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PREFACE

This document is the DMID protocol template, which is required for developing DMID-sponsored clinical research protocols.  Note that instructions and explanatory text are indicated by italics and should be replaced in your protocol document with appropriate protocol-specific text.  Section headings and template text formatted in regular type should be included in your protocol document as provided in the template.

This template attempts to provide a general format applicable to all clinical trials evaluating an investigational product.  Where specific examples are provided, they are often from the vaccine area.

Refer questions regarding use of this protocol template to the appropriate DMID Protocol Champion or Clinical Affairs Specialist.

TITLE

DMID Protocol Number:

DMID Funding Mechanism: (e.g., grant #, contract #)
Pharmaceutical Support Provided by: (if applicable)

Other Identifying Numbers:

IND Sponsor: (if applicable)
Principal Investigator:

DMID Protocol Champion:
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DMID Clinical Affairs Specialist:

DMID Regulatory Affairs Specialist: (if applicable)
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Day Month Year
(Write out the month and use international date format, e.g., 23 January 2004)

This template is adapted from the ICH guidance document E6 (Good Clinical Practices), Section 6.
Statement of Compliance

Provide a statement that the trial will be conducted in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice E6 (ICH-GCP) and the applicable regulatory requirements.  Use the applicable regulations and requirements depending on study location and sponsor requirements.  Examples of requirements that are potentially applicable include:

· U.S. Code of Federal Regulations applicable to clinical studies (45 CFR 46 and 21 CFR including parts 50 and 56 concerning informed consent and IRB regulations, if under IND, 21 CFR 312).

· Directive 9115071EEC:  The Rules Governing Medicinal Products in the European Community.

· Completion of Human Subjects Protection Training
Refer to:  

http://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html

http://cme.cancer.gov/c01/

· NIH Clinical Terms of Award
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APPENDICES

A: Schedule of Procedures/Evaluations

B: Site Roster

	AE
	Adverse Event/Adverse Experience

	CFR
	Code of Federal Regulations

	CIOMS
	Council for International Organizations of Medical Sciences

	CONSORT
	Consolidated Standards of Reporting Trials

	CRF
	Case Report Form

	CRO
	Contract Research Organization

	DCC
	Data Coordinating Center

	DMID
	Division of Microbiology and Infectious Diseases, NIAID, NIH

	DSMB
	Data Safety and Monitoring Board

	DSMC
	Data Safety and Monitoring Committee

	FDA
	Food and Drug Administration

	FWA
	Federal-Wide Assurance

	GCP
	Good Clinical Practice

	HIPAA
	Health Insurance Portability and Accountability Act

	IB
	Investigator’s Brochure

	ICF
	Informed Consent Form

	ICH
	International Conference on Harmonisation

	IDE
	Investigational Device Exemption

	IEC
	Independent or Institutional Ethics Committee

	IND
	Investigational New Drug

	IRB
	Institutional Review Board

	ISM
	Independent Safety Monitor

	JAMA
	Journal of the American Medical Association

	MedDRA ©
	Medical Dictionary for Regulatory Activities

	MOP
	Manual of Procedures

	N
	Number (typically refers to subjects)

	NCI
	National Cancer Institute, NIH

	NDA
	New Drug Application

	NEJM
	New England Journal of Medicine

	NIAID
	National Institute of Allergy and Infectious Diseases, NIH

	NIH
	National Institutes of Health

	OCRA
	Office of Clinical Research Affairs, DMID, NIAID, NIH

	OHRP
	Office for Human Research Protections

	OHSR
	Office for Human Subjects Research

	ORA
	Office of Regulatory Affairs, DMID, NIAID, NIH

	PHI
	Protected Health Information

	PI
	Principal Investigator

	PK
	Pharmacokinetics

	QA
	Quality Assurance

	QC
	Quality Control

	SAE
	Serious Adverse Event/Serious Adverse Experience

	SMC
	Safety Monitoring Committee

	SOP
	Standard Operating Procedure

	WHO
	World Health Organization


This list can be modified to include protocol-specific terms.

Limit to 1-2 pages

Title:
Include type of trial (e.g., dose-ranging, observational, double blind)

Phase:
I, II, III, IV
Population:
Include sample size, gender, age, general health status, geographic location

Number of Sites:
3 or fewer, list here; otherwise, list only in Appendix B and in Section 1

Study Duration:
State duration per subject
Description of Agent or Intervention:
Include dose and route of administration

Objectives:

Include primary/secondary outcome measures and method by which outcome will be determined; copy objectives and clinical/laboratory outcome measures from the appropriate sections of the protocol.

Primary:

Secondary:

Description of Study Design: This schematic should provide an overview of the study design, including study arms, sample size and schedule of interventions (e.g., vaccine administration), if applicable; a detailed schematic describing all visits and assessments will be included in Appendix A.

Put key words in boldface in Protocol Summary.
Schematic of Study Design:

Example #1:  Table format: (e.g., dose escalation)

	Cohort A
	ARM 1
	Sample Size
	Intervention 1

	
	ARM 2
	Sample Size
	Intervention 2



Instructions for progressing to next phase (if applicable):

	Cohort B
	ARM 1
	Sample Size
	Intervention 1

	
	ARM 2
	Sample Size
	Intervention 2



Example #2:  Flow diagram:

Prior to 
Enrollment







Time Point or

Study Visit 1

Time Point or

Study Visit 2
Time Point or

Study Visit 3

Time Point

or Study Visit …

1 Key Roles

See ICH E6 GCP, Section 6.1.

