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Clinical Drug Trial Template.

1
Study Title

<Descriptive Study title, eg: A collaborative double-blind, placebo-controlled evaluation of two dosing schedules of …..in the treatment of…..in patients at high risk for……> 

<add date and version>

2
Study personnel 

<Names, addresses, Email addresses and telephone numbers of all study personnel. Include after-hours numbers for personnel who are responsible for patient care>

3
Rationale

· What does the study drug do?

· Why are you doing this study? What pre-clinical, animal and basic biological data underlies the hypotheses you intend to test?

· What hypotheses are being tested?

· What adverse effects can be anticipated from the study drugs and procedures?

4
Objectives

· Identify the primary outcome measures (data pertaining to the most important questions) and the secondary outcome measures. The design of the trial and the statistical analytical procedures will be chosen according to the nature of the primary outcome measures and their variability. 

· The outcome measures must be quantifiable. It can be numerical (eg, duration of response, volume change in a lesion, change on a pain scale) or just a binary outcome (eg, "Improved" vs "Not improved"). 

5
Study Plan & Schedule of Assessments

5.1
Methods of collecting data

· How are you going to measure the primary and secondary outcomes? Say exactly what you are going to measure and how, unless this is obvious. eg, how is tumour response measured, or response of polyarticular arthritis, or response of skin lesions, etc. 

· Ensure that you can estimate the outcome measure with reasonable precision. Lab safety tests and blood levels of drugs are measured with known precision. 

· Anticipate circumstances that will confound measurement and describe how collection procedures are to be modified in those circumstances. 

· If you are planning to use a method of measurement that is not so familiar (for example, various patient questionnaires), you will have to show that it has been validated for the purpose, or acquire data on its validity.

5.2
Study Plan


· Set this out as a flow diagram, indicating the phases of the trial (eg, initial assessment, run-in, pre-randomisation assessment, randomisation, treatment phase [including times of assessments], end-of-treatment assessment, washout, cross-over, alternative treatment,etc, post-treatment assessments, study exit. For example:
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5.3
Schedule of Assessments

· Set this out as a table, for example

	Visit
	Time

(Weeks)
	Full Physical Exam
	Vital Signs
	Collect AE diaries
	Lab Safety Tests
	ECG
	Outcome measure 1
	Outcome measure 1
	etc
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6
Inclusion Criteria

· What condition do you want to study? 

· What characteristics must a patient display to be eligible for inclusion? 

· Remember that inclusiveness increases heterogeneity, whilst restrictive criteria make recruitment slower.

Common Inclusion Criteria Include:

· Men or women between 18 and 75 years

· A signed and dated written informed consent is obtained prior to participation.

· Able to comply with the requirements of the protocol.

· <Add criteria that are specific to this trial, ie, a definition of the study population>
· (   <If the drug poses a known risk of teratogenicity, or if the true risk cannnot be estimated with confidence (as is the case with most investigational drugs), women are admitted to the trial only if there is a negligible risk of pregnancy during the trial. This sample paragraph is very specific. It may be adjusted to meet the requirements of the individual trial. For some drugs, the precautions against pregnancy must be continued for some time after cessation of the study drugs. This information should be added, where appropriate>

· A woman is eligible to enter and participate in this study if she is of:

i
non-childbearing potential (i.e., physiologically incapable of becoming pregnant, including any female who is post-menopausal); or,

ii
child-bearing potential, has a negative pregnancy test (urine or serum) at screen, and agrees to one of the following:

- Complete abstinence from intercourse for the duration of the study

- Sterilisation

- Sterilisation of male partner

- Implant of levonorgestrel

- Injectable progestogen

- Oral contraceptive (combined or progestogen only)

- Any intrauterine device (IUD) with published data showing that the lowest failure rate is less than 1% per year

- Any other methods with published data showing that the lowest failure rate is less than 1% per year

- Barrier method only if used in combination with any of the above acceptable methods.

