y September 19, 2013

Immune
Tolerance
Network

Tanya Antonille

ITN TrialShare

Advancing clinical trial transparency through data sharing

INNOVATION - COLLABORATION




ITN Mission Statement

Our Mission

is to advance the clinical application of immune tolerance by
performing high quality clinical trials of emerging therapeutics
integrated with mechanism-based research.

In particular, we aim to:

= establish new tolerance therapeutics

= develop a better understanding of the mechanisms of
immune function and disease pathogenesis

= |dentify new biomarkers of tolerance and disease

Our Purpose
is to achieve immune tolerance to prevent and cure human
disease. ®
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ITN TrialShare History & Mission

= 2011 LabKey Selection, Requirements, Prototype
= 2012 Beta Testing
= 2013 Public Launch

The primary goal of ITN TrialShare is to speed
translational research through better data integration
and presentation allowing ITN researchers and domain
experts to more easily access research results and
collaborate to generate scientific insights.
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Manuscript figures with data and analysis code
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Towards a new paradigm in research publishing

Thi WEW ENOLAND JODPRNAE af MEDICINE

‘ ORIGINAL ARTICLE ‘

Efficacy of Remission-Induction Regimens
for ANCA-Associated Vasculitis

Llirich Specks, M.D., Peter A Merkel, M.D., MPH., Phifip S2d, M0, Robent Spierm, MDY,
Carol A Langhard, M.D, MH.5, Gary 5. Hofrman, MO, Cees G Kallenberg, MO, PRD,
E. 'Willliam 5t Clair, M. D, Barri ], Fessles, MU, Linsa Qing, B D, PD,, Liss Vivians, BM,,
Madia ¥ Tehaa, MO, |'J|.'|.'rl.lrn‘.l_|. ='"1'|||;.'-|'.:uI-:.'. PO Adsm L Asbee, PhD, Moha Lm, PO,
Diawid Ikle, Pholr, Brett Jepsan, M5, Paul Brunetia, 8.0, Mancy B Alken, MDD,
Fermands . Fervenga, .0, PhDG. Do Gestha, L0 Kanina Hrngh_ BAH. B.Ch.,
Eugens ¥ Kisin, MO Paul A, Menach, M0, P, Todsas Pakert, M.D.,
Coen Stegeman, MO, PO, Stever B, Yiterberg, M.D., Mark Musller, B5S, CORP,
Lowrdes P. Segsmunde, BN, Kathleen Mirras, CTRP,
.a:r:'_1_|u|‘|r| H. Siane, M.DC MPH. for the RAVE-ITM Resedarch Grow ey

ARSTRACT

BACKGROUMD

The 18-monch effwcacy of a single course of puximab a5 compared with conven-
tignal immunosuppression with cyclophosphamide followed by azachioprine in pi-
rients with savere {prgan-threarening ) antineutrophil cyroplasmic antibody (ANCA}-
associared vasculitis is unknown.,

M ENGL ] MED 36G;5 MNEJM.ORG AUGUST1, 2013

H

5 FOR ANCA-ASSOCIATED VASCULITIS

by mesans of 3 Porsson regression mosdel, Tine-to-
event comparisons were performed with the use
of a log-rank test, Descriptve statlstics were gen-
erated for analyses of time to event and were
rested with the use of the Wilcoxen rank-sum
test. [hara sets for these analyses are accessible
through TrialShare, a public Web sire that was
developed and is managed by the Immune Toler-
ance Meswork (hetpsdfitmerialshare orglave-hem ),
Further details about TrialShare and the methods
of the censoring and imputation of data and ad-
justments of the analysis for specific variables
are provided in the Supplementary Appendizx.

RESULTS

ML Pl

-
i
i

AT, P e

=
1] Trps ol AHER

o,

e A2, um-;n.:m
EVDHLN, P P
- T MR -3

[ P ——

e VRN, o
il CVC-AZk, PG B sndacain g - 1)

L&

|
S
|

= TR

T
a 1= =
Corys foary Cormphole
S il sk
AT WD R m bl
CY-A2E Pl a4 H a3
HTh. baFs) i Fl a
wTa Pu) ] ) [

e T WG My el -

oy M i,

LiHely

e e I:ll .?5-! III:

Farm e by Byl Loy e o Lo Fo i G 18 H-l
L]
L] H -z 8 -4 ] ] H
=& 2
1] i UEJH:\.‘_J.I n L] L] L] H
" : mum:‘:' &) w ™ [
FTL R He A [E 2

Fgams @ Kaples- bgigr B of ke Pok gl Degme H—*mm

Farel B, v Feofra b Pee A0 e refene of

M—Wﬂﬁlﬂ-ﬂilﬁ Paed B shumt Hrwﬂ\:-ﬂ-e Tl et -ﬂwm I:-:-'\lltlx -tﬂm-l-l i:-:-:-'vl-'u.lt Barprh i
iy (RRCK) B-AHCA [PRT) or mysicpercaidas -4 H A W POf. Fared C shos tha G i e

Erut: il moa relpen Sl

ki e v spes ke

‘—‘—rrpnﬂ.hl:!.hnﬁmmﬁ.lﬂimhﬂ'uuh

pobrpin
A Ui filosiings L i ol bl 0 MMH Ftrie, dho m gl mall d i oes plear moedih il Twa] proags i i O

arad Dy B ceeral] P vale o et e

ithin with

o et Ford it ‘AL e o Pyl s o P e oo paniea . bavaan

thi Tl DT EREEH Ll dlch dewaid parend For wikcis

TGP e v oy kv -

Wi E o SRt himl.

417

Immune
Tolerance
Network



Simplified navigation and filters
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Benefits Realized

= Higher quality operational and mechanistic data
= Data exercise
= Data visibility/accessibility

= Manuscript development

= Rapid review of data and analysis approaches by
study team internally for manuscript development

= Public resource for reference datasets and
analysis approaches

= Published and negative data
= Data pulled directly to NIAID repository of record
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Lessons Learned

= Systems # data management
= Better systems raise expectations for timeliness, transparency, data quality
= New systems require additional data cleaning and reconciliation

= Open source # free
= Requires investment in resources (IT*, staff)
= Substantial effort in maintaining, configuring and customizing

. Open access # no user management
= Significant effort required for user account management
= Tracking user behavior allows more targeted improvements**

= URL confusion
= Always communicate important edits with a new document version
= Plan for redirects to be necessary
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*TrialShare IT infrastructure
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**Track usage -> Target improvement
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**Track usage -> Target improvement

Monthly counts (non-ITN users)
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HIPAA Compliance

Policies Developed Compliance Activities

= Data Sharing Policy = HIPAA Staff Training

= Data Access and Use Policy = UCSF Privacy Office review

= System Terms of Use * |ndependent HIPAA/HITECH Audit

De-identification

= No Personally Identifiable Information (PIl) in system

= No Protected Health Information (PHI) in public studies

= Privacy Protection Plan by study with individual field level review

Free-form text fields such as AE verbatim removed
Dates shifted or removed

Participant IDs masked or removed

Site names removed
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Future directions

" Improved search
" Meta-data mapping and tagging

" Integrated operational workflows
" Nearer real time specimen refresh
" Specimen requests
" Operational reporting

" Extend analysis tool integration
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