For questions regarding this protocol, contact  (insert name of appropriate DMID staff) at NIAID/DMID (insert contact information).

Required:


Institutions:
Sponsor(s), Monitor (if other than Sponsor), Study sites, Clinical laboratory(ies) and other medical or technical departments and/or institutions

Provide the following information for each organization or institution:
Institution

Address

Contact Person

Phone Number

Fax Number

E-mail

Individuals:
Sponsor:  Individual authorized to sign the protocol and protocol amendments for the Sponsor and the Sponsor’s medical expert for the trial

Investigators:  Lead investigator(s) responsible for conducting the trial and the qualified physician who is responsible for all trial-site related medical decisions

Provide the following information for each individual:
Name, degree, title

Institution

Address

Phone Number

Fax Number

E-mail
Optional: (consider listing, for example):
Major International Collaborators, if not included as site investigators

Protocol Data Manager

Protocol Epidemiologist

Protocol Pharmacologist

DMID Clinical Trials Specialist

Pharmaceutical Company Representative(s)

Protocol Statistician(s)

Collaborating Investigators

Medical Monitor (Pharmaceutical Company)

Independent Safety Monitor

Other individuals should be listed in a separate document (e.g., the Manual of Procedures) as a contact list.

2 Background Information and Scientific Rationale

2.1 Background Information

See ICH E6 GCP, Section 6.2.

Include:

· The name and description of the study intervention/investigational products(s)

· A summary of findings from non-clinical in vitro studies that have potential clinical significance

· A summary from relevant clinical trials

· Discussion of important literature and data that are relevant to the trial and that provide background for the trial (reference citations are listed in Section 19)

· Applicable clinical, epidemiological or public health background or context of the study

· Importance of the study and any relevant treatment issues or controversies

2.2 Rationale

Include a description of and justification for the route of administration, dosage, dosage regimen, intervention periods, and selection of study population.  Include a statement of the hypothesis.

2.3 Potential Risks and Benefits

Include a discussion of known potential benefits, if any, and risks to human subjects
2.3.1 Potential Risks

2.3.2 Known Potential Benefits

3 Objectives

A detailed description of the primary and secondary objectives of the study is included in this section.  These typically include:

· Statement of purpose: e.g., to assess, to determine, to compare, to evaluate

· General purpose, e.g., efficacy, safety, immunogenicity, pharmacokinetics

· Specific purpose, e.g., dose-response, superiority to placebo

· Name(s) of intervention (e.g., vaccine, drug, biologic) being evaluated, specification of doses or dose ranges to be studied, dose regimens

· Method of assessing how the objective is met, i.e., the study outcome measures

4 Study Design

See ICH E6 GCP, Section 6.4.

The scientific integrity of the trial and the credibility of the data from the trial depend substantially on the trial design.  A description of the trial design should include:

· A description of the type/design of trial to be conducted (e.g., placebo-controlled, double-mask, parallel design, open-label, dose escalation, dose-ranging)

· The rationale for design features should be discussed

· Phase of trial

· The number of study groups/arms

· Description of study groups/arms including sample size  (including a table, if appropriate)

· Approximate time to complete study enrollment

· The expected duration of subject participation

· A description of the sequence and duration of all trial periods, including follow-up (specify individual subjects vs. entire trial)

· Changes in scheduling, such as dose escalations

· Any stratifications

· Methods for collecting data for assessment of study objectives

· A specific statement of the primary and secondary outcomes to be measured during the trial (must be consistent with Study Objectives, as stated in Section 3)

· Other protocol specific details, such as centralization of evaluations (e.g., central laboratory or central reading center for clinical scans)

· Interim analysis plans

· Identify structure for safety oversight, per DMID guidelines (e.g., DSMB, SMC, and/or ISM, and DMID medical monitor)
 Refer to:

http://www.niaid.nih.gov/dmid/clinresearch/

· Single or multi-center
· Healthy or sick population
· In-patient or out-patient
· Identification of the test agent and specifics of administration

5 Study Population

The study population and inclusion/exclusion criteria should be clearly defined in this section of the protocol.

The study population should be commensurate with the stage of the study and the development stage for the study product.  This section should include a discussion of recruitment strategies, specifically for achieving NIH gender/minority guidelines.

Selection of the study population

· Include percentages of women, minorities and children expected to be recruited, as appropriate for the intended use of the product and study results. If women, minorities and children will not be recruited, explain why not. Provide justification for Exclusion in Ethics/Protection of Human Subjects, Section 16.3.  Refer to: 

http://grants2.nih.gov/grants/funding/women_min/women_min.htm

· If the study intends to enroll children, pregnant women, prisoners, or other vulnerable populations, see applicable section of 45 CFR 46: Subpart B – Additional DHHS Protections Pertaining to Research, Development and Related Activities Involving Fetuses, Pregnant Women, and Human In Vitro Fertilization (45 CFR 46.201-46.211); Subpart C – Additional DHHS Protections Pertaining to Biomedical and Behavioral Research Involving Prisoners as Subjects (45 CFR 46.301-46.306); Subpart D – Additional DHHS Protections in Children Involved as Subjects in Research (45 CFR 46.401-409).

· Indicate from where the study population will be drawn (e.g., in-patient hospital setting, out-patient clinics, student health service).  Where appropriate (single center studies), include names of hospitals, clinics, etc.

· Provide the target/proposed sample size; include estimates for dropouts.

· Identify strategies for subject recruitment and retention.

· Indicate timing of enrollment and randomization (if applicable) into study.

