COMNSORTIUM

>
- * §., The Assessment of Prednisone
TAPIR In Remission Trial (TAPIR)

*+ Key eligibility criteria include:
* Diagnosis of granulomatosis with polyangiitis (GPA)
» Required 2 20 mg/day of prednisone at some point in
the last 12 months
e GPA currently in remission
* Currently taking between 6 mg and 20 mg of
prednisone per day
e Age 18 or older
“+ Randomized to reduce prednisone dose to either 5 mg
or 0 mg a day using standardized taper
** Subjects followed for 6 months




Apmis jo pug-

Pradnisone
Consent & . _
Screenin apering )
20mg : l/.*{_’ Randomization J{_ Potenlial Flare (Visi")
' r .
6-20mg OD 5 mg/day
5mg
0 mgid
0 mg mgiday

Screening  Baseline Month 0 Month 17 Month2 Month3  Month4  Month S Month 6
{Visit)» (Wisir)* (Visil) (Visi)*

*The Screening and Baseline visils may be combined into 1 visil

*Visit will take place either at the first incidence of a flare or at Month &
*At month 1, Coordinator will call subject to confirm prednisone dose

60 patients
Primary hypothesis is a difference of 230% in the relapse rate.



Current Current
Year . Year .
Cumulative Cumulative
(Aug 1st - Jul (Aug 1st - Jul

31st) 31st)
526 — 7 accruing sites 5 18 5 17

Cleveland Clinic

Foundation (VCRC)
Mayo Clinic (VCRC) 2 5 2 5
Mount Sinai Hospital,

Protocol Accruing Site

Toronto (VCRC) o 4 o 4

5St. Joseph's Healthcare

Hamilton (VCRC) o 2 o 2

University of Pennsylvania

(VCRC) 1 3 1 2

University of Pittsburgh

(VCRC) ] 1 ] 1

University of Utah (VCRC) 1 2 1 2
WASCULITIS

' CLINICAL
‘ RESEARCH

CONSORTIUM

+ Patient-centric approach...
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Relapsing limited GPA ABROGATE
Relapsing severe GPA/MPA RITAZAREM (at relapse)
Refractory/relapsing EGPA MIRRA

All

Genetic/cytoflux MSH

VCRC (any time)

DCVAS (<2 years)
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ABROGATE

Eligeitle patients with i::ﬂvl' non-severs GO I }1 Screening
L] \ Relapsing non-severe GPA
Tl e T within <28 days (modified ACR

Contnuabon of maimtenance sgent recenwing ab enroilment (MTX AZA, MA)

criteria):

Randomazaton With Doubie Binded Treatment Asssgnment

a. No disease manifestations
//, \ Tr—

Mot ing 40 Gy i s } — that would be scored as a
/')\l\‘ — major element in the BVAS/WG
= b. Absence of any disease
Remission LAV ET R Ji3eas WOrsening Severs disease
e L B feature that poses an

"“'f:w\\‘\ﬂ e : immediate threat to either a

3 . e critical individual organ or the
Apatacept 128 mg SC every week 2 . .
Fredrusone 3 mpidey with lnper :rulnhnlrhu IMMLNOILDE v e ﬁ:m:‘ﬂt patle nt’s I Ife
1 L } Feroa
Remission or Imoroyement Ary worsening of relapse

a1 En
Tesmtestion 12 months
Post Treatmerdt Salety Wisid 3 Months Following Termination of Sudy Drug } WS’:IL:‘M::HH‘
—> 150 patients



RITAZAREM

rituximab (RTX) or azathioprine (AZA) for remission after RTX induction

190
GPA/MPA
relapse

=3

Induction
RTX
375mg/m?x4

-

RTX group
1000mg / 4 months >
AZA group >

2mg/kg/d

Induction

VASCULITIS
' CLINICAL
‘ RESEARCH
CONSORTIUM

0-4 months

Remission treatment Follow-up __
4-24 months 24-48 months |



MIRRA

Relapsing or refractory EGPA, dx >6 months
CS >27.5mg OD prednisone, stable for >4 weeks

(£ an immunosuppresant like AZA, MTX or MMF)
With past Hx of relapse within past 2 years OR refractory
Not too severely affected

Mepolizumab SQ 300mg, monthly until wk 48 vs. Placebo
Duration of clinical remission in weeks with BVAS=0 and CS<4 mg/d

|I2EP = 29% difference in the % of those in remission at W52 (80%
placebo vs. 55% mepo; OR=3.5)

P 90%, alpha 5% = 70 pts per arm with HR = 0.5



r Oral corticosteroid dose stable from -4 we

!

