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	Requirements for Submitting a Full Clinical Protocol


	
Section #1 - MISP Protocol Identification


	Study Title:
	The title of the protocol should include study design, indication and, where applicable, dosage, dosage form, and comparative agent(s).

Example: 
A double-blind, randomized, parallel design study to compare the effectiveness of losartan versus hydrochlorothiazide in reversing or preventing the progression of the remodeling of resistance arteries in subjects with pre-hypertension and pre-diabetes


	Request Date:
	


	Institution Name
	


	Investigator Contact Information:
Full address 
Phone No.
Fax No.
E-mail 
	










	
Section #2- Core Protocol


	2.1 Objectives & Hypotheses 




	[bookmark: OLE_LINK5][bookmark: OLE_LINK6]2.1 List the objectives. 

The objectives must clearly define and specifically state what the study is intended to accomplish. Most studies have one primary efficacy and one primary safety objective. 

One to two secondary objectives may be stated. They should be in the order of priority. The higher priority secondary objectives should have corresponding secondary hypotheses associated with them. Not all secondary objectives need to have a corresponding secondary hypothesis

2.1.1 List the clinical hypotheses. 

The primary efficacy and safety hypotheses should correspond directly with the primary objectives of the study.  All hypotheses should be in the order of priority.  If the study is estimation study, no hypotheses is needed.  

	2.2 Background & Rationale, Significance of Selected Topic & Preliminary Data 

	A brief presentation should be made of the reasons for conducting the clinical study based on current knowledge of the product and /or disease state so that the study is presented in the proper perspective.  Include the rationale for conducting the study and selecting the dose(s).  Selected literature references critical to the study design, dosage selection, or rationale for the study should be cited, as appropriate. Studies using marketed products must cite the currently approved package circular for the product(s) (for the appropriate country) and the package circular may be included as an appendix.

	2.3 Study Design

	This section is a concise overview of the study design stating the type of experimental design (observational or interventional; randomized block, crossover, etc.); whether the study is controlled (treatments other than the test product and/or placebo); whether the study is open or blinded/masked (single blind or double blind); the number of study centers (single or multicenter). The total number of patients included in the study and how they will be assigned to treatment groups must be indicated. When appropriate, state if the patients will be stratified. The procedures must be clear and concise.  A description of the specific patient population to be studied should be stated.  Both inclusion and exclusion criteria should be listed and should be consistent with the current product label.

If the study is intended to be observational then the protocol needs to state this and the expectations are different since most observational studies are database studies, retrospective, aggregate studies as opposed to open label studies for efficacy and safety.

	2.4 Diversity & Inclusion
	Please explain how the study would support diversity in access to enrollment and inclusion of people of varying age, race, ethnicity, and gender reflecting the patient population that is affected by the disease/condition being studied.

	2.5 Patient Engagement
	Please explain how the study design, recruitment and conduct will be informed by a patient or patient advocate.  

	2.6 Study Flowchart

	A study flow chart is highly recommended.  It should display all clinical and laboratory measurements and the time periods (e.g., hours, days, weeks) at which data are to be collected.

	2.7 Study Procedures
	This section is a detailed explanation of the experimental design. The use of subheadings, lists, tables, or outlines are recommended.  Describe the initial screening period(s), baseline period(s), treatments to be compared, study configuration (parallel, crossover, etc.), duration of the treatment period(s), control group(s), follow-up procedures, and length of time specified for washout intervals and safety follow-up. In protocols that specify a screening or washout period, indicate that once a patient signs a consent form, a unique number (screening or baseline number) should be assigned for identification purposes.  It should be noted that that under no circumstances should a patient be assigned more than one allocation number

	2.8 Study Duration
	Estimate the length of time (e.g., number of days, weeks, months) required to recruit patients and complete the study.

	2.9 Statistical Analysis and Sample Size Justification 
	State who will be responsible for analyzing the study data (Investigator, contract CRO, etc.).  When appropriate state how the blind will be maintained during the study, as appropriate, and when the data will be unblinded. For the purpose of the final analysis, the official clinical database will not be unblinded until medical/scientific review has been completed, protocol violators have been identified (if appropriate), and data has been declared complete.

Variables/Time Points of Interest

All variables (primary and secondary) that are listed in the study hypotheses, and the time points at which they will be analyzed, need to be described in detail. 

Efficacy variables discussed in this section should have been included as part of an objective or hypothesis section. These variables and the time points at which they are to be analyzed should be consistent with the primary and secondary hypotheses, i.e., primary variables and time points should relate to the primary hypotheses.