Inclusion/exclusion criteria
The inclusion and exclusion criteria should provide a definition of subject characteristics required for study entry.

· The risks of the test agent/product should structure the development of the inclusion/exclusion criteria.

The same criterion should not be listed as both an inclusion and exclusion criterion (e.g., do not state age >32 years old as an inclusion criterion and also age ≤32 years old as an exclusion criterion).

Select screening laboratory tests appropriately and judiciously (laboratory parameters selected should be related to evaluation of safety, with ranges based on toxicity criteria).
· If males and females of reproductive potential will be enrolled, provide specific contraception requirements (e.g., licensed hormonal methods).
5.1 Subject Inclusion Criteria

Provide a statement that subject must meet all of the inclusion criteria to participate in this study and then list each criterion.

Examples include the following:  informed consent obtained and signed, age, presence or absence of a medical condition/disease, required laboratory result, understanding of study procedures, ability to comply with study procedures for the entire length of the study, requirements for agreement to avoid conception, etc.  If men and women of reproductive capability will be enrolled, include details of allowable contraception methods for trial (e.g., licensed hormonal methods).  

5.2 Subject Exclusion Criteria

Provide a statement that all subjects meeting any of the exclusion criteria at baseline will be excluded from study participation and then list each criterion.

Examples include the following:  medical condition or laboratory finding that precludes participation, recent (with time frame) febrile illness that precludes or delays participation, pregnancy or lactation, characteristics of household or close contacts (e.g., household contacts who are immunocompromised), known allergic reactions to components of the study product(s), treatment with another investigational drug (with time frame), history of drug/alcohol abuse, disallowed concomitant medications, etc.

6 Enrollment/ Randomization/Masking Procedures

This section contains a description of enrollment procedures and randomization (if applicable to the study design) and enrollment procedures.  It should include a description or a table that describes how study subjects will be assigned to study groups, without being so specific that masking or randomization might be compromised (e.g., the ratio between intervention and placebo groups may be stated but the randomization block sizes should not).  A discussion of replacement of participants who discontinue early, if allowed, should be included in this section.

Plans for the maintenance of trial randomization codes and maintaining appropriate masking for the study should be discussed.  The timing and procedures for planned and unplanned breaking of randomization codes should be included.  Include a statement regarding when unmasking may occur and who may unmask.

7 Study Procedures/Evaluations

Information outlined in the Procedures/Evaluations section should refer to and be consistent with the information in the Schedule of Procedures/Evaluations in Appendix A.

7.1 Clinical Evaluations

List all clinical evaluations to be done during the protocol, and provide details/timelines at each visit of what is included and special instructions, if any.

Examples:

· Medical History (describe what is included for history, e.g., timeframe considerations, whether history will be obtained by interview or from medical records).

· Medications History (e.g., describe if a complete medications history is needed, or if only currently taken medications should be included; prescription medications only or also over-the-counter).  Assessment of eligibility should include a review of permitted and prohibited medications.

· Physical Exam (list the vital signs and organ systems to be assessed); if appropriate, discuss what constitutes a targeted physical exam and at what visits it may occur.  If an Adverse Event occurs, describe if a full physical exam should be done.

· Reactogenicity assessments (e.g., pain, tenderness; describe rating scale).

· Review of diary cards.

· Counseling procedures.

· Criteria for dose adjustment.

· Rescue therapy.

7.2 Concomitant Medications/Treatments

Note:  This section should be consistent with the medications restrictions in the inclusion/exclusion criteria.

List all drugs and/or treatments that are permitted, including rescue medications, while on study.

7.3 Laboratory Evaluations

7.3.1 Clinical Laboratory Evaluations

List all screening laboratory evaluations.  Include specific test components and estimated volume and type of specimens needed for each test.  Specify laboratory methods (e.g., use consistent laboratory method throughout study) to provide for appropriate longitudinal and cross-comparison.  If more than one laboratory will be used, specify which evaluations will be done by each laboratory.

Examples:

· Hematology:  hemoglobin, hematocrit, WBC with differential, platelet count (_ mL EDTA anticoagulated blood).

· Biochemistry:  creatinine, total bilirubin, ALT, AST (_mL whole blood for serum).

· Urinalysis:  dipstick urinalysis, including protein, hemoglobin and glucose; if dipstick is abnormal, complete urinalysis with microscopic is required.

· Pregnancy test (_mL whole blood for serum or clean catch urine specimen), usually to be done within 24 hours prior to study intervention and results must be available prior to administration of study product.

7.3.2 Special Assays or Procedures

List special assays or procedures required to assess the study product (e.g., immunology assays, PK studies, photographs).  For laboratory assays, include specific assays, estimated volume and type of specimen needed for each test.  For procedures, provide special instructions or precautions.  If more than one laboratory will be used, specify which assays will be done by each laboratory.

7.3.3 Specimen Preparation, Handling and Shipping

7.3.3.1 Instructions for Specimen Preparation, Handling and Storage

Special instructions for the preparation, handling and storage of specimens should be explained clearly in this section, including required temperatures, aliquots of specimens, if samples are frozen, where will they be stored, andhow they will be labeled.  Include a discussion of long-term access and consent for future use of specimens.

7.3.3.2 Specimen Shipment

State the frequency with which specimens are to be shipped and to what address.  Include contact information for laboratory personnel.  Include days and times shipments are allowed, and any labeling requirements for specimen shipping.  Also, include any special instructions such as dry ice or wet ice or the completion of a specimen-tracking log.

