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ABSTRACT

While the evolution of information technology is improving data accessibility for customers for their own exploration,
the need for comprehensive understanding of therapeutic area knowledge for programmers in clinical development is
increasing. A basic understanding of the medical background and any special assessment methods or ways of
statistically analyzing and displaying the data would improve interactions between programmers and partners e.g.

scientists, statisticians etc.

In this intent, activities to collect and provide comprehensive information around the Oncology, Parkinson’s disease and
Rheumatoid Arthritis Therapeutic Areas (TA) via the PhUSE Wiki had started in the last years. Various PhUSE members
have spent time and energy in providing and expanding their knowledge and making it available to the entire

community.

Since the last annual PhUSE conference, these TA pages were further updated and, in addition, information regarding
epilepsy has recently been added to the PhUSE Wiki. Although there remains much to do in order to complete and
maintain the collected material, Wikis are deemed a useful tool for Statistical Programmers approaching these TA for
the first time or for those who wish to improve their knowledge. Moreover the PhUSE Wiki can be seen as a basic tool
for future developments to improve the way professionals in the different TA work. An established working relationship
across organizations, pharmaceutical 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 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”. This may include specific TA working The source Of lour' kﬂOWlEdge
related white papers and/or scripts being part of the FDA Working Groups WG5 “Development of Standard Scripts for
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Analysis and Programming” Project 08 “Create white papers providing recommended display and analysis including

Table, List and Figure shells”.

PATIENT CENTRICITY ——————— A attempt to answer == THE THERAPEUTIC AREA PhUSE WIKI PAGE

- Main theme of PhUSE 2013

- What does patient centricity mean for Statisticians and Statistical
Programmers?

1 Understanding the Therapeutic Areas you work on:

— Regulatory Environment

— Endpoints

— Study Designs

— Data Collection/Challenges

—> Use of Standards e.g. CDISC

J What is Wiki"
— A tool to support collaboration
J What is PhUSE Wiki
—> A PhUSE/FDA/Industry Wiki tool to share information specifically relating to clinical trial
information
J What is PhUSE TA Wiki
— A tool to share TA-specific knowledge and to help improve the way professionals work
— Central place to share
 regulatory framework
 implementation of standards
 TA-specific information from all over the internet
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 experience

General Background Trial Design and Trial Endpoints meesssssssssssn) Data Challenges and Statistical Analysis

Use case: Epilepsy

Seizure types [ FDA

‘ollowing epileptic seizures classification is based on ILAE proposal of 2010:

T . istanding|

Partial (focal) seizures occur when this electrical activity remains in a limited are
awareness. The differentiation between simplex and complex partial seizures is

« Partial seizures evolving to secondarily generalized seizures: The seizure star

The FDA guideline [7] B has remained the same for more than 30 (!) years. The last changes were made in 1981. The guideline discusses clinical trial . , . . , . . \ . C , . .
Generalizec - . . . . . Study designs usually start with a baseline period during which the subject does not receive any study drug. This period is mainly to assess baseline seizure .

seUres setups for phase I-1II studies in both adults and children. It is a relatively small document (10 pages of main text) and mainly addresses long-term therapy i . . . T . W h t ?

of seizure disorders. However, clinical endpoints are mentioned in the guideline although no further advice, e.g. about non-inferiority/superiority margins is CoUNts. The baseline period needs to have a certain length to be able to detect a reasonable amount of seizures as well as changes in seizure frequencies. a a re yo u r eX p e rl e n Ce S .
- S given. Measurements of efficacy include reduced seizure frequency and increased seizure-free intervals. Apart from seizure diaries, patient reported This phase is also needed to finally confirm that subjects are eligible, e.g. number of seizures fits the study design, concomitant AED(s) are stable etc.
outcomes (PRO) are not discussed which may also be due to the relative age of the guideline. All in all the FDA guideline leaves much room for
interpretation on how a trial should be designed to be sufficient for submission to the FDA. Clinical Trial Endpoints
Myoclon
( Efficacy assessment j
’ [
- o - G s ey We’'re Looking tor
L . ) . ] ] ) } L . ) » Seizure-free intervals
- “ The EMA Guideline [8] [ is currently available as second revision and was issued in 2010. This relatively new guideline gives a general overview on « Responder analysis (i.e. subjects achieving XX% reduction in seizure frequency) .
Yorikc prevalence and aetiology of the disease as well as current (as of 2010) success of therapy with Anti-epileptic Dugs (AED). The main text gives detailed + Decreased total seizure time C O n t r I b u t O r S

