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While the evolution of information technology is bringing the data closer to customers for their own exploration, the ohuse?’ oo oot s ts - ovtony  Thepe
L—/V

need of a comprehensive understanding of the therapeutic area knowledge for programmers in clinical development Therapeutic Areas
is increasing. Starting with a basic understanding on the medical background, special assessment methods, ways of

statistically analyzing and displaying the data, to name a few essential ones enables programmers to interact with  caeone

Recent changes

This wiki is available to document the progress of the PhUSE project "Therapeutic Areas”. The wiki enables quick,easy and transparent online collaboration of the different project teams. Each indication has a

t 1 ti t t ti ti 1 t I New Pages main page (each listed below). This is the starting page for all project team activity. Project teams should add pages and topics as necessary. Ideally, all collaboration would take place through the wiki, and
partners (e.g. scientist, statisticians etc.) on equal par. e v29 - o age for al o pre pages andtop .l lace through the wi,

email will be limited.

In this intent, activities to collect and provide comprehensive information around the Oncology and Rheumatoid “Gila., il ioaiin i ==

Arthritis Therapeutic Areas (TA) via the PhUSE Wiki had started in February 2013 and continued throughout the year. = ...
Various PhUSE members have spent time and energy to provide and expand their knowledge and make it available to = #=""  smersosese 7 A

the entire community. Q"'gtmmg e scerosis

Today, although there is still much to do to complete and maintain the collected material, the two TA Wikis are a »s e o e

} Toolbox
Pain

useful tool for Statistical Programmers approaching these TA for the first time or who want to improve their S
knowledge. Moreover the PhUSE Wiki can be seen as a basic tool for future developments to improve the way R
professionals in the different TA work. An established working relationship across organizations, pharmaceutical http://www.phusewiki.org/wiki/index.php?title=Therapeutic_Areas
companies or external service providers, will help to support implementation of TA-specific standards from mapping

raw data in SDTM, data analysis using ADaM and finally data presentation in standardized outputs. The PhUSE Wiki

can be the central place to share important updates such as new CDISC TA standards or the availability of new TA Standa rds hel p to COl Ia borate

regulatory guidance. On the other hand we see the Wiki as a place to discuss, to stimulate and inspire new initiatives !

among the “SAS-Programming Community”, be it Statisticians, Programmers, Data Managers or everyone else the PhUSE W|k| hE'pS to understand
involved; this may include specific TA working related white papers and/or scripts being part of the FDA Working

Groups WG5 “Development of Standard Scripts for Analysis and Programming” Project 08 “Create white papers

providing recommended display and analysis including Table, List and Figure shells”.

PATIENT CENTRICITY

- Main theme of PhUSE 2013

J What does patient centricity mean for Statisticians and Statistical Programmers?
1 Understanding the Therapeutic Areas you work on: - A tool to support collaboration
- Regula.tory Environment ) What is PhUSE Wiki

— Endpoints
- Study Designs — A PhUSE/FDA/Industry Wiki tool to share information specifically relating to clinical trial
— Data Collection/Challenges
— Use of Standards e.g. CDISC

An attempt to answer === THE THERAPEUTIC AREA PhUSE WIKI PAGE

1 What is Wiki”

information

] What is PhUSE TA Wiki

@ Company —> A tool to share TA-specific knowledge and to help improve the way professionals work
| EXperience — Central place to share

 general concepts

egulatory * regulatory framework

* implementation of standards

 TA-specific information from all over the internet
International

Society J Who can benefit from PhUSE TA Wiki

— Starting point for Beginners in TA

- Professionals benefit from lessons-learned in real-life and can share their own

Standards

experience

The source of ‘our’ knowledge

Use Case: Oncology
General Background SEEEEE———) Endpoints > Trial Design > Data Challenges and Statistical Analysis Key References