7.4 Substudies

Definition:  A substudy asks a separate research question from the parent protocol and does not contribute to the parent protocol’s objectives, but uses all or a subset of study participants or specimens.

A concept sheet for a proposed substudy must be approved by the DMID Project Officer/Program Officer prior to development of a full protocol for the substudy.  Once the concept for a substudy is approved by the Program Officer, a decision must be made by DMID, in conjunction with the Investigator, whether the concept is appropriate as a substudy or should be a stand-alone study.

List with brief description:
· Description of the substudy and its objectives

· Impact on main study

· Sites

· Behavioral issues

If substudy is added to an ongoing study, a protocol amendment is required.

8 Study Schedule

Information outlined in the Study Schedule section should refer to and be consistent with the information in the Schedule of Procedures/Evaluations in Appendix A and in Section 7.

Allowable windows should be stated for all visits. The schedule must include not only clinic visits but all contacts, e.g., telephone contacts.  To determine the appropriate windows, consider feasibility and relevance of the time point to study outcome measures (e.g., PK studies may allow little or no variation, with required time points measured in minutes or hours, whereas a 6-month follow-up visit might have a window of several weeks).

8.1 Screening 

Include only those evaluations necessary to assess whether a subject meets enrollment criteria. Discuss the sequence of events that should occur during screening and the decision points regarding eligibility.  List the timeframe prior to enrollment within which screening tests and evaluations must be done (e.g., within 28 days prior to enrollment).

This section must include instructions for obtaining signed informed consent.  State which study staff will conduct the consent process and how it will be implemented.

The evaluations to be done may be listed individually in this section, or alternatively, refer to the Schedule of Procedures/Evaluations (Appendix A).

8.2 Enrollment/Baseline 

Discuss evaluations/procedures necessary to assess or confirm whether a subject still meets the eligibility criteria and may be enrolled, and those assessments that are required at baseline for later outcome measure comparison after study intervention (e.g., baseline signs and symptoms prior to vaccination).  Discuss the sequence of events that should occur during enrollment and/or initial administration of study product.  List any special conditions (e.g., results of the pregnancy test must be negative and available prior to administration of study product).  List the procedures for administering the study product or intervention, and follow-up procedures after administration (e.g., assessment of vital signs, reactogenicity).

The evaluations to be done may be listed individually in this section or alternatively, refer to the Schedule of Procedures/Evaluations (Appendix A).

8.3 Follow-up 

Include discussion of evaluations/procedures required to assess or confirm study outcome measures and study evaluations.  Discuss the sequence of events that should occur during the visit, if applicable.  Include, as applicable, counseling, review of reactogenicity, medications, assessment of adverse events, etc.

The evaluations to be done may be listed individually in this section or alternatively, refer to the Schedule of Procedures/Evaluations (Appendix A).
8.4 Final Study Visit

Define when the final study visit should occur and any special procedures/evaluations or instructions to the subject.  Describe provisions for follow-up of ongoing adverse events/serious adverse events.

The evaluations to be done may be listed individually in this section or alternatively, refer to the Schedule of Procedures/Evaluations (Appendix A).

8.5 Early Termination Visit

Specify which of the evaluations required for the final study visit should be done at a termination visit if early termination occurs and if the participant is willing.  Subjects may withdraw voluntarily from participation in the study at any time.  Subjects may also withdraw voluntarily from receiving the study intervention for any reason.  Clearly differentiate between what evaluations are to be done in each of these circumstances.

If voluntary withdrawal occurs, the subject should be asked to continue scheduled evaluations, complete an end-of-study evaluation, and be given appropriate care under medical supervision until the symptoms of any adverse event resolve or the subject’s condition becomes stable.  Describe efforts to continue follow-up, especially for safety outcome measures.

9 Study Intervention/Investigational Product

Note:  If multiple products are to be evaluated in the study, the following sections should be repeated for each product and the sections should be renumbered accordingly.  Describe placebo or control product.

9.1 Study Product Acquisition

9.1.1 Formulation, Packaging and Labeling

Information in this section can usually be obtained from the Investigator’s Brochure (IB) or the package insert.  Make IB or package insert available to all investigators as part of the study’s Manual of Procedures (MOP) or distributed separately, as appropriate.

9.2 Product Storage and Stability

Describe product’s storage needs.  Include storage requirements and stability (temperature, humidity, security, container).

Provide additional information regarding stability and expiration time for studies in which multi-dose vials are entered (i.e., the seal is broken).

9.3 Preparation, Administration and Dosage of Study Intervention/Investigational Product

Include thawing, diluting, mixing, reconstitution/preparation instructions, as appropriate.  List investigational agents, route, doses and frequency of administration in this section.  Include any specific instructions or safety precautions for administration of study products or masking (masking) of the product or the administrator.  Include maximum hold time and conditions of product once thawed, mixed, diluted, reconstituted, etc.

9.4 Accountability Procedures for the Study Intervention/Investigational Product(s)

Provide plans for how the study intervention/investigational product(s) will be distributed including participation of a drug repository, frequency of product distribution, amount of product shipped, and plans for return of unused product.  

9.5 Assessment of Subject Compliance with Study Intervention/Investigational Product 

Include this section, if applicable.

Include plans for compliance assessment (e.g., questionnaires, direct observation, pill counts) in this section.
10 Assessment of Scientific Objectives (e.g., Safety or Immunogenicity or Efficacy)

Refer to ICH E6 GCP, Sections 6.7-6.8.