instructions on selection of the study population under investigation. Populations are selected according to epileptic syndrome, seizure type and age of + Improved functional capacity

( ) study subjects. The development of drugs in children and in the elderly is discussed in two separate sections to address special considerations in these » Decreased incidence of adverse reactions

L . .
[ Teelesk patient cohorts. The assessment of efficacy is discussed in detail for a variety of study designs with explicit statements on duration of studies, (primary) * DEC:EESE: gfe"era“zam" of focal seizures R ev I e We r S
| . [ Li .g. QOLIE-31-P
. § efficacy parameters and PRO instruments. General considerations on the statistical analysis of efficacy are also provided. As opposed to the FDA guideline Quality of Life (e.9. Q )
\ L . \ \ . The assessment of efficacy is primarily based upon seizure frequency and cccurrence. This is due to the primary goal of treatment in epilepsy: seizure
Monic the primary efficacy endpoint is defined as analysis of responders/non-responders, where responders are patients who obtained at least a certain pre- freedom of subjects
— defined percentage reduction of seizure frequency. Therefore in studies submitted to both FDA and EMA both endpoints are defined, where reduction in
*artial (focal, local) seizures seizure frequency is used in the US and percentage of seizure reduction is used in Europe (see Clinical Trial endpoints for details). There are clear

' statements on the methodology of studies in the development of a new anti-epileptic drug for both Add-on and Monotherapy.
r

[Safety assessment

+ Extend of exposure

type was formerly known as secondarily generalized seizure.

[]apan (Ministry of Health and Welfare)

~ » Evaluation of treatment-emergent adverse events (TEAE)
+ Evaluation of TEAE of interest