Clinical Trial Endpoints o " 5 e 2
— Statistical Analysis
From: The Ongoing Evolution of Endpoints in Oncolo Jack Alain
o . . _ . ~ _ 1. t EMA Guideline on the evaluation of anticancer medicinal products in man
Managed Care 2010 B From: Oncology Trials 101 - The Basics and Then Some - Dave Polus - PharmaSUG 2011 0 . [Backg round j 2 A dix 1 to th deli th Juati £ anti dicinal
) o ) . 1 Appendix 1 to the guideline on the evaluation of anticancer medicina
From: US NCI#&? Overall survival (0S) has been the gold standard for oncology clinical trial B Overview products in man Methodological consideration for using progression-free
) . R ) L. . endpoints. Over the years, however, such surrogate endpoints (1] as A . . . .. . . - . survival (PFS) or ase-free survival (DFS) i rmatory trials
Cancer is a term used for diseases in which abnormal cells divide without objective response rate and progression-free survival (PFS) have been Oncology is somewhat more complicated than other therapeutic areas. The The way data are collected and handled in Oncology studies is pretty standard, * From FDA Guidance on Clinical Trial Endpoints for Cancer Clinical Trials 1 Appendix 2 to the Guideline on th: atio ica dici
- . : endpoints, for one, differ greatly. For example, rather than running a clinical P » Introduction to Statistical Concepts for ’ .
control and are able to invade other tissues. Cancer cells can spread to other ;mplt?;/et'i becalust'thet);‘can !)e reached faster and may offer important inte tes't i saf’ety ol afficocy oF an antibi,otic it o iectiom 20 although there are some peculiarities. ) p Products ”an( . p/Ev.VP/Z /95 R ) onfirmatory studies in
parts of the body through the blood and lymph systems enefits in evaluating therapies. hesale Cy of : gain: ! N, Usually a CRF starts by collecting subject characteristics at study entry, such as Age ¢ Analysis of Response (Preaasisac H ological Malignancies
! (and/or date of birth), Sex, Race, Weight, Height, etc., followed by information R SR EEll Comparison of Survival Distributions of 4. 1 Appendix 4 to the guideline on the evaluation of anticancer medicinal
(C t ical M. t j b di . d ori h . h bi . | Adinctmant far B ling T- to E tE d - t K I M - products in man - Condition Specific Guidance
ategorical Measurements about cancer diagnosis and prior cancer therapies when subjects are previously Ime-to even napoints ( aplan Meier 5. 1 Addendum on Pediatric Oncology o
Di D . e + Best Overall Tumor R for Solid T s (BOR) - Defined as foastad £ ! eial Aication focdad acded laath b L Method 6. 1 Report - Oncology Workshop Party Related Quality of Life (HRQoL) workshop
sease Description Tumor Response for et d -—en__ e T y 2012
per RECIST criteria 0 *** where BOR is the best response recorded from Phase I dose escalation The analysis of time-to-event endpoints is based on the survivor function, which is 7. 1 The Ongoing Evolution of Endpoints in Oncology, JA McCain, (Supplement to
the start of the study treatment until the end of treatment. [Prior Cancer History ] the probability to survive or, more generally, to stay event-free beyond a certain . rraged oa ) e - " .
. - oy B point in time. For an introduction to survival analysis, see Time-to-Event (Survival oo
From: US NCI&# Phase I studies are a critical step in cancer drug development. They are small o B , , Analysic) n thia Wik, * New response evaluation criteria in solid tumours: Revised RECIST guideline
sample size and non-randomized and they also produce early observation After having identified key demographics information, the next step in collecting SDTM Data (version 1.1)
All cancers begln in CEHS, the bOdY'S basic unit of life. To understand cancer, \, (Time to even t Measuremen ts w . o . i clinical data in oncology trial is the identification of cancer characteristics such as Reference  Treawmems A o . i )