· (   <For a few drugs, there is evidence of teratogenicity following use by the father at or before the time of conception. The following inclusion may be appropriate:>

· Men are eligible to enter this trial if they are surgically sterile, agree to abstain from intercourse for the duration of the trial or will practice the abovementioned precautions in cooperation with any sexual partners.

7
Exclusion Criteria

· What conditions will make a patient ineligible to enter? These can be conditions that increase the risk to the patient, conditions that interfere with the patient's ability to give informed consent, conditions that interfere with a patient's ability to comply or conditions that increase the heterogeneity of the study population and introduce more randomness into the data.

Common exclusion criteria are:

· serious, uncontrolled disease (including serious psychological disorders) likely to interfere with the study and/or likely to cause death within the study duration

· participation in another clinical trial during the last 12 weeks

· previous participation in this trial

· known allergic reactions against any component of the study drug or its comparator(s)

· known contraindication to any component of the study drug or its comparator(s)

· concurrent diseases which exclude the administration of therapy as outlined by the study protocol

· active infections requiring systemically administered antibiotics or antiviral medications

· non-compensated heart failure

· myocardial infarction during the last 6 months

· chronic lung disease with hypoxemia

· severe non-compensated hypertension

· severe non-compensated diabetes mellitus

· renal insufficiency (creatinine more than twofold of the normal value)

· hepatic insufficiency with elevated bilirubin or transaminase <specify acceptable levels>

· clinical signs of cerebral dysfunction

· women during the lactation period, pregnancy or of childbearing potential not using a reliable contraceptive method

· severe psychiatric disease

· known HIV or active chronic hepatitis B or C infection

· subjects who, in the opinion of the investigator, are not likely to complete the study for what ever reason.

· subjects who, in the opinion of the investigator, abuse alcohol or drugs

· subjects with any clinically significant abnormality (to be determined by the investigator) following review of screening laboratory data and full physical examination. Stable medical conditions unlikely to affect patient safety or the outcome of the investigation may be acceptable if agreed by the study monitor appointed by the sponsor

<Add criteria that are specific to this trial>

8
Prohibited Drugs and Interventions.

· What drugs or procedures are prohibited, because they have overlapping effects with the study drug or because they interact with the study drug to modify efficacy or toxicity, e.g CyP450 inhibitors with drugs that are metabolised by CyP450.

9
Study design and analysis

· It is essential that this is thoroughly planned in advance. Formal statistical advice during protocol-writing is strongly advised, so that the best data can be collected from the minimum number of patients to test the primary hypotheses. Be sure that the form of statistical analysis is appropriate to the hypothesis and the data. Make sure that the power of the trial is sufficient for reasonable confidence that the question can be answered correctly. The Clinical Drug Trials Committee (CDTC) will generally withhold approval for trials that intend to commit patient and investigator effort and time, without evidence that they can reach their aims. In some cases, the trial is designed to get preliminary data on the outcome measure, to facilitate design of a more discriminating trial. If this is the case, ensure that the trial is identified as a pilot study.

· Ensure that comparisons can be made without bias. Optimally trials should be double-blind. Where there is an intention to use some other form of control (eg, historical controls where the outcome is known with confidence), justify this decision.

Write under the following headings:

9.1
Randomisation

· How are patients to be randomised? Details are required here: randomisation is not as straightforward as tossing a coin or looking up a table.

· Is there to be any stratification in the randomisation, or any procedures to balance the number of entrants to each group in individual centres (in the case of multicentre trials)?

9.2
Power calculations

· Unless the study is a pilot study, power estimates must be presented. Estimate the number of patients that are required in each group to test the study hypotheses with adequate power (80 - 90%, usually). 

· Ensure that the power calculations incorporate the same assumptions as the proposed analysis procedures (eg, if the analysis uses non-parametric stats, so should the power calculation). 

9.3
Data to be analysed

· Which data are to be analysed? 