“The overall safety assessment does not differ much from evaluations done in other therapeutic areas. However, there is a special focus on TEAE of interest
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Use case: Oncology
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. L . Overview Background 2. t Appendix 1 to the guideline on the evaluation of anticancer medicinal
From: US NCIf overall survival (05) has been the gold standard for oncology clinical trial [ products in m ologica iderati ing progression-
endpeints. Over the years, however, such surrogate endpoints [1]&F as . . . i i : i ini ] survival (PFS) se-free survival (DFS) rmatao I
. . - . .o . ) L. ry tria
Cancer is a term used for diseases in which abnormal cells divide without abjective 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 A idelin eval ncer Me
control and are able to invade other tissues. Cancer cells can spread to other employed because they can be reached faster and may offer important er}dpolnts, for one, differ greatly. For examplg, r.ather .than running a clinical although there are some peculiarities. s Introduction to Statistical Concepts for Products ( /EWP/205/35 Rev. 3) ry stu
parts of the hl]d'y' thrﬂ-ugh the blood and h’l‘l‘lpl‘l systems benefits in evaluating therapies trial to test.tht_: safgty and efficacy cuf_an antibiotic a_galnst an |_nfect|:?-r1,. an Usually a CRF starts by collecting subject characteristics at study entry, such as Age « Analysis of Response (P et Haematological Malignancies
{and/or date of birth), Sex, Race, Weight, Height, etc., followed by information PR ER LSS TR | Comparison of Survival Distributions of 41 Zpi-:d'_x Id:lme r me
i . . . . . . . . H = H ucts mi on
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per RECIST criteria 0 % \where BOR is the best response recorded from [ Phase I dose escalation J e analysis of time-to-event endpoints is based on the survivor function, which t The i n of En logy, J cCain, (Supplem
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 | ‘
From: US Nl:[ﬁ-‘ Phase I studies are a critical step in cancer drug dEUEleI’TIEI"It ThEY are small point in time. For an introduction to survival analysis, see Time-to-Event (Survival nag ). Volume
. P . P . . . is) in this Wiki tion cri mours: Revised RECIST g
. - . After h dentified key d hics information, the next st llect SDIM Data L — I hew
. ' . . . ( ; ] sample size and non-randomized and they also produce early observation Ler naving tdentifies ey cemographics imormation, e next Step In coecing ; e oo 8 {version 1.1)
&ll cancers hEgll’I in CE”S, the bﬂd‘f = basic unit of life. To understand cancer, Time to event Measurements ) o . . clinical data in oncology trial is the identification of cancer characteristics such as | ised i f loid Leukemi .
-, about the drug's safety, pharmacokinetic, and preliminary evidence of diagnosis and prior treatments. Introduced with SDTM version 3.1.3 Oncology Disease-specific Therapeutic Area | - r— 9. 1 Revised Response Criteria for Acute Myeloid Leukemia CHESON Crite
it's helpful to know what happens when normal cells become cancer cells. Best Overall Tumor Response for Solid Progression Free Survival (PFS As of today there is no other specific oncology SDTM standard (apart for Supplement @ 2 contains mapping specification for thres domains: S S i T Oncalogy Working Group Quality of Life (HRQoL)
| The hadv iz made un of many tenes of cellz. These rells arow and divide ina | efficacy/tumor response). Sponsors could either create ad-hoc domains or use o TU Tumor Identification OSSOSO 1 Oncology Trials 101 - The Basics Some, D Polus, (Pharma
existing standard SDTM domains. For example: « TR Tumor Results 11), 18
- . . | Baciencs sncluded in snslpris e 1100.0 %) o (100.0 %) . T applied ical trial ref to efine
Phase I Stl.ld ies » Prior (but _3;59 fo!-‘ow—up/,?ost) ar?ti—carrcer tn.aatments can be mapped in CM, * RS Response T = (oo = a0y 13. 7 Phase I Clinical Trials - A practical EA Eisenhauer C Twelves M Buyse
.ﬂ.g-EllC'f G“idEI iI'IES - . where ar‘.lltl-ca?cer theraples are |dent|ﬂ:ad using the I\:fanable CM(_:AT (e.g. These three domains allow the mapping of tumer assessment information as per | oo = [Oxford University Press 2006)
| The Classical Design CMCAT="Previous Anti-Cancer Therapy" or CMCAT="Further Anti-Cancer | |gpergy criteria. | e bore ol tp == 14. 1 Assigning NCI CTC Grades To Laboratory Results, 2?2?22, PhUSE, (Basel
Therapy"}, CMSCAT the type of anti-cancer therapy (e.g. RADIOTHERAPY), the | 2 =D o 2010), POD2
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, Existing Sta nda rd Titen (Soiomn Ters, estiEiade) P 15. 1 Analyze This? Supporting Clinical Decisions Graphically When Mot Enough
FDr A n L . . 111 121 131 unit. etc. Any other related variables if not standard in CM and not relevant for | amaed Bavie (svesvifiedet, adjmsceds) e ) . . )
or new combination of drugs) in Human te mainly check and assess . ] . [Eimweie o & It 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 [ e gy Grading, 2777, WUSS, (7777 2011), 7777
ree survival defined as t randemisation (or 1st « 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 [ o e T ) )
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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

] Seeking for feedback on Structure, Sections, Topics covered
1 Maintenance can be problematic

 As an initial outcome two TA workshops, Oncology and Rheumatoid Arthritis, were delivered at PhUSE 2013 in Bruxelles
. Phuse TA Wiki is seen as a useful tool as updates are ongoing and new indications added

1 Adding information related to Epilepsy in PhUSE TA Wiki page led to further insights for contributors

. An interesting collaboration possibility across pharma companies and CROs

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

PhUSE Annual Conference 2014, London, UK; October 12-15, 2014
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