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The trial development process

: YOU ARE

A Trial development '
A Concept development

A Getting funding

ATrial set up
A Sponsorship arrangements
A Protocol development
A Developing Informed consent materials
ART QA program
ATrial approvals
A Obtaining a favourable ethics opinion
A Clinical trial authorisation
ANHS permissions

Identify:
Sponsor
Cl
Consumer Input

Research
Question

CTSU
Agree to
Conduct
Trial

Literature Review:
Identify Protocol
Working Group

Agree Design

Outline Proposal to
Funder
Commence
Co-sponsorship
Negotiations

v

Prepare
Outline <
Proposal

Design Trial

Finalise: Protocol/
PIS/Consent Form//
Sub Studies
Prepare: GP Letter
Case Report Forms
Trial Master File
Trial Operating
Procedures (TOPs)
Trial Operating
Guidance (TOGSs)
Trial Guidance
Notes (TGNSs)
Site Investigator
File
Pharmacy File

v

Obtain EudraCT,
ISRCTN and ICR-
CTSU protocol
number
Update NCRN
ICR-CTSU Website
Drug Supply
Drug Labelling

Prepare
final
funding
Application

Assess Interest
Confirm
Collaborators
Draft: PIS
Consent Form
Identify QL Issues
Formulate
Associated Studies
e.g., QL, Biological,
HEA, HTA

v

Funding Approval
Sponsorship in
principle
Protocol
Development
Risk Assessment

Apply for
Regulatory
Approvals

Obtain Approvals:
SPONSOR
CsP
Main REC
CTA
R&D




HYBRID trial design

Phase Il 62 patients with pT2-T4a NO MO bladder
carcinoma unsuitable for standard daily
radiotherapy

Hypofractionated RT for

all patients v
Due to receive six 6Gy fractions of
radiotherapy delivered weekly
(total dose: 36Gy over 6 weeks)

Randomised to standard
pl anning or npl a
dayo adaptive | GRT

A 4

[ RANDOMISE }

Aim: to assess whether 11

adaptive RT techniques ; | .

when delivered at multiple Group 1: Group 2:
STANDARD PLANNING ADAPTIVE PLANNING

centres can lead to a (CONTROL) (EXPERIMENTAL)

reduction in acute non-

genitourinary side effects s
Rx CANCER

oy RESEARCH

Al UK



Getting funding - HYBRID case study

It can be done in 9 months; 12-18 months more typical,;

HY BRI

Feb 2010
Apr 2010
Aug 2010
Aug 2011
Nov 2011
Apr 2012
Jul 2012

Dec 2012
Feb 2013

D

took | onger é

HYBRID presented at CTRad proposals guidance meeting
Outline application submitted to CTAAC

Feedback from CTAAC - revised outline invited

Revised outline submitted with additional pilot data
Feedback from CTAAC - full application invited

Full application submitted to CTAAC

Feedback from CTAAC - trial fundable but carried over to
Nov 2012 meeting due to a competitive funding round

Feedback from CTAAC T recommended for funding

Final approval from CTAAC N CANCER
by - RESEARCH
b UK



But at least when we get our
funding we can relax.......

A NIHR higher level objectives i 70 day timelines to open
the trial and sites delivering the number of patients

promised

A All grants have Terms and Conditions i CR UK require first
patient recruited within 12 months of funding

(current average 1| S




Steps to a successful trial launch

y

[ Protocol development including IMP )
management and PV procedures

v

[ Trial approvals — ] ,!l'
Sponsor/ Main REC/ MHRA / NIHR =
Portfolio/ Global R&D