Study design

eks to Week 4

g Treatment period: Eollow-
R MEPO 300 mg SC + standard of care (N=65) or "
E PBO SC+ standard of care (N=65) e_r[ign d
N ' 13 study drug administrations e
Screean 1 l’ J { I \ \ \ \ {
! | I | I | | | | |
UF to gL 24 3 12 16 20 24 28 32 36 40 44 48 52 56 60
b Commence OCS Weeks
tapering from Week 4
« >

Screening must occur
between -1 and -4 weeks

Treatment period: Baseline to Week 52
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Genetic/cytoflux MSH
VCRC (any time)
DCVAS (<2 years)
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http://rarediseasesnetwork.epi.usf.edu/vcrc/index.htm

Participating
Clinical Centars

Conbact

EIHTRN

RES EARCH
MEMBERS
LOGIN

VCRC patient registry

Weloome! The Vesoubies Cncsl Research Consorum (YCRC) = an ntegrated group of acosdersc mediosl confers, pabent support sigansions,,
dincsl ressanch resources dedicated o conducting dnical research in differend form of wasculie, |8 i our goal tn improve e cane of paBends wikh

Wingmni's granuionia lois, mcnoaiopc polangati, Chung-Stauss yhingime, polyirbeniin nadoss, Taayaes arienta, acd gant call (emparal)

it
We Cam Help You:

LEARN

Urrsure of & canditien or loolking bo leam
maore? Loak below by find definitions and
more hefpful information,

& Churg-Sbrause Syndnome (CS5)

+ Giant Cell [Temporal} Arteritis (GCA)

+ Granulomatoss with Folyangitis
(Wegener's) [GPA)

+ MiCroscopic Pofyangitis (MPA)
+ Folyartentis Nodosa (FAN)
+ Takayas's Artertis {TAK)

Liseful Links
Glossary of Terms
Frequently Asked Queshons

Eeoome aware of cinical research and direcal trial oppor tunities
Connect with expert doctors

Connect with pabent support groups

et Feip I mEragry Yo

Take

ACTION

Updated! Find information About Curvent
Research Studies

Howe Csn 1 Help? - Why your Parbcipatson
Maklers,.,

Omil}sqﬁ o
Registry
____}leu'ﬂmm

wening the ¥CRS
= Contact Regstry

What is a Clinical Triad?
Find Fatient Support or Advocacy Groups

FoR PHrsicians |

Diseases defined. .
Refer o Fatent
Limis and Resources

See also: Information for
Inerestigatons

New! Dowmioad the YORC Contact
Registry Paper Form

YCRC Mews

nd Publications

Bew England Vasculitis
Foundation Health Care
Provider Frogram

Saturday, March 19, 2011, 7 am
to L1105 am

Daoubletree Guest Swites Hobel -
Boston\Waltham

Wiesy Full Announoemant =

Vasoulitis Foundaiion Bew
England Conferencs and
Coroerk

> 2,000



DCVAS Study

— ACR/EULAR diagnostic and classification criteria for vasculitis

— Number of centres: 118

This project anticipates to produce the following:

1) Anew validated set of classification criteria for the primary systemic

vasculitides.
e 2) Avalidated set of diagnostic criteria for the primary systemic

vasculitides.

W T ewy eV SN
DCVAS |

Diagnostic and Classification Criteria in Vasculitis Study




DCVAS Study

How will the final revisions differ from the current ACR criteria?