10.1 Specification of the Appropriate Outcome Measures

10.1.1 Primary Outcome Measures

10.1.2 Secondary Outcome Measures

10.2 Methods and Timing for Assessing, Recording, and Analyzing Appropriate Outcome Measures

10.3 Modification and Discontinuation of Study Intervention/Investigational Product for a Participant

Note:  Different types of products will require different instructions for this section.

10.3.1 Dose/Schedule Modifications for a Subject

Clearly explain instructions for modification of dose due to toxicity or any other potential reason.  Address dose modifications for specific abnormal laboratory values of concern or other adverse events that are known to be associated with the planned intervention regimen.

10.3.2 Criteria for Discontinuation of Study Intervention/Product for Withdrawal of a Subject (or a Cohort)

List possible reasons for discontinuation of the study intervention/product in this section, e.g.,  development of laboratory toxicities, study closure due to DSMB review, discretion of DMID/or IND holder.

It may be appropriate to provide distinct discontinuation criteria for subjects and cohorts. If so, both sets of criteria should be listed separately and the distinction between the two must be stated clearly.

Sample language:  A study subject will be discontinued from further investigational product if:

· Any clinical adverse event, laboratory abnormality, intercurrent illness, other medical condition or situation occurs such that continued participation in the study would not be in the best interest of the subject.

· Development of any exclusion criteria may be cause for discontinuation.

Note that subject will continue to be followed with subject’s permission if study intervention/product is discontinued.  Discuss resulting modifications to the schedule and duration of continued follow-up.

11 Assessment of Safety

Reference safety parameters that are outcome measures (Section 10)

11.1 Specification of Safety Parameters

Include if not a primary study outcome measure.

11.2 Methods and Timing for Assessing, Recording, and Analyzing Safety Parameters

This section should be based on the risk profile of the study product.  Include a review of relevant literature, which should be referenced.  Add relevant websites, etc. from which the information could be drawn.

If a package insert is available, it should be used as the primary source of risk information.  If the product is investigational, the IB should be the primary source of the risk information.  In addition, literature searches can also provide relevant risk information.  If the risk profile cannot be described from any of the above sources, the risk information discussion will result from the literature search and review.

11.2.1 Adverse Events, Reactogenicity (for Vaccine Studies), Serious Adverse Events

· Describe which Adverse Events (AEs) will be collected as solicited events (in vaccine trials, note that each solicited event will be captured in only one format [e.g., in a diary card or as an AE]).  Plan the reporting and data collection system to avoid double capture.

· Describe how unsolicited events will be captured.

· Describe timeframe for reporting and collecting AEs and Serious Adverse Events (SAEs).

11.2.1.1 Definition of Adverse Event 

See ICH E6 GCP, Section 1.2.

An AE is any untoward medical occurrence in a patient or clinical investigation subject administered a pharmaceutical product and that does not necessarily have a causal relationship with this treatment.  An AE can therefore be any unfavorable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not related to the medicinal (investigational) product.  Include time period of collection.

11.2.1.2 Reactogenicity (for Vaccine Studies and Some Therapeutic Trials)

Definition of reactogenicity: Reactogenicity events are adverse events that are common and known to occur for the intervention/investigational product being studied and should be collected in a standard, systematic format using a graded scale based on functional assessment or magnitude of reaction.  Provide a definition of expected vs. unexpected AEs and local vs. systemic events, based on the risk profile of the intervention/investigational product. This information is found on the CIB or package insert. Typically, reactogenicity adverse events are solicited and collected on diary cards or a reactogenicity case report form.

Example of a functional scale for assessing reactogenicity or other parameters not specifically listed in the toxicity table:

0 = Absence of the indicated symptom

1 = Mild (awareness of a symptom but the symptom is easily tolerated)

2 = Moderate (discomfort enough to cause interference with usual activity)

3 = Severe (incapacitating; unable to perform usual activities; requires absenteeism or bed rest)

4 = Life-threatening

11.2.1.3 Serious Adverse Event 

See ICH E6 GCP, Section 1.50.  Reference CFR 312.32 if applicable.

A Serious Adverse Event (SAE) is any adverse event/experience occurring at any study drug dose that results in any of the following outcomes:

· Death

· Life-threatening (subject at immediate risk of death)

· Requires in-patient hospitalization or prolongation of existing hospitalization

· Results in congenital anomaly/birth defect

· Results in a persistent or significant disability or incapacity

· Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse event/experience when, based upon appropriate medical judgment, they may jeopardize the subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition

In addition, protocols may specify other events that require reporting in an expedited time frame (e.g., abnormal laboratory values [Grade 3 or 4], HIV infection, pregnancy).  Include time period of collection.

11.3 Reporting Procedures

Note:  All clinical trials must have an AE reporting system in place.

Include details of the protocol-specific reporting procedures, including the individual responsible for each step (e.g., the Investigator, the Medical Monitor, etc.), how decisions will be made regarding determining relatedness and grading severity, which forms should be completed, how reports will be distributed and what follow-up is required.

Include specific details of reporting procedures for:

· Deaths and life-threatening events

· Other SAEs

· Other adverse events

Verify that the specifications in this section are consistent with those stated in Section 10.3.

(Refer to Report of CIOMS Working Group V, Appendix 8 for examples of narrative information for adverse event reports.)

Subsequent review of serious, unexpected and related adverse events by the Medical Monitor, DSMB, ethics review committee or IRB, the sponsor(s), or the FDA or relevant local regulatory authorities may also result in suspension of further trial interventions/administration of study product at a site.  The FDA and study sponsor(s) retain the authority to suspend additional enrollment and study interventions/administration of study product for the entire study as applicable.