\, J

v

Trial agreements — Investigator
Sponsor / collaborator/ site
pharma partner agreements %
8

v

CRF and database development 'vv:—\

v

Trial launch and site inititations

I




Sponsorship & agreements

e

Key step for trial governance
and oversight




Sponsorship of academic trials

Managed by
trialists at
[nstitution B

Initiated by
clinician(s) at
institution A

A Agree model

A Identify key
individual within
each organisation

Financed by
organisation C

A Research Governance Framework 7 no IMP

A Clinical Trial Regulations (EU Directive; CTIMP trials)
A Further complicating factors i international participation (insurance),
multiple drug companies (IP, data sharing)


http://www.google.co.uk/imgres?imgurl=http://healorhell.com/wp-content/uploads/2011/05/hospital.gif&imgrefurl=http://healorhell.com/hospital-planning/hospital/&usg=__O_xm9Gcan1qKd9i_Eh2Yur2HYaA=&h=369&w=700&sz=8&hl=en&start=4&zoom=1&itbs=1&tbnid=4HxfKjBNMa6_tM:&tbnh=74&tbnw=140&prev=/search?q=hospital&hl=en&biw=1396&bih=730&gbv=2&tbm=isch&ei=BIXwTZfaLcbbtAbs5LiHBw
http://www.google.co.uk/imgres?imgurl=http://healorhell.com/wp-content/uploads/2011/05/hospital.gif&imgrefurl=http://healorhell.com/hospital-planning/hospital/&usg=__O_xm9Gcan1qKd9i_Eh2Yur2HYaA=&h=369&w=700&sz=8&hl=en&start=4&zoom=1&itbs=1&tbnid=4HxfKjBNMa6_tM:&tbnh=74&tbnw=140&prev=/search?q=hospital&hl=en&biw=1396&bih=730&gbv=2&tbm=isch&ei=BIXwTZfaLcbbtAbs5LiHBw
http://www.google.co.uk/imgres?imgurl=http://healorhell.com/wp-content/uploads/2011/05/hospital.gif&imgrefurl=http://healorhell.com/hospital-planning/hospital/&usg=__O_xm9Gcan1qKd9i_Eh2Yur2HYaA=&h=369&w=700&sz=8&hl=en&start=4&zoom=1&itbs=1&tbnid=4HxfKjBNMa6_tM:&tbnh=74&tbnw=140&prev=/search?q=hospital&hl=en&biw=1396&bih=730&gbv=2&tbm=isch&ei=BIXwTZfaLcbbtAbs5LiHBw

Clinical trial agreements: what do

they cover?

Intellectual property
rights & data
ownership

Financial issues

Drug supply and
labelling

Pharmacovigilance

Trial conduct

Tissue arrangements

Insurance and

iIndemnity
arrangements

10

Formally assign ;sponsor
responsibilities

Need to be in place before

agreements can be sent to
sites

Can be put in place whilst
other approvals sought

HYBRID agreement (non CTIMP, mNCA):

9 site agreements completed so far:

Days to sign-off: min=3 (lead site)
median=48
max=150




Protocol

e

Key step for successful trial
conduct & delivery

11
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Who should be involved in developing a
protocol?

Key contributors can include:

Chief Investigator

Clinical collaborators

Research Nurse / Clinical Nurse Specialist
Statistician

Trial management specialists

Trials pharmacist or IMP specialist

Trial physicist and/or radiographer; RTTQA team
Laboratory/biological collaborators

Consumers

Members of any proposed Trial Steering Committee/Data
Monitoring Committee

Pharmaceutical partners

Do o o Io Io Io Io Do Do Do Do



What to include in the protocol?

