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Abstracted from NIH CC Protomechanics, A Guide to Preparing and Conducting A Clinical Research Study, Chapter 1, Page 8

The following sections describe each of the data items on the "Clinical Research Protocol: Initial Review Application" form:

· The Principal Investigator is the individual responsible and accountable for designing, conducting, and monitoring the protocol. The PI must be a suitably qualified member of the senior, junior, research, or adjunct staff, or a registered nurse, pharmacologist, psychologist, or other health professional. There can be only one PI for a protocol. When a PI is not a member of the junior or senior staff, or when a Clinical Director, IRB, or the CC Director considers it warranted, a Medical Advisory Investigator must be assigned to the protocol (see "Medical Advisory Investigator"). Consultants and students may not serve as PI’s or as Medical Advisory Investigators on protocols. The PI’s full name, professional designation and degree, Institute and branch affiliation, NIH address, and telephone number must be identified on the NIH-1195 form. 

· The Protocol Title is the name of the study. It should be easy to remember, recognizable by administrative support staff, and sufficiently different from other protocol titles to avoid confusion. Brevity with specificity is the key, and comprehensiveness definitely comes in second. 

· The Abbreviated Title is a shorthand title for the protocol that can be listed in the appropriate indices of the MIS to make protocol identification easier for the investigator. The abbreviated title should be 30 or fewer characters and spaces. 

· The Proposed Start Date and the End Date will be estimates. The start date would be the date that entering participants could begin. The end date would be the point at which no human subjects are further involved. The term "duration" may mean different things in different contexts. Protocols with end points such as the appearance of renal failure or myocardial infarction would be of indefinite duration, unless a date is specified for ending all follow-up. Duration also has been defined as the time during which new subjects are entered into the protocol (see "Determination of Sample Size"). A prospective research participant may be interested in duration when it is defined as the time he or she will be active in the protocol. Of course, some protocols use death as an end point; these may stretch over many years. 

At NIH, the duration of a protocol is the length of time required to enroll subjects and to complete the protocol to the point at which subjects are no longer involved. If the protocol’s continuing reviews are up to date, a protocol is considered active until the PI notifies the IRB or the OHSR that he or she has completed the protocol. Note that protocols often exceed their expected duration because suitable subjects are not accrued as rapidly as initially anticipated. 

· The Total Subjects to be Accrued indicates the maximum number of subjects the PI anticipates enrolling in the protocol. The number should be as precise as possible and supported by appropriate statistics (see "Determination of Sample Size"). Any adjustments to the accrual ceiling after initial approval by the IRB must be reviewed and approved by the IRB. 

· Multisite Collaboration indicates whether or not the protocol entails participation from another domestic site, a foreign site, or both. Collaboration exists if the NIH intramural investigator expects something in return, such as data, authorship on a publication, samples, or even patent rights. (See "collaborate" for a more detailed discussion.) Only one box should be checked in this category. If the protocol involves multisite collaboration, the full name and address of each site or institution must be given on a separate sheet of paper, together with each institution’s MPA number, if applicable. 

· Requested Accrual Exclusion reflects the category(ies) of people the PI requests to exclude from the study population. The PI is expected to accrue a representative cross section of the study population so that research findings can be applied to all persons at risk for the disease, disorder, or condition being studied. The PI must appropriately include women, minorities, and children in the protocol. If these groups are to be excluded from the protocol, the application or proposal must contain a clear and compelling rationale and justification to the IRB for such an exclusion. More than one box may be checked in this category. 

· Subject Accrual Characteristics categorize the makeup of the protocol’s study population to assist in future planning for resource usage. 

· Median Age reflects the age range of the majority of the participants to be enrolled on the protocol. Only one box should be checked in this category. 

· Pediatric is the age range of child subjects to be enrolled on the protocol. More than one box may be checked in this category. 

· Impaired refers to physically and/or cognitively impaired subjects to be enrolled on the protocol. Only one box should be checked in this category. 

· Volunteer categorizes the type of volunteers to be enrolled on the protocol. Volunteer subjects fall into three categories: control or healthy clinical research volunteer; NIH employee; and NIH patient. More than one box may be checked. 

· Control or Healthy Clinical Research Volunteer: Healthy clinical research volunteers are typically residents of the local community who respond to advertisements in the media or visit the Clinical Research Volunteer Program (CRVP) office and review information about protocols that need healthy volunteers. A small cadre of healthy clinical research volunteers is available through selected colleges, which permit their students to participate in long-term inpatient studies. Requests for student volunteers should be submitted to the CRVP. 