The main differences will be:

Use modern diagnostic tests (e.g. ANCA, use of diagnostic ultrasound for GCA), new
tools of disease activity (BVAS) and tools measuring vasculitis damage (VDI) to
further refine the criteria.

Develop a reference standard by using clustering of clinical features, from real and
hypothetical cases so that an expert panel may define a boundary around these
clinical features to define each disease

Develop diagnostic criteria which can be used in daily clinical practice. The current
ACR criterion was never intended for, and does not function well for this purpose.



DCVAS Study

Latest recruitment is over 3581 patients from 118 sites

DCVAS site activity end March 2014

Total Total

Country  Site Site Investigator patients COM  COMSE
1 GB MO Muffield Orthopaedic Centre Cxford loanna Robson 212 77 6%
Z:5l Jl Univaersity Medical Cantra Ljubljana Alojzija Hobevar 1943 50 P
3. GB MU Mottingham University Hospitals NHS Trust Peter Lanyon 145 16 25%
4 s BLl Bostan LUniversity Medical Campus Fatar Grayson 128 a2 S0E
5 DE TU Universitatsklinikum Tobingen loerg Henes 115 49 43%
B, DE sH Elinikum Bad Bramstadt Julia Halla 1048 1 1%
T GB SE Southend University Hospital NHS Trust Bhaskar Dez=upts 9 37 JOwE
8 GB 1P Ipswich Hospital NHE Trust Richard Watts 94 19 2005
9.1T 55 Sants Maris Muove Hospital Ressic Emilis Carlo Salvarani 92 2 236
9 CA | &t loseph's Healthcarea Hamilton, Ontario Madar Khalidi 92 21 Eil
11 COE JE OniversI LA LE kI NTEL T J&na THoMmBas Nedmarnn S0, 12  13%
12 CA ]y %t loseph's Healthcare London, Cntario Lillian Barra =i 32 el I
13 CH us Univarsity Hospital Basal Thomas Daikalar =13 33 F8%
13 CZ PR General University Hospital, Prague YWladimir Tesar B& 13 12%
15 CHN FL Feking Uniaon Madical Callege Haspital, Baljing Einping Tian =24 22 275



DEVELOPMENT OF THE CLASSIFICATION CRITERIA FOR GIANT CELL ARTERITIS IN
THE DIAGNOSTIC AND CLASSIFICATION CRITERIA FOR VASCULITIS STUDY: A PILOT
STUDY USING A PANEL REVIEW METHODOLOGY

Background: The Diagnostic and Classification Criteria for Vasculitis (DCVAS)
Study is a multinational observational study to develop diagnostic criteria and to
update classification criteria for the primary systemic vasculitides. By 2015 we
aim to include data from over 2000 vasculitis patients and 1500 comparators.

For the development of the new Giant Cell Arteritis (GCA) classification criteria a

combination of panel review and data-driven methods will be tested, comparing
cases which have a submitted diagnosis of GCA with other forms of vasculitis.

C. Ponte, R. Lugmani FRI0464 Ann Rheum Dis 2014;73(Suppl2) EULAR Paris 2014



DEVELOPMENT OF THE CLASSIFICATION CRITERIA FOR GIANT CELL ARTERITIS IN
THE DIAGNOSTIC AND CLASSIFICATION CRITERIA FOR VASCULITIS STUDY: A PILOT
STUDY USING A PANEL REVIEW METHODOLOGY

Objectives: To test the panel review methodology in the development of the GCA
classification criteria.

To measure the diagnostic agreement among the panel review, and with the
submitting physician, for different groups of GCA patients and comparators.

Methods: By April 2013, 1619 patients had been recruited; 821 had complete 6
month follow-up data.

C. Ponte FRI0464 Ann Rheum Dis 2014,;73(Suppl2) EULAR Paris 2014



DEVELOPMENT OF THE CLASSIFICATION CRITERIA FOR GIANT CELL ARTERITIS IN
THE DIAGNOSTIC AND CLASSIFICATION CRITERIA FOR VASCULITIS STUDY: A PILOT
STUDY USING A PANEL REVIEW METHODOLOGY

Methods: 60 cases with a submitted diagnosis of GCA and

40 cases with other forms of vasculitis as comparators (16 Takayasu arteritis, 4
Isolated aortitis, 14 Other Large-vessel vasculitis and 6 Primary CNS angiitis) were
randomly extracted and developed into clinical vignettes (CV) which were
assessed for diagnoses by 5 independent vasculitis experts using an online
platform

For each answer a level of certainty was provided.