HYERID Protocol

ICR-CTSU
CONTENTS
1 INTRODUCTION . r;_g:_[;: rotacol
11 Background
111 S‘randardtraatmenrfnr musl:le inwasive hladder cancer 116 Concomitant therapy 19
112, Management of muscle invasive bladder cancer in patients unfit for standan 12 : 'MDIOTHEHM QUALITY "';S'l'_;;'mCE (oA .
113 Evidence for hypofractionated radiotherapy in bladder cancer .. .1.3: SAFETY REPDRTING .
1.2, challenges to ensuring accurate bladder radiotherapy delivery 131 adverse event (AE). 0
1.3 Image guided radiotherapy (I5RT) 132 Serious adverse event (SAE) 20
131 Evidence for adaptive-planned image guided radlmherapl,r |IG|!TJ 133, Serious Adverss Reaction (SAR) 2
1.4, Known risks and benefits of adaptnre hl,rpuflachona‘ted radlumerapl,r 1331, Definitions of causality 21
141 Potential benefits .. 134,  Related Unexpected SAE .. 21
142,  Potential risks ... 135.  Reporting Adverse Events to ICR-CTSU .. 21
2 Study rationale . e 136, Reporting Serious Adverse Events to ICR-CTSU 21
3. TRIAL OBJECTIVES SE— S 13.7. Serious Adverse Events exempt from expedited rep: 22
31.  Primary objective 138 Review of Serious Adverse Events . 22
3.2, Secondary objectives__. 139, Expedited Reporting of Related Umpected SAB .22
3.3. Exploratory objectives.. 13.10.  Follow up of Serious Adverse Events._. 23
4. TRIAL DESIGM..... 1311 annual reporting of safety considerations 23
3. STUDY ENDPOINTS 14, STATISTICAL CONSIDERATIONS .. 23
51, Primary endpaint — 141 Statistical design and sample size ]IJSl'I'fIGtDI'I 23
5.2,  Secondary endpoints__...... 14.2. Treatment allocation ........ 24
53,  Exploratory endpoints ... — 14.3. Primary endpoint deﬁnn:lnn 24
6. PATIENT SELECTION & ELIGIBILITY . — 144 secondary endpoint definitions 24
6.1.  Number of participants o 14.41. Local control at 3 month: 24
6.2 Source of participants... — 14.432. control rate of pressnting symptoms 24
63. Indusion criteria 14.43. Patient reported outcomes (PRO) 24
6.4.  Extlusion criteria 14.44.  Late toxicity 24
6.5.  Lifestyle suidelines 14.45. Time to local disease pmgj'essmn 24
7.  SCREENING 14.46. oOverall survival .. . 24
71 screening log 14.47. Proportion nff'rartlnns benefmngf'rnm adaptive plannlrg .24
7.2, Procedure for obtaining |nfon'ned consent. 14.5. Exploratory endpoints =
7.3.  Participation in other research 14.8. "mah‘_'s's plan i =
8 RANDOMISATION 147, Interim analysas and stopping rules__. 26
15, TRIAL MANAGEMENT ... 26
8- mm'LASE'ESMEW, 151 Trial Management Group (TMG) 26
S.1.  Pre-randomisation 152 Trial Steering Committes (T5C) ... %
9.2.  Pre-irestment assessments.... 153.  independent Data Mommnngcummntee |IDMC] .26
93 On-treatment assessments .. 16.  RESEARCH GOVERNANCE . %
9.4,  Post mdmherap-{amssments 2z

161 Sponsor responsibilities
17. TRIAL ADMINISTRATION & LOGISTICS HYBRID Protocol

171 Site activation ... IER-CTEU

17.2. Investigator training

17.3. Data acquisition ...

941 4weeks from last radmhempl,rﬁactlun
9.4.2 3 months from last radiotherapy fraction.
9.4.3.  6and 12 months (from last radiotherapy fraction)
9.4.4. 24 months (from last radiotherapy fﬁcrinn]
945  Annually thereafter ..
95,  Procedure at disease pmgressmnjrecurlem:e
9.6.  withdrawal from treatment or follow-up ...
10. SCHEDULE OF ASSESSMENTS ...

20. PUBLICATION POLICY....ee
17.4. Central data monitoring 21. ASSOCIATED STUDIES e
175, On-site monitoring ... 211 Patient reported outcome maasures :tudgl
176 Completion of the study and definition of study end) 22. REFERENCES...
17.7. Archiving ... R Al.  WHO performance status.
11 TREATMENT.. 18. PATIENT PROTECTION AND ETH C&LCCI'NE-IDEFA“ONS_.. A2, RTOG/EORTC [ate radiation morbidity scoring gchema -

111 Standan:l pr\e-trlaltlea‘tment S 18.1. Trial approval A3, PATIENT REPORTED QOUTCOMES STUDY

112 Treatment timelines . — 182, Trial conduct .

A31  Background
11.3.  Radigtherapy planning anddelwery — 183 Informed consent A32  Hypothesis. .
114 Trestment scheduling and gaps — 184.  Patient confidentiality 433 quality of life measuras...