· NIH Employee: NIH employees may volunteer for protocols under rather strict regulations. The regulations make certain that no coercion is involved and that absence from the job is anticipated by the employee’s supervisor and is not unduly extended. Physicians or others wishing to enter their own protocols may do so if they are properly registered as patients, undergo the protocol-required preliminaries, and sign the protocol consent document(s). NIH employees must use personal leave to participate, but they may still receive compensation. 

· NIH Patient: An individual with a disease or disorder who is participating in a protocol studying that disease or disorder may volunteer for other studies. 

· Volunteer Compensation: The PI must determine and then describe in the protocol the compensation that healthy clinical research volunteers will receive for time and inconvenience while participating on the protocol in addition to the compensation, if any, they will receive for travel and escort needs. Only one box should be checked in this category. 

· Special Resource Requirements identifies high-profile resources in limited supply necessary to carry out the protocol, for example, intensive-care services. Early identification of these resources allows CC departments to plan in advance for these services and, if necessary, expand early in the process to accommodate the protocol. More than one box may be checked in this category. 

· Keywords are used to enable computer users to search for the protocol’s salient features not included in the protocol title. A maximum of 10 primary keywords or phrases, excluding those found in the protocol title, should be listed. 

· Protocol Types: Each protocol is assigned to one of the four intramural clinical protocol types: screening, training, natural history, and clinical trial. 

· Screening protocols are designed to determine if individuals may be suitable candidates for NIH protocols. Specific screening protocols may be written for long-term accrual of cohorts of patients with interesting, unexplained disease presentation for the purpose of identifying new syndromes. A patient may be carried on a screening protocol for a maximum of 12 consecutive months, at which time one of three things may occur: 1) the patient is re-enrolled on the screening protocol, thus requiring a new protocol consent document to be signed; 2) the patient is transferred to an active clinical trial, natural history, or training protocol; or 3) the patient is removed from the screening protocol and made inactive. The projected number of patients to be accrued to such screening protocols must be estimated in advance and subsequently monitored. 

· Training protocols allow staff physicians and other health care workers to follow particular types of patients in order to maintain or improve their professional skills. The projected number of subjects to be accrued to a training protocol must be indicated in advance on the form and subsequently monitored. 

· Natural History/Disease Pathogenesis protocols are designed to study normal human biology and disease pathogenesis. Such protocols may have multiple components, including provisions for screening, drug trials, physiological investigations, natural history, and long-term effects of drugs. 

· Clinical Trial protocols include phase I through phase IV clinical trials. The four phases are described in chapter V, "Protocols Using Investigational New Drugs and Devices." 

Only one protocol type should be selected that best identifies the protocol. When the protocol type is identified as a clinical trial, the appropriate phase of the protocol should be identified. 

· Ionizing Radiation Use identifies the proposed use of radiation in research participants. Most protocols use radiation in a "medically indicated" fashion (e.g., for diagnostic radiographic procedures that would be done whether the patient is in a protocol or not, or for standard patient care in the practical management of the condition). When the radiation exposure is described as "research indicated" (i.e., where uses of radiation or radioactive materials for research do not meet the criterion of medically indicated, including procedures for diagnosis or treatment that are considered experimental) the protocol must be reviewed by the Radiation Safety Committee. Exposing healthy clinical research volunteers to radiation must be reviewed by the Committee because, by definition, such volunteers should have no medical condition that would require exposure to radiation (see chapter VI, "Protocols Using Radiation for Research"). More than one box may be checked in this category. 

· An Investigational New Drug (IND) is defined as a new drug or biological agent that is used in a clinical investigation. The acronym IND also refers to the "Investigational New Drug Application," to be filed with the Food and Drug Administration (FDA). 

"Test article" is the generic designation for any drug, biologic, or device that is subject to regulation under the Federal Food, Drug, and Cosmetic Act or the Public Health Service Act. Test articles may not be introduced into interstate commerce until approved by the FDA for at least one indication, unless an exemption is in effect for the article. (See chapter V, "Protocols Using Investigational New Drugs or Devices.") 