11.3.1 Serious Adverse Event Detection and Reporting
For those events meeting the previously described definition of Serious Adverse Events, the completion of a Serious Adverse Event report form is required.  Specific information on where to send this form is included in the Manual of Procedures for this study.

Life-threatening SAEs or death must be reported via telephone to the Office of Regulatory Affairs (ORA), DMID (name and telephone number of DMID ORA contact) and the Office of Clinical Research Affairs (OCRA), DMID (name and telephone number of DMID ORA contact) within one business day of site awareness of event.

All other SAEs must be reported via telephone to ORA and OCRA within 3 business days of site awareness of the event.  All SAEs will be reported as required to all participating sites Institutional Review Boards (IRB).

FDA regulations (21 CFR 312.64 and 312.66) require that an investigator notify the sponsor and the local IRB promptly of any serious adverse event, deaths, or life-threatening problems that may reasonably be regarded as caused by or associated with the administration of the investigational drug.  Adverse events will be reported to the FDA in compliance with 21 CFR 312.32.  

11.3.2 Reporting of Pregnancy
State the study’s pregnancy-related policy and procedure.  Include appropriate mechanisms for reporting to sponsor, study leadership, IRB, and regulatory agencies.  Provide appropriate modifications to study procedures (e.g., discontinuation of vaccination while continuing safety follow-up, following pregnant women to pregnancy outcome).

11.3.3 Procedures to be Followed in the Event of Abnormal Laboratory Test Values or Abnormal Clinical Findings

Collection of laboratory data should be limited to those laboratory parameters that are relevant to safety, study outcome measures and/or clinical outcome.  

The Toxicity Tables will define what values or findings are considered abnormal.  Reporting will be dependent on the abnormality, the study intervention and the study population, but should be stated specifically. Consider the context of the trial and adjust reporting procedures appropriately for the study population and agent being studied.  Selection of a toxicity table should be made in conjunction with DMID.

Define the circumstances in which abnormal laboratory values will be reported as AEs/SAEs.  Generally, in healthy people, a grade 3 abnormality is an SAE.  In sick populations, define in terms of a change from baseline and disease progression.

11.3.4 Type and Duration of the Follow-up of Subjects After Adverse Events

See ICH GCP 6, Section 6.8.

Describe how adverse events will be followed until resolved or considered stable. Specify procedures for reporting and follow-up of AEs that are consistent with the Schedule of Procedures/Evaluations.  Include duration of follow-up for appearance of AEs (e.g., one week, two months).

11.4 Halting Rules

Describe safety findings that would temporarily suspend enrollment and/or study interventions until a safety review is convened (either routine or ad hoc), the objective of which is a decision as to whether the study (or intervention for an individual or study cohort) should continue per protocol, proceed with caution, be further investigated, be discontinued, or be modified and then proceed.  Suspension of enrollment (for a particular group or for the entire study) is another potential outcome of a safety review.

Examples of findings that might trigger a safety review are the number of SAEs overall, the number of occurrences of a particular type of SAE, severe AEs/reactions, or increased frequency of events.

12 Clinical Monitoring Structure

This section will describe the study monitoring to be conducted to ensure the safety and conduct of the study complies with 45 CFR 46, GCP and ICH Guidelines, DMID and other sponsor collaborator’s guidelines, as appropriate.

12.1 Site Monitoring Plan

Site monitoring is conducted to ensure the human subject protection, study procedures, laboratory, study intervention administration, and data collection processes are of high quality and meet sponsor, GCP/ICH and, when appropriate, regulatory guidelines.  This section will give a general description of how site monitoring will be conducted. A separate monitoring plan document should be developed to describe who will conduct the monitoring, at what frequency monitoring will be done, and what level of detail monitoring will be conducted.

Preference is given to a separate monitoring plan or in the Manual of Procedures, to be agreed upon with OCRA, which will describe protocol specific items to be monitored. The monitoring plan must include the number of subject charts to be reviewed, which/what proportion of data fields and what will be monitored, and who will be responsible for conducting the monitoring visits, and who will be responsible for ensuring that monitoring findings are addressed

13 Statistical Considerations

This section should be “self-contained” for coherence and ready reference.  It should show how the study will answer the most important questions with precision and a minimum of bias, while remaining feasible.  Many elements below can be found in ICH guidance document E9 (Statistical Principles for Clinical Trials) and the CONSORT statement (http://www.consort-statement.org/), which describes standards for improving the quality of reporting randomized controlled trials.

13.1 Introduction

Optional; an introduction may be helpful if the statistical section is long or complicated.

13.2 Overview and Study Objectives

Succinctly restate the scientific rationale for the study and the primary and most important secondary objectives from Section 2, to motivate choice of study population, outcome measures, hypotheses and design.

13.3 Study Population

Give a very concise restatement of the eligibility criteria, e.g., vaccinia-naïve healthy volunteers between the ages of 18 and 65.

Describe any control groups (i.e., active or placebo control groups, concurrent or historical controls, etc.) and a synopsis of the rationale for choosing them (i.e., including risk/benefit or other ethical factors).

13.4 Study Design

State the proposed formal design (e.g., two-period crossover, two-by-three factorial parallel group, or case-control).  If the design or interventions are complex, a schema may be helpful.

Review strategies to avoid bias, such as randomization and masking methods, or decrease variability, such as centralized laboratory assessments.  DO NOT include details that might compromise these strategies, such as the size of randomized blocks.