115 Supportive care guidelines . J— 185,  Data Protection Act (DPA)
186 Liability.._. A35  Timing of data collectio
version 1 3/ 19, FINANCIAL MATTERS 436 Compliance
5 August 2013 A3.7  Statistical mnsmlera‘tlons

Wersion 1 Ad. GLOSZARY ...
5 August 2013

A3.4  Study design
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Key areas for consideration

AbSchedul e of assessmentsd (shou
application as informs trial costings)

ARadiotherapy Quality Assurance

APharmacovigilance (safety) reporting

AManagement of toxicities

ADrug handling

AStatistical considerations

AGovernance arrangements

ATranslational aspects i samples/interventions/logistics

A good protocol ensures that the key research tasks are being
performed in a standard way by different investigators, across
different sites.
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Protocol tips

A Schedule of assessments
V  Feasible (acceptable to investigators and patients)
V  Costs
V  Follow up
A Do n 6 t-complicate
A Be specific and/or broad as necessary
V  Should be workable at all participating sites
A Version Control
V  E.g use version 1.0 (+ date of finalisation) for initial ethics/MHRA submissions, version 1.1
for any minor amendments, version 2.0 for any substantial amendments
A Formatting
V  Make sure you proof read every draft, gets others to proof read your text

A Templates

V  Some R&D departments have their own protocol templates and/or standard text for some
sections

ADond6t need to put everything in the

V  Use study manuals, radiotherapy planning documents, trial guidance notes, lab manuals

A Watch your language to avoid frequent deviations
V  E.g. should vs. must

A Avoid unnecessary duplication

Most | mpor t AVRITE IY ON MYDORIOWN! Use the experts.



Radiotherapy protocol

CTRad Checklist covers items relating to:

Too Joo Joo J>o T T T T To Do Do Do o I

Immobilisation, simulation & target localisation
Target volume delineation & treatment
planning

Organs at risk

Target volume & OAR naming

Prescribed dose & fractionation by phase
Dosimetry/dose specifications

Dose/volume constraints

Brachytherapy

On treatment verification/IGRT

Treatment delays

Patient care during treatment

Radiotherapy related adverse events
Centre credentialing (pre-study)

Phantom studies, contouring & planning dry
runs

16

HYBRID RT planning & delivery guidelines

HYBRID radiotherapy planning and delivery guidelines

CONTENTS
1. INTRODUCTION .......

2. PLANNING CT SCAN FOR RADIOTHERAPY

2.1.  Patient preparation
2.2, Patient positioning

2.3, 5can limits and shice thickness....

3. LOCALSATION OF THE TARGET WOLUME AND ORGANS AT RISK
3.1 Volume definition.

3.2, Clinical target volume.

3.3. Organsatrisk.....

3.4.  Planning target volume

jaa Table 1 CTV to PTV Expansion Details

3.5 MNomenclature.......

351 Table 2 HYBRID Trial Target Volume and OAR Nomenclatura ...
4. PRE-TRIAL DUTLINING BENCHMARK CASE

I R I = RN RN RN RN N

4.1, outlining Benchmark Case 1 : TZNOMO Male PelVIS ...oeecocecs e
411, HiStony ...

412 BIOPSY: e

413 Initial staging CT / MRI scan: .

414, Contouring Instructions: ...

4.2, Outlining Benchmark Case 2 : T2NOKO Female Pelvis.........__.
421 History ...

422, BIOPSY s
423 Initial staging CT / MRI scan: .

