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The trial development process
3

ÅTrial development

ÅConcept development

ÅGetting funding 

ÅTrial set up

ÅSponsorship arrangements

ÅProtocol development

ÅDeveloping Informed consent materials

ÅRT QA program

ÅTrial approvals

ÅObtaining a favourable ethics opinion

ÅClinical trial authorisation

ÅNHS permissions
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HYBRID trial design
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62 patients with pT2-T4a N0 M0 bladder 

carcinoma unsuitable for standard daily 

radiotherapy

Group 1:

STANDARD PLANNING 

(CONTROL)

Group 2:

ADAPTIVE PLANNING 

(EXPERIMENTAL)

RANDOMISE

1:1

Due to receive six 6Gy fractions of 

radiotherapy delivered weekly 

(total dose: 36Gy over 6 weeks)

Phase II

Hypofractionated RT for 

all patients

Randomised to standard 

planning or ñplan of the 

dayò adaptive IGRT

Aim: to assess whether 

adaptive RT techniques 

when delivered at multiple 

centres can lead to a 

reduction in acute non-

genitourinary side effects



Getting funding - HYBRID case study
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Feb 2010 HYBRID presented at CTRad proposals guidance meeting

Apr 2010 Outline application submitted to CTAAC

Aug 2010 Feedback from CTAAC - revised outline invited

Aug 2011 Revised outline submitted with additional pilot data

Nov 2011 Feedback from CTAAC - full application invited

Apr 2012 Full application submitted to CTAAC

Jul 2012 Feedback from CTAAC - trial fundable but carried over to 

Nov 2012 meeting due to a competitive funding round

Dec 2012 Feedback from CTAAC ïrecommended for funding

Feb 2013 Final approval from CTAAC

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

HYBRID took longer é



But at least when we get our 

funding we can relax.......

Å NIHR higher level objectives ï70 day timelines to open 

the trial and sites delivering the number of patients 

promised

Å All grants have Terms and Conditions ïCR UK require first 

patient recruited within 12 months of funding

(current average is longer éé WHY?)
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Steps to a successful trial launch
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Sponsorship & agreements

Key step for trial governance 

and oversight

8



Initiated by 

clinician(s) at 

institution A

Managed by 

trialists at 

institution B

Financed by 

organisation C

Sponsorship of academic trials
9

ÅResearch Governance Framework ïno IMP

ÅClinical Trial Regulations (EU Directive; CTIMP trials)

ÅFurther complicating factors ïinternational participation (insurance), 

multiple drug companies (IP, data sharing)

Å Agree model

Å Identify key 

individual within 

each organisation

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?
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Pharmacovigilance

Financial issues

Trial conduct

Intellectual property 

rights & data 

ownership

Drug supply and 

labelling

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

Tissue arrangements

Insurance and 

indemnity 

arrangements

HYBRID agreement (non CTIMP, mNCA):

9 site agreements completed so far:

Days to sign-off: min=3 (lead site)

median=48

max=150



Protocol

Key step for successful trial 

conduct & delivery
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Who should be involved in developing a 
protocol?

Key contributors can include:

Å Chief Investigator

Å Clinical collaborators

Å Research Nurse / Clinical Nurse Specialist

Å Statistician

Å Trial management specialists

Å Trials pharmacist or IMP specialist

Å Trial physicist and/or radiographer; RTTQA team

Å Laboratory/biological collaborators

Å Consumers

Å Members of any proposed Trial Steering Committee/Data

Monitoring Committee

Å Pharmaceutical partners

12



What to include in the protocol?
13



Key areas for consideration

ÅóSchedule of assessmentsô (should be developed at time of funding 

application as informs trial costings)

ÅRadiotherapy Quality Assurance

ÅPharmacovigilance (safety) reporting 

ÅManagement of toxicities

ÅDrug handling

ÅStatistical considerations

ÅGovernance arrangements

ÅTranslational aspects ïsamples/interventions/logistics

A good protocol ensures that the key research tasks are being 

performed in a standard way by different investigators, across 

different sites. 