· If sequential observations are taken, how are they going to be treated statistically? 

· If a composite score is derived from a group of observations, what is its distribution and how is it to be treated statistically?

9.4
Analysis populations

· Which patients are to be included in each of the components of the analysis? Identifying the groups is essential, so that the hypotheses are correctly tested. The trial will yield an "Intention to treat" population (all those who have received at least one dose of the study drug) and a "Per protocol" population (all those who have completed without a protocol violation). The outcome measures are likely to differ in the two groups.

9.5
Withdrawals (protocol violations, broken blinding, withdrawal in the patient's interest, etc)

· How are withdrawals to be handled in the statistical analysis? 

· Is the last observation on treatment to be carried forward and substitute for the final observation?

9.6
Statistical Analysis

· What statistical methods are to be applied to the primary and secondary outcome measures, to evaluate the trial hypotheses? Remember that the analytic procedures have to fit the way the data is distributed (eg, in a population of patients treated for the same diagnosis, survival time is distributed differently to degree of response and differently again to whether the patients improved or got worse, so they require different statistical procedures), fit the study design (the design and analytic techniques are both decided before the study begins) and account for the likely influences on outcome (eg, age, sex and disease status as covariates). 

· Professional statistical advice is strongly advised during the trial planning phase.

9.7
Interim analyses

· Are there to be any interim analyses? Interim analyses are usually required where there is uncertain benefit, but possibly a significant risk to the patient (eg, trials of treatments in cancer). Interim analyses are performed at pre-set points in patient accrual, or where pre-set numbers of patients have reached a study endpoint. 

· Calculate the power available at each of the interim analyses. 

· Decide, in advance, on criteria for stopping the trial, either because the hypothesis is already proven, or cannot be proven if the trial runs to completion, or because there is an excess of serious adverse events in one limb of the trial. Statistical methods that have been adapted to support repeated interim analyses (eg, Fleming-O'Brien boundary methods) are available for most purposes. 

· A separate Safety Data Group, with access to unblinded data, may be required for a blinded trial.

10
Safety: Reporting of Adverse Events

<The SCGH research website has downloadable documents that describe the investigator’s responsibilities for identifying, reporting and following up the various categories of adverse events and for passing on adverse information supplied by the sponsor. Adverse events are customarily categorized according to severity, seriousness and unexpectedness

This section of the protocol should be written to reflect these requirements. Typical subheadings are suggested below. Customise the text to meet the purposes of your trial.>

10.1
Definitions of Adverse Events

10.2
Investigator's Responsibility to Report Adverse Events

10.3
Investigator's Responsibility to Follow-up and Characterise Adverse Events

11
Pharmacy issues: drug storage, dispensing and labelling

· Indicate relevant information on formulations and labeling. 

· Describe arrangements that you have made with pharmacy to hold and dispense study medications

12
Administrative issues

<This section says who is responsible for what>. 

· Describe any responsibilities that are assigned to individuals or groups, and which are not apparent from the personnel list, above

13
Compliance With Good Clinical Practice, Ethical Considerations & Informed Consent

<The SCGH research website has downloadable documents and links to information on Good Clinical Practice and NHMRC National Statement on Ethical Conduct in Human Research. This section of the protocol should be written to reflect this information. Listed below are some typical paragraphs for this section. Customise the text to meet the purposes of your trial.>

This study will be conducted in compliance with the protocol, the Declaration of Helsinki (Revised 1996) and the NHMRC National Statement on Ethical Conduct in Human Research and in accordance with the ICH Harmonised Tripartate Guidelines for Good Clinical Practice (GCP). Standard medical care (prophylactic, diagnostic and therapeutic procedures) remains the responsibility of the patient’s treating physician.