C. Ponte FRI0464 Ann Rheum Dis 2014,;73(Suppl2) EULAR Paris 2014



DEVELOPMENT OF THE CLASSIFICATION CRITERIA FOR GIANT CELL ARTERITIS IN
THE DIAGNOSTIC AND CLASSIFICATION CRITERIA FOR VASCULITIS STUDY: A PILOT

STUDY USING A PANEL REVIEW METHODOLOGY

Results: The 100 CV (67 women, 33 men) had a mean age of 63.9+16.3 years
(range 21-86).

The panel review agreed with the submitted diagnosis of each vasculitis sub-type
in 79% of all the cases (91% agreement for GCA, 62% for comparators) with an
intraclass correlation coefficient of 0.89 (Cl 0.86-0.93).

The panel review classified 27% of the comparators as having GCA.

C. Ponte FRI0464 Ann Rheum Dis 2014,;73(Suppl2) EULAR Paris 2014



DEVELOPMENT OF THE CLASSIFICATION CRITERIA FOR GIANT CELL ARTERITIS IN
THE DIAGNOSTIC AND CLASSIFICATION CRITERIA FOR VASCULITIS STUDY: A PILOT
STUDY USING A PANEL REVIEW METHODOLOGY

Results: Temporal artery biopsy (TAB) was performed in 54 submitted GCA cases
where 38 demonstrated vasculitis.

For the biopsy positive cases the review panel agreed with the diagnosis of GCA
in 98% (level of certainty: definite 93%, probable 5% and possible 3%).

In the submitted GCA cases where the TAB was non-diagnostic (16) or not

performed (6) the panel review agreed with this diagnosis in 81% (level of
certainty: definite 9%, probable 48%, possible 40% and unlikely 3%).

C. Ponte FRI0464 Ann Rheum Dis 2014,;73(Suppl2) EULAR Paris 2014



DEVELOPMENT OF THE CLASSIFICATION CRITERIA FOR GIANT CELL ARTERITIS IN
THE DIAGNOSTIC AND CLASSIFICATION CRITERIA FOR VASCULITIS STUDY: A PILOT
STUDY USING A PANEL REVIEW METHODOLOGY

Conclusions: The panel review disagreed with the submitting physician diagnosis
of GCA in 9% of the cases.

This disagreement was significantly reduced in cases with positive TAB (where the
prevalence of typical GCA symptoms was higher).

This exercise explores the possibility of using TAB positive cases as gold standard

to derive GCA classification criteria and highlights the challenge of defining a gold
standard in cases of large vessel vasculitis without biopsy confirmation of disease.

C. Ponte FRI0464 Ann Rheum Dis 2014,;73(Suppl2) EULAR Paris 2014



http://www.canvasc.ca

g et
1:0\\6d b
Get &
Active GCA GiACTA (<6 wks C3)
GCA Gevokizumab

Severe GPA/MPA with lung or kidney

PEXIVAS (<2 wks CS)

Active GPA/MPA (not too severe)

CLASSIC

New GPA/MPA entering remission

BREVAS (<6 wks remission)

GPA at 6-12 remission on CS 6-10mg

TAPIR

Relapsing limited GPA ABROGATE
Relapsing severe GPA/MPA RITAZAREM (at relapse)
Refractory/relapsing EGPA MIRRA

All

Genetic/cytoflux MSH

VCRC (any time)

DCVAS (<2 years)



http://www.canvasc.ca/

Conclusion

Dr. C. Pagnoux



Thank you and see you in 2015!!!

CANVASC




17th ANCA Workshop - 2015

http://www.vasculitis2015.org/

19-22 April 2015

Business Design Centre Islington
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