14



Protocol tips
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ÅSchedule of assessments
V Feasible (acceptable to investigators and patients) 

V Costs 

V Follow up

ÅDonôt over-complicate 

ÅBe specific and/or broad as necessary
V Should be workable at all participating sites

ÅVersion 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

ÅFormatting
V Make sure you proof read every draft, gets others to proof read your text

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

sections

ÅDonôt need to put everything in the protocol 
V Use study manuals, radiotherapy planning documents, trial guidance notes, lab manuals

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

ÅAvoid unnecessary duplication

Most importantly, DONôT WRITE IT ON YOUR OWN!  Use the experts.



Radiotherapy protocol
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CTRad Checklist covers items relating to:

Å Immobilisation, simulation & target localisation

Å Target volume delineation & treatment 

planning

Å Organs at risk

Å Target volume & OAR naming

Å Prescribed dose & fractionation by phase

Å Dosimetry/dose specifications

Å Dose/volume constraints

Å Brachytherapy

Å On treatment verification/IGRT

Å Treatment delays

Å Patient care during treatment

Å Radiotherapy related adverse events

ÅCentre credentialing (pre-study)

Å Phantom studies, contouring & planning dry 

runs

HYBRID RT planning & delivery guidelines



Patient Information Sheet & Consent 
Form

Key step for successful trial 

recruitment

17



18

Patient Information Sheet (PIS)

Part 1

1. Study title

2. Invitation paragraph

3. What is the purpose of the study?

4. Why have I been chosen?

5. Do I have to take part?

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

7. What do I have to do?

8. What is 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 details

Part 2

1. What if relevant new information becomes 

available?  

2. What will happen if I donôt want to carry on with 

the study?

3. What if there is a problem?

4. Will my taking part in this study be kept 

confidential?

5. What will happen to any samples I 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?

Å Level of detail appropriate to the nature and detail of the study. 

Å The PIS should include:



Patient information sheet tips

ÅStart early ïyou sometimes need to submit it with the grant 
application 

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

Å Make it as clear as possible ïwhat are you going to do, how 
often and when?

ÅNRES guidelines should be followed but remember they are 
guidelines only

Å Be specific about what any data and samples will be used for

ÅBe clear about who is going to see their data

ÅSeek consumer input on style, order and content

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

19

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/



Radiotherapy Quality Assurance

Key step towards trial 

activation & essential for 

successful trial delivery

20



http://www.rttrialsqa.org.uk/

Radiotherapy Trials Quality Assurance

ÅFunding allocated to design and implement quality assurance 

(QA) programmes for all NIHR Portfolio trials that include a 

radiotherapy component

ÅEnsures that patients in all NCRI RT trials adhere to a trial 

protocol, and are treated according to nationally and accepted 

standards 

ÅAn integral part of RT clinical trials; minimises variations 

ensuring clinical trial outcomes reflect differences in 

randomisation schedules rather than departures from the trial 

protocol

21



Tips for successful implementation of 
RT QA

ÅEngage early with RTTQA team ïat development stage

ÅAgree level of  pre-trial & on-trial QA; what can be ñborrowedò 

from previous trials what is trial specific?

ÅLook for opportunities to streamline ïhost training days for 

outlining, buddying physicists at sites using the same 

platform

ÅTechnology to support remote training / assessment

22



HYBRID: RT QA Programme
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Component Details

Pre-trial QA

1 Facility questionnaire ÅGauge IGRT experience of centre to date

ÅGains information on equipment, IGRT type, training, action 
threshold, frequency of intervention and imaging doses

2 Outlining benchmark 
cases

Å1 Male
Å1 Female

3 Planning benchmark case ÅThree adaptive plans to be produced on patient provided by 
RTTQA

4 IGRT/ART training 
programme

ÅPractice cases for centres to work through

5 Process document ÅDetails on tasks for the complete patient pathway and all 
imaging procedures

6 IGRT assessment of plan 
selection

ÅTwo patients with 6 CBCTs (12 match decisions) to assess plan 
of the day choices