it' h | ful k h h h | || b || about the dmg N safety, pharmaCOkmet'c’ and prellmlnary evidence of diag is and prior treatments. Introduced with SDTM version 3.1.3 Oncology Disease-specific Therapeutic Area (= ) [ T Revised Response eloi emia
it's help! to know what happens when normal cells become cancer cells. Best Overall Tumor Response for Solid Proaression Free Survival (PFS As of today there is no other specific oncology SDTM standard (apart for Supplement @ 2! contains mapping spedification for three domains: 1 Oncology Wf)rkmg p d Quality of Life (HRQoL)
his hindv § i F f cells. Tt I | e § Tumours efficacy/tumor response). Sponsors could either create ad-hoc domains or use « TU Tumor Identification T Oncology Trials 101 - Th cs and Then Some, D P (Pharm
existing standard SDTM domains. For example: TRT Results 011), 1803
. . . * umor Resu ients incladed in ana o0 ¢ oox (100.0 %) t applied clinical trial ref efines
Phase I studles e Prior (but also follow-up/post) anti-cancer treatments can be mapped in CM, ¢ RS Response omer vivhoss cuent N g * Phase I Clinical Trials ractical guide, EA Eisenhauer C Twelves M Buyse
- - where anti-cancer therapies are identified using the variable CMCAT (e.g. These three domains allow the mappi : : . -
i . . A X N . N pping of tumor assessment information as per Time to event (days) (Oxford University Press )
Agenq Guidelines { The Classical Design CMCAT="Previous Anti-Cancer Thel:apy or CMCAT="Further Anti-Cancer criteria. - el oy 14. 1 Assigning NCI CTC Grades To Laboratory Results, ?????, PhUSE, (Basel
Therapy"), CMSCAT the type of anti-cancer therapy (e.g. RADIOTHERAPY), the e == =B 2010), PO03
A phase 1 Clinical Trial in oncology is the first test of the new treatment (new drug standard CM variables to specify further details such as start/end date, dosage, EXiSﬁ n Sta nda rd el o e v oo 15. 1 Analyze This? Supporting Clinical Decisions Graphically When Not Enough
FDA L X ) 1112 [ unit. etc. Any other related variables if not standard in CM and not relevant for g rer) Pt (e Ty, T . . .
or new combination of drugs) in Human to mainly check and assess N i . E o e o) Data is Available A Study Case: Challenges in NCI CTCAE Version 4
the analysis, can be mapped in a SUPPQUAL dataset (e.g. mapping to SUPPCM Fvan .00 Grading, ?22?, WUSS, (?? ), 2222
e The right amount of the drug (MTD : Maximum Tolerated Dose) that causes the best overall response to prior therapies). Optionally prior surgery or any other 8 o ey 6. * From 'ocal Iiabo t;ry to Sta ation y Tinazz
FDA Clinical Trial Endpoints for the Approval of Cancer Drugs and Biologics fewest side effects. non-drug therapies can be mapped to Medical History (MH). e = = (Du 007), DMO1
. . . 958 CI £ ve. D . 3xx] D x.30x] ’
(2007) The Guidance contain general regulatory requirements for efficacy * The safety and the Pharmacokinetics (PK) of the drug in the body. 7.1 NCI CTCAE criteria (cur rsion 4.03)
Sl Jdoa_Ci-a 3 el F - PR Y 4L L L A2 ) me-to-Event (days) (TTevent)> - Censo red, csew
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* A wiki is a website which allows people to add, modify, or delete the content via a web browser usually using a simplified mark-up language or a rich text editor. Wikis use specialized wiki software and are
usually created collaboratively. PhUSE 2013 What | Know is N. Guerro (PP16)

CONCLUSION

[ As an initial outcome two TA workshops, Oncology and Rheumatoid Arthritis, were delivered at PhUSE in Bruxelles
J An interesting collaboration effort across pharma companies and CROs
J Seeking for feedback on Structure, Sections, Topics covered

[ Maintenance can be problematic We're Looking for Contributors/
Reviewers

Everyone is invited to contribute! http://www.phusewiki.org For further information: wikiadmin@phusewiki.org
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