The FDA grants IND status for a test article upon the application of a "sponsor." The sponsor takes responsibility for and initiates a clinical investigation. The sponsor may be an individual, pharmaceutical company, governmental agency, academic institution, or private organization. The sponsor does not actually conduct the investigation unless the sponsor is also the investigator. An NIH individual specifically designated by a sponsor to conduct a drug study is considered, in the CC, a "holder." In some cases the sponsor and holder are identical. 

· The Research Contact is the individual to whom the Office of Clinical Center Communications (OCCC) and the Patient Recruitment and Public Liaison Office (PRPL) will refer people who have questions about the protocol. The Research Contact’s full name, professional designation and degree, NIH address, telephone and fax numbers, and electronic mail address (if available) are to be recorded on the NIH-1195 form. 

· Is Patient Self-Referral Allowed? The CC has a long tradition of relying on patient referrals from outside physicians. Referral by a medical practitioner familiar with the patient’s care is preferable. However, in certain instances, patient self-referral may be appropriate. Regardless of the method of referral, at the time of discharge, the patient should be referred either to the referring physician or to another appropriate outside practitioner or facility for follow-up care. One box should be checked in this category. 

· A Medical Advisory Investigator (MAI) must be assigned to the protocol when the PI is not a member of the junior or senior staff, or when the Institute Clinical Director, IRB, or CC Director considers it warranted. The MAI must be a member of the junior or senior medical staff and is responsible for assisting the PI in developing clinical aspects of the protocol and consulting with the PI on clinical matters. Consultants and students may not serve as MAI’s. There can be only one MAI for a protocol. The MAI’s full name, professional designation and degree, Institute and branch affiliation, and telephone number should be identified on the NIH-1195 form. 

· Associate Investigator(s) (AI) are individuals other than the PI who are involved in the protocol. A useful criterion for designating an AI might be anyone who contributes out-of-the-ordinary services to the PI or subjects of a protocol. If a large study will routinely involve consultation from other services (e.g., neurosurgery) and the consultation is important to the science of the study (e.g., brain biopsy), the PI should consider including the consultant as an AI. The AI’s full name, professional designation and degree, Institute and branch affiliation, and telephone number should be recorded on the NIH-1195 form. Additional AI’s may be listed on a separate sheet of paper. Proper documentation of AI responsibilities requires that the NIH-1195 form be initialed by all AI’s; AI’s from Institutes other than that of the PI must have their Clinical Directors initial the NIH-1195 form or the protocol face sheet (see "Protocol Face Sheet") to indicate the Clinical Director’s knowledge and approval of resource use. 

· The Précis is the first section of the protocol. It describes the objectives, study population, design, and outcome parameters of the protocol in 400 words or less. The précis could also include a brief description of anticipated risks and benefits, an estimate of the outcome, and the potential meaning for the field. The application is not considered complete without the précis. 

· The Protocol Number is the alpha-numeric identification number assigned to the protocol by the Protocol Coordination Service Center (PCSC) after the protocol has been approved by the CC Director. The first two digits represent the fiscal year in which the protocol was approved; the letter(s) represent the Institute abbreviation; and the last four digits represent the next available sequential number for new protocols in that fiscal year. For example, 99-CH-0001 corresponds to the first protocol approved in fiscal year 1999 from the National Institute of Child Health and Human Development. The study is tracked by the protocol number in the PROTRAK data base, the MIS, in official correspondence, and all other related data bases. 

· Signatures at the bottom of the NIH-1195 form are a guide to the various required signatures and approval dates in the protocol-approval process. Having prepared and signed the NIH-1195 form, the PI forwards the form and the proposed protocol to the Accountable Investigator for his or her approval. An Accountable Investigator is defined as a tenure or tenure-track investigator who is responsible and accountable for the scientific quality and the expenditure of resources for the conduct of a protocol. In some Institutes, that responsibility is carried by the Branch Chief or Department Head, whose signature is sufficient. Otherwise, the Accountable Investigator signs and forwards the NIH-1195 form and proposed protocol to the Branch Chief or Department Head. The protocol then goes to Pre-IRB Scientific Review (also called Internal Scientific Review), then to the Institute Clinical Director, and then to the IRB for review and approval. 

Once the above individuals and review bodies approve the proposed protocol, the NIH-1195 form and protocol are forwarded to the PCSC. A protocol specialist there will obtain final approval from the CC Director. The protocol specialist’s signature, the date, and the protocol number on the NIH-1195 form signify that all tasks are completed and that accrual of subjects can begin. 
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