13.5 Study Outcome Measures

An outcome measure is “an observation variable recorded for [subjects] in the trial at one or more time points after enrollment for the purpose of assessing the effects of the study treatments”  (Meinert 1986).  Outcome measures should be prioritized.  Generally, there should be just one primary variable, with evidence that it will provide a clinically relevant, valid and reliable measure of the primary objective (e.g., laboratory procedures, safety assays).

Give succinct but precise definitions of the outcome measures used to measure the primary and key secondary outcomes stated in the study objectives, including the study visits at which the samples will be obtained and the specific laboratory tests to be used.

Secondary outcome measures should be included, whether they add information about the primary objective or address secondary objectives.  Discuss their importance and role in the analysis and interpretation of study results.

Discuss how the outcome measures will be measured and transformed, if relevant, before analysis (e.g., is the primary variable binary, categorical, or continuous?  Will a series of measurements within a subject be summarized, such as by calculating the area under the curve?  For survival outcome measures, what are the competing risks and censoring variables?).

13.6 Study Hypotheses

State the formal, testable, null and alternate hypotheses for primary and key secondary objectives, specifying the type of comparison (e.g., superiority, equivalence or non-inferiority, dose-response).

13.7 Sample Size Considerations

Provide all information needed to validate your calculations, and also to judge the feasibility of enrolling and following the necessary numbers of subjects.

In particular, specify all of the following:

· Outcome measure used for calculations (almost always the primary variable)

· Test statistic

· Null and alternate hypotheses

· Type I error rate

· Type II error rate

· Assumed event rate for dichotomous outcome (or mean or variance of continuous outcome) for each study arm, justified and referenced by historical data as much as possible

· Assumed rates of drop-out, withdrawal, cross-over to other study arms, missing data, etc. also justified

· Approach to handling withdrawals and protocol violations, i.e., whether “intent to treat”

· Statistical method used to calculate the sample size, with a reference for it and for any software utilized

· Method for adjusting calculations for planned interim analyses, if any (see Sections 13.8 and 13.9).

Present calculations from a suitable range of assumptions to gauge the robustness of the proposed sample size.

Discuss whether the sample size also provides sufficient power for addressing secondary objectives, or for secondary analyses in key subgroup populations.
13.8 Participant Enrollment and Follow-Up

Summarize the total number of enrollees and the total duration of accrual and of final follow-up, being specific about the number of clinical sites and their enrollment and retention capabilities.  Also be explicit about distinct stages in enrollment, if applicable.  

13.9 Planned Interim Analyses (if planned)

If interim analyses will be reviewed by Data and Safety Monitoring Board (DSMB) or similar committee, describe its composition, when it will meet, and that it advises DMID.

Describe the types of statistical interim analyses and stopping guidelines (if any) that are proposed, including their timing.

Within the two sections below, the criteria used to determine decisions should be pre-specified to the extent possible.
13.9.1 Safety Review

Provide details of the proposed rules for halting study enrollment or study intervention/administration of study product for safety, including whether they pertain to the entire study, specific study arms or subject subgroups, or other components of the study.  

State which safety outcome measures will be monitored, the frequency of monitoring, and the specific definitions of proposed stopping guidelines.

If statistical rules will be used to halt enrollment into all or a portion of the study, describe the statistical techniques and their operating characteristics, e.g., the probability of stopping under different safety event rates and the associated number of participants that would be enrolled.

13.9.2 Immunogenicity or Efficacy Review

Provide the same information as in Section 13.8.1, but for immunogenicity or efficacy outcome measures.  Also discuss the impact of the interim monitoring plan on final efficacy analyses, particularly on Type I error.

If formal interim analyses will be performed, provide unambiguous and complete instructions so that an independent statistician could perform the analyses.
13.10 Final Analysis Plan

This section can be used to elaborate on primary analyses that underlie the sample size calculation in Section 13.6 above and to describe secondary analyses for the primary or secondary objectives.  Even more details can be provided in a separate statistical analysis plan written later, but prior to performing any analyses.

Plans must clearly identify the analyses cohorts (e.g., “Per Protocol” or “Intent to Treat”, as well as subsets of interest) and methods to account for missing, unused or spurious data.

14 source documents and Access to Source Data/Documents

Each participating site will maintain appropriate medical and research records for this trial, in compliance with ICH E6 GCP, Section 4.9 and regulatory and institutional requirements for the protection of confidentiality of subjects.  Describe who will have access to records.  As part of participating in a DMID-sponsored, DMID-affiliated or manufacturer-sponsored study, each site will permit authorized representatives of the sponsor(s), DMID, and regulatory agencies to examine (and when required by applicable law, to copy) clinical records for the purposes of quality assurance reviews, audits and evaluation of the study safety and progress.

Source data are all information, original records of clinical findings, observations, or other activities in a clinical trial necessary for the reconstruction and evaluation of the trial.  Examples of these original documents and data records include, but are not limited to, hospital records, clinical and office charts, laboratory notes, memoranda, subjects’ diaries or evaluation checklists, pharmacy dispensing records, recorded data from automated instruments, copies or transcriptions certified after verification as being accurate and complete, microfiches, photographic negatives, microfilm or magnetic media, x-rays, and subject files and records kept at the pharmacy, at the laboratories, and medico-technical departments involved in the clinical trial.

15 Quality Control and Quality Assurance

This section will briefly indicate the plans for local quality control (QC).  Each site should have standard operating procedures (SOPs) for quality management.  Data will be evaluated for compliance with protocol and accuracy in relation to source documents.  The study will be conducted in accordance with procedures identified in the protocol.  The types of materials to be reviewed, who is responsible, and the schedule for reviews may be specified or referenced in other documents.  Types and mechanisms of training of staff for the study should be specified.