14
Patient Information and Consent documents: 

<completed according to Human Research Ethics Committee (HREC) guidelines: see SCGH research website>

15
Record retention

Records will be retained for 15 years in a locked facility, in accordance with NHMRC Statement. Access to the records will be limited to treating clinician, chief investigator and his/her nominated co-investigators, designated representative of the sponsor and authorised representatives of drug regulatory bodies.

16
Withdrawal criteria

Participants will be withdrawn from the study under the following conditions:

· Patient request

· If, in the opinion of the treating clinician, the patient's interests are best served by withdrawing from the trial

· Patient non-compliance

· Circumstances which, in the opinion of the investigator will prevent the patient from completing the trial treatments and procedures

· Advice from the sponsor that trial results indicate that there is a serious previously-unforeseen risk, or inadequate expectation of benefit from the study drug, that warrant discontinuation of the study.

17
Emergency procedures

<Insert any emergency procedures that may be required as a consequence of adverse reaction to the study drugs or procedures, if the foreseen adverse events are not readily diagnosed and treated>

18
Liability & Indemnity.

<There is an Australian Pharmaceutical Manufacturers' Agreement that covers care and compensation for participants who are injured in clinical trials. You should explore with the sponsor whether your patients are covered under the agreement and what is covered.>

19
Study monitoring and auditing: Data, Safety & Monitoring Board

<The sponsor is required to form an independent Data, Safety & Monitoring Board (DSMB), with membership that is appropriate to the design, analysis and safety issues that may arise in the trial. Locally-written trials also require a board. Investigators may discuss the appropriate membership and constitution with the chairman of the Clinical Drug Trials Committee>

20
Documentation of study findings

<The agreement between sponsor and investigator(s) regarding publication and dissemination of study findings can be included here>

21
Study dates

<Intended starting date, date that recruitment closes and date that the study finishes>

22
References

<Include references that have been cited in the protocol>

23
Investigator's Brochure

<This is provided by the sponsor. It outlines the salient animal and human research that supports the safety of the drug and its efficacy for the proposed indications. This information is usually not available in the published literature. The CDTC must see a copy of the Investigator's Brochure for any study drug that is not already marketed in Australia. 

Where drug treatments (including biologicals) are not sourced from a drug company, but are formulated by the investigator, the application must include a statement that the drug has been manufactured in accordance with the Guidelines for Good Manufacturing Practice. The Investigator must also be able to provide the CDTC with adequate evidence for the agent's safety in the proposed trial. The CDTC will decline to evaluate trials where the safety of the drug is not sufficiently understood for the proposed stage of trialing.>


24
Investigator Protocol Agreement

< an agreement with the sponsor may take the following form>

I agree:

•
To assume responsibility for the proper conduct of the study at this site.

•
To conduct the study in compliance with this protocol, any future amendments, and with any other study conduct procedures provided by <name of sponsor>
•
Not to implement any deviations from or changes to the protocol without agreement from the sponsor and prior review and written approval from the Clinical Drug Trials Committee and Human Research Ethics Committee, except where necessary to eliminate an immediate hazard to the subjects, or for administrative aspects of the study (where permitted by all applicable regulatory requirements).

•
That I am thoroughly familiar with the appropriate use of the investigational drug(s), as described in this protocol, and any other information provided by the sponsor including, but not limited to the following: the current Clinical Investigator’s Brochure (CIB) or equivalent document provided by the sponsor and, approved product label, if applicable.

•
That I am aware of, and will comply with, “good clinical practices” (GCP) and all applicable regulatory requirements

•
To ensure that all persons assisting me with the study are adequately informed about the investigational drug(s) and of their study-related duties and functions as described in the protocol.

Investigator Name: ___________________________________

Investigator Signature
Date

Initial


assessment





Assessments


2, 3, 4 & 5


(         (          (         (





Assessments


6, 7, 8 & 9


(         (          (         (





Exit


assessment





(


Randomisation





Run-in





Washout





(


Cross-over





Treatment A





Treatment A





Treatment B





Treatment B








1
1
Sir Charles Gairdner Hospital