424 Contouring Instructions: ...

5. PLANNING

5.1.  Standard planning

5.2.  Adaptive planning.

53. Dos=o

5.4.  Mormal tissue dose constraints ...

541 Table 3 0AR Dosa Constraint

5.5.  Pre-Treatment checks

6. PRE-TRIAL PLANMING BENCHMARK CASE

6.1.  Benchmark Planning Case: T2 NO MO bladder Male Pelvis
611, History ........

6.1.2.  BIOPSY .o

6.1.3.  Initial staging CT / MRI scan: .

614, Radiotherapy Planning Exercise:

6.15. Structures: ...

3116




Patient Information Sheet & Consent
Form

e

Key step for successful trial
recruitment

17



Patient Information Sheet (PIS)

A Level of detail appropriate to the nature and detail of the study.
A The PIS should include:

Part 1

1. Study title

2. Invitation paragraph

3. Whatis the purpose of the study?

4. Why have | been chosen?

5. Do I have to take part?

6. What will happen to me if | take part?

7. Whatdo | have to do?

8. What s the drug, device or procedure that is
being tested?

9. What are the alternatives for diagnosis or
treatment?

10. What are the side effects of any treatment
received when taking part?

11. What are the other possible disadvantages and
risks of taking part?

12. What are the possible benefits of taking part?

13. What happens when the research study stops?

14.

Contact detalls

Part 2

1. What if relevant new information becomes
available?

2. What wil/ happen i f |
the study?

3.  Whatif there is a problem?

4.  Will my taking part in this study be kept
confidential?

5.  What will happen to any samples | give?

6. What will happen to the results of the research
study?

7. Who is organising and funding the research?

8. Who has reviewed the study?

18
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Patient information sheet tips

A Start early i you sometimes need to submit it with the grant
application

A Make it easy to read (plain English, short sentences etc)

A Make it as clear as possible i what are you going to do, how
often and when?

A NRES guidelines should be followed but remember they are
quidelines only

A Be specific about what any data and samples will be used for
A Be clear about who is going to see their data

A Seek consumer input on style, order and content

A Think about when it is going to be handed out (patient pathway)

Plenty of opportunities for patient and public involvement through
CTRad (not just for review of PIS)
http://www2.ncri.org.uk/ctrad/res/ppi_in_trial/

19



Radiotherapy Quality Assurance

e

Key step towards trial
activation & essential for
successful trial delivery

20



Radiotherapy Trials Quality Assurance

A Funding allocated to design and implement quality assurance
(QA) programmes for all NIHR Portfolio trials that include a
radiotherapy component

A Ensures that patients in all NCRI RT trials adhere to a trial
protocol, and are treated according to nationally and accepted
standards

A An integral part of RT clinical trials; minimises variations
ensuring clinical trial outcomes reflect differences in
randomisation schedules rather than departures from the trial
protocol

http://www.rttrialsga.org.uk/ @

Radiotherapy
Trials QA

21



Tips for successful implementation of
RT QA

A Engage early with RTTQA team i at development stage

A Agree level of pre-trial&on-t r i a | QA; what
from previous trials what is trial specific?

A Look for opportunities to streamline i host training days for

outlining, buddying physicists at sites using the same
platform

A Technology to support remote training / assessment

C

an

22
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HYBRID: RT QA Programme

First national trial using adaptive IGRT techniques - new elements to QA
programme & detailed radiographer training

Component Details
Pre-trial QA
1 Facility questionnaire A Gauge IGRT experience of centre to date
A Gains information on equipment, IGRT type, training, action
threshold, frequency of intervention and imaging doses
2 Outlining benchmark A 1 Male
cases A 1 Female
3 Planning benchmark case|A Three adaptive plans to be produced on patient provided by
RTTQA
4 IGRT/ART training A Practice cases for centres to work through
programme
5 Process document A Details on tasks for the complete patient pathway and all
imaging procedures
6 IGRT assessment of plan [A Two patients with 6 CBCTs (12 match decisions) to assess plan
selection of the day choices
On-trial QA
1 RTTQA credentialing visit |A Matching procedure to be reviewed on site by RTTQA for 1st
patient recruited to adaptive arm
2 First patient review A RTTQA to review patient 1 prior to patient 2 being recruited
3 Subsequent patients A All patient data to be sent to RTTQA group