On-trial QA

1 RTTQA credentialing visit ÅMatching procedure to be reviewed on site by RTTQA for 1st

patient recruited to adaptive arm

2 First patient review ÅRTTQA to review patient 1 prior to patient 2 being recruited

3 Subsequent patients ÅAll patient data to be sent to RTTQA group 

First national trial using adaptive IGRT techniques  - new elements to QA 

programme & detailed radiographer training



HYBRID IGRT credentialing 
programme

Å Evidence of in-house IGRT training programme (conebeam

CT for bladder)

Å HYBRID specific training programme ïpractice cases

Å Remote access to Elekta/Varian databases

Å IGRT independent review cases: this acts as competency 

assessment (plan of the day selection)

Å Verification of electronic data transfer: CBCT and 

registration objects

Å Sites required to have at least 2 trained radiographers prior 

to opening study

Å RTTQA IGRT site visit: during first patientôs treatment. 

Review adaptive RT process/decision making

24



Approvals

Key step towards trial 

activation

25



Seeking relevant approvals:

Ethics opinion, CTA, NHS permissions

26

Clinical Trial Authorisation:

ÅAdditional focus on treatment and interventions

ÅSponsorship arrangements

ÅDrug manufacture, safety profile, composition, 

labelling and accountability arrangements

REC application:

ÅAdditional focus on burden on patient  

ÅRisk-benefit profile  

ÅConfidentiality

ÅSample collection and management

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

ÅGlobal approvals (Lead CLRN)

ÅResource implication for local staff and NHS Trust

ÅLocal availability and suitability of equipment and 

expertise

ÅAlso route for portfolio adoption
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CRFs & database design & testing

27

Key step to ensure useful 

data for analysis and 

reporting



Clinical database build
28

Å With move to electronic data capture there is need to have

the database ready before first patient recruited.

Å Build this in to trial set up timelines

Å CTUs will have defined SOPS for this which will usually

include the following:

Draft CRFs

Review

Final CRFs

Annotated CRF

Database design & build

Database testing

Database sign off



Case Report Form tips
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What to collect?

Å Collect precise data ïas required for monitoring patient safety

and assessing trial endpoints

Å Cross check with schema of investigations and protocol

endpoints

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

analyse it

How to collect?

Å Paper or electronic

Å Easy to use ïclear & specific instructions

Å Consistent formats, codes etc

Å Categories vs. free text

Å Consider coding schemes eg RTOG, LENT SOM, CTCAE

Å Donôtforget PROs

Å Long term follow-up ïroutinely collected data?

Å Dosimetry/physics data for ñtranslationalòresearch ï direct

electronic collection (in a standard format) where possible



Participating Sites

30

Key step towards timely 

delivery of trial



Site selection
31

Å How many sites needed?

Å Recruitment rate per site / recruitment timelines

Å Competing trials at sites?

Å Named local investigators: PI (oncologist/surgeon), physicist,

radiographer

Å Which sites have technical RT capability to deliver now / in

the near future

Å Other feasibility checks - translational aspects, early phase

trials

Å Patient pathway - RT treating centres / PIC centres



Documentation

ÅR&D approval letter

ÅA formal contract between Sponsor and the Trust (ósite agreementô)

ÅA copy of the PIôs CV and evidence of GCP training

ÅCompleted delegation log for all key trial staff (including pharmacy)

ÅApproval of site and PI from REC and MHRA

Processes

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

ÅEstablished pharmacy procedures, including drug supply

ÅRTTQA approval

What needs to be in place at NHS 
hospitals?

32



Getting to trial open ïHYBRID
33

Feb 2013 Final approval from  CTAAC

Apr 2013 Draft protocol & draft RT planning document 

to RTTQA

Apr-May 2xTCs with RTTQA team ïRT planning, dose 

constraints, training program

May 2013 Draft IRAS form for review by CI

Jun 2013 Sponsorship submission ïinstitutional review

Jun 2013 F2F with RTTQA, CTU and CI, physics & 

radiographer lead

Jul 2013 Launch meeting booked (3-4 months in 

advance)

Aug 2013 IRAS submission
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