Statistical Methods

All planned primary analyses and key secondary analyses should be discussed in this section.  If other secondary and tertiary analyses are planned, then a statement should be included in this section as to what these analyses are. 

Describe in detail the statistical methods that will be used for the primary hypotheses or estimation. State the statistical tests which will be used (e.g., ANOVA, Kaplan-Meier) along with other important considerations (e.g., factors in ANOVA, pre-specification of covariates, strata for Mantel-Haenszel, use of historical controls).

Multiplicity

If appropriate, describe the multiplicity approach to support the statistical conclusions of the trial. 

Power/Sample Size:

In studies with hypotheses, minimally, for the primary endpoint of the study, a power statement needs to be included to show the detectable difference relative to the primary hypothesis.  For example, the following level of detail is expected:

Based upon a sample size of n=40 patients per group, this study has 80% power to detect a 5.4 mmHg difference between groups in systolic blood pressure; this calculation is based on a between subject standard deviation of change of 9 mmHg for systolic BP (reference for where this variability statement originated).

In estimation studies, the precision of the primary/secondary estimations needs to be given with the sample size of the trial. 


	2.10 Specific Drug Supply Requirements 
	The following should be indicated in the study protocol or provided by the investigator:

Include whether the drug supplies will be purchased locally as marketed product or if open label or blinded supplies will be required by MSD.  

Indicate whether your institution's pharmacy will require bulk supplies from MSD (one large container with tablets, capsules, etc.). If bulk supplies are provided by MSD, indicate if your institution's pharmacy will responsible for filling individual patient containers, labeling the containers and performing the blinding of the supplies. A description as to how the clinical supplies are to be packaged and labeled for each patient should be added to the protocol.

If MSD is packing and labeling the containers, provide a translation of the label text and patient instructions in your native language.   

If a study is to be conducted in a country within the European Union and follows the EU Clinical Trial Directive, the EUDRACT number must be obtained by the investigator and provided to the MSD office.

Note: At conclusion of the study or upon drug expiration, the MSD Scientific Leadership & Research Manager will be responsible for issuing a Drug Disposition Letter to the investigator for US based studies.  

For US and non-US studies, the investigator will be responsible for the destruction of the supplies at the study center pursuant to the ICH/GCP Guidelines, local regulations and the investigator’s institutional policies. Clinical supplies must be received by a designated person at the study site, handled and stored safely and properly, and kept in a secured location to which only the investigator and designated assistants have access. Clinical supplies are dispensed in accordance with the protocol. The investigator is responsible for keeping accurate records of the clinical supplies, the amount dispensed to and returned by the patients, and the disposition at the end of the study.

	2.11 Adverse Experience Reporting
	The study agreement outlines the requirement for adverse experience reporting.  For clinical protocols, specific adverse experience reporting requirements must be identified in the protocol if the Model Study Agreement is not used (in general, this would apply to non-US. studies whose local requirements may prohibit the use of the agreement). 

	2.12 Itemized Study Budget 
	A preliminary study budget must be provided with the initial proposal submitted to give guidance to the MISP Review Committee as to the expected study costs.   A refined itemized budget detailing the costs associated with the study should be provided with the final protocol or included in the study agreement as Exhibit B.  

	2.13 References
	All literature references cited in the protocol should be listed accordingly in the reference section.

	2.14 Publication Plan
	Generally, a publication plan is discussed between the investigator and MSD /MSD during time when the protocol is under development.  Details of the publication and the obligations to MSD are outlined in the study agreement.  

The following should be considered for the publication plan:
· What are your publication plans? How many manuscripts do you anticipate?
· Include projected target date for manuscript submission and name of the journal
· Do you anticipate abstracts?  How many?
· What scientific meetings would you consider presenting the study results?

	[bookmark: _Hlk98856939]2.15 Curriculum Vitae

	Investigator should upload dated curriculum vitae in English with a listing of references to Visiontracker at:  https://mrk.envisionpharma.com/ienv_mrk/visiontracker/portal/login.xhtml?pgm=ISR&windowId

	2.16 Protocol Submission for Investigator-Initiated Studies 
	U.S. protocols should be submitted by US investigators directly to Visiontracker at https://mrk.envisionpharma.com/ienv_mrk/visiontracker/portal/login.xhtml?pgm=ISR&windowId

Non U.S. protocols should be submitted to the MSD office by the investigators.
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