HYBRID IGRT credentialing N
programme

A Evidence of in-house IGRT training programme (conebeam
CT for bladder)

HYBRID specific training programme | practice cases
Remote access to Elekta/Varian databases

IGRT independent review cases: this acts as competency
assessment (plan of the day selection)

Verification of electronic data transfer: CBCT and
registration objects

o To Do o

A Sites required to have at least 2 trained radiographers prior
to opening study

A RTTQAIGRTsi te visit: during first p:
Review adaptive RT process/decision making



Approvals

e

Key step towards trial
activation

25



e

o

Seekingselevant approvals:

Ethics opinion, CTA, NHS permissions

IRAS

©

r

of t

e w

Revi

REC application:

Andditional focus on burden on patient
Risk-benefit profile

AConfidentiality

ASample collection and management

Clinical Trial Authorisation:

Andditional focus on treatment and interventions
ASponsorship arrangements

ADrug manufacture, safety profile, composition,
labelling and accountability arrangements

R&D application: (England - CSP & SSI)

AGlobal approvals (Lead CLRN)

AResource implication for local staff and NHS Trust
A ocal availability and suitability of equipment and
expertise

Aulso route for portfolio adoption

26



CRFs & database design & testing

e

Key step to ensure useful
data for analysis and
reporting

27



Clinical database bhuild

A With move to electronic data capture there is need to have
the database ready before first patient recruited.

A Build this in to trial set up timelines

A CTUs will have defined SOPS for this which will usually
iInclude the following:

Draft CRFs

Review

Final CRFs

Annotated CRF
Database design & build
Database testing
Database sign off

28



Case Report Form tips

29

What to collect?

A
A
A

Collect precise data i as required for monitoring patient safety
and assessing trial endpoints

Cross check with schema of investigations and protocol
endpoints

Avoid extraneous data - if you collect it, you have to clean it and
analyse it

How to collect?

Do To Do Do o Do o I

Paper or electronic

Easy to use 1 clear & specific instructions

Consistent formats, codes etc

Categories vs. free text

Consider coding schemes eg RTOG, LENT SOM, CTCAE
D o nfarget PROs

Long term follow-up T routinely collected data?

Dosimetry/physics data for it r a n s | @dearah ni a direct
electronic collection (in a standard format) where possible



Participating Sites

e

Key step towards timely
delivery of trial

30



Site selection

A
A
A

31

How many sites needed?
Recruitment rate per site / recruitment timelines
Competing trials at sites?

Named local investigators: Pl (oncologist/surgeon), physicist,
radiographer

Which sites have technical RT capability to deliver now / In
the near future

Other feasibility checks - translational aspects, early phase
trials

Patient pathway - RT treating centres / PIC centres
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What needs to be Iin place at NHS
hospitals?

Documentation

A R&D approval letter
AA for mal contract Dbetween Sponsor

A AcopyofthePl 6s CV and evidence of GCP
A Completed delegation log for all key trial staff (including pharmacy)
A Approval of site and PI from REC and MHRA

Processes
A Site initiation (e.g. a visit or telephone call with the CTU/Sponsor)

A Established pharmacy procedures, including drug supply
A RTTQA approval ®

€ ;.




Getting to trial open i HYBRID N
Feb 2013 Final approval from CTAAC
Apr 2013 Draft protocol & draft RT planning document
to RTTQA

o3 Apr-May  2xTCs with RTTQAteam T RT planning, dose

é” constraints, training program

-‘_E." E':y May 2013 Draft IRAS form for review by CI

% -g Jun 2013 Sponsorship submission i institutional review

S g Jun2013 F2F with RTTQA, CTU and ClI, physics &

= radiographer lead

S Jul 2013  Launch meeting booked (3-4 months in

Aug 2013

advance)
IRAS submission