Specify whether the study will be conducted at multiple centers or a single center.

SOPs must be used at all clinical and laboratory sites.  Regular monitoring and an independent audit must be performed according to GCP/ICH (e.g., data monitoring).

Briefly describe methods (e.g., site monitoring) for assuring protocol compliance, ethical standards, regulatory compliance and data quality.  (Refer to ICH GCP E6, Section 5.1)

Example text:

“Following written standard operating procedures, the monitors will verify that the clinical trial is conducted and data are generated, documented (recorded), and reported in compliance with the protocol, GCP, and the applicable regulatory requirements.  Reports will be submitted to DMID on monitoring activities.

The investigational site will provide direct access to all trial related sites, source data/documents, and reports for the purpose of monitoring and auditing by the sponsor, and inspection by local and regulatory authorities.

The Data Coordinating Center (DCC) will implement quality control procedures beginning with the data entry system and generate data quality control checks that will be run on the database.  Any missing data or data anomalies will be communicated to the site(s) for clarification/resolution.”

16 Ethics/Protection of Human Subjects

This section should include a description of the ethical considerations and context for the conduct of the trial.

16.1 Declaration of Helsinki

Include this section if applicable.

If the study is conducted at international sites, include a statement about compliance with the Declaration of Helsinki.

Example text:

”The investigator will ensure that this study is conducted in full conformity with the current revision of the Declaration of Helsinki, or with the International Conference for Harmonisation Good Clinical Practice (ICH-GCP) regulations and guidelines, whichever affords the greater protection to the subject.”

16.2 Institutional Review Board

Each participating institution must provide for the review and approval of this protocol and the associated informed consent documents by an appropriate ethics review committee or Institutional Review Board (IRB).  Any amendments to the protocol or consent materials must also be approved before they are placed into use. In both the United States and in other countries, only institutions holding a current U. S. Federal-Wide Assurance issued by the Office for Human Research Protections (OHRP) may participate. Refer to: http://ohrp.osophs.dhhs.gov.

16.3 Informed Consent Process

Refer to ICH GCP E6, Section 4.8.

Describe the procedures for obtaining and documenting informed consent of study subjects.  Make provisions for special populations, e.g., non-English speakers, children, illiterate or non-writing individuals, vulnerable populations.

Informed consent is required for all subjects participating in a DMID-sponsored study.  In obtaining and documenting informed consent, the investigator should comply with applicable regulatory requirements and should adhere to GCP and to the ethical principles that have their origin in the Declaration of Helsinki.  Prior to the beginning of the trial, the investigator should have the IRB/Independent Ethics Committee’s written approval/favorable opinion of the written informed consent form(s) and any other written information to be provided to the subjects.

Identify different consent forms that are needed for the study (e.g., screening, study participation, HIV screening, future use specimens, plasmapheresis, assent form for minors.)

Example text:

“Informed consent is a process that is initiated prior to the individual’s agreeing to participate in the study and continuing throughout the individual’s study participation.  Extensive discussion of risks and possible benefits of this therapy will be provided to the subjects and their families.  Consent forms describing in detail the study interventions/products, study procedures and risks are given to the subject and written documentation of informed consent is required prior to starting intervention/administering study product.  Consent forms will be IRB approved and the subject will be asked to read and review the document. Upon reviewing the document, the investigator will explain the research study to the subject and answer any questions that may arise.  The subjects will sign the informed consent document prior to any procedures being done specifically for the study.  The subjects should have the opportunity to discuss the study with their surrogates or think about it prior to agreeing to participate.  The subjects may withdraw consent at any time throughout the course of the trial.  A copy of the informed consent document will be given to the subjects for their records.  The rights and welfare of the subjects will be protected by emphasizing to them that the quality of their medical care will not be adversely affected if they decline to participate in this study.”

Provide each institution with a sample consent form for subject participation.  The consent form should be separate from the protocol document.

16.3.1 Informed Consent/Assent Process (in Case of a Minor)

Refer to ICH E6, Section 4.8.12.

When a study includes subjects who may be enrolled in the trial only with the consent of the subject’s legally acceptable representative (e.g., minors or subjects with severe dementia), the subject should be informed about the trial to the extent compatible with the subject’s understanding.  If capable, the subject should assent and sign and personally date the written consent form.  A separate IRB-approved assent form, describing (in simplified terms) the details of the study intervention/product, study procedures and risks may be used.  Assent forms do not substitute for the consent form signed by the subject’s legally acceptable representative.

16.4 Exclusion of Women, Minorities, and Children (Special Populations)

If the study intends to exclude any special populations, justify the exclusion of women, minorities or children in the context of the study design.

16.5 Subject Confidentiality

Include procedures for maintaining subject confidentiality, any special data security requirements, and record retention per the sponsor’s requirements.

Subject confidentiality is strictly held in trust by the participating investigators, their staff, and the sponsor(s) and their agents.  This confidentiality is extended to cover testing of biological samples and genetic tests in addition to the clinical information relating to participating subjects.

The study protocol, documentation, data and all other information generated will be held in strict confidence.  No information concerning the study or the data will be released to any unauthorized third party, without prior written approval of the sponsor.

The study monitor or other authorized representatives of the sponsor may inspect all documents and records required to be maintained by the Investigator, including but not limited to, medical records (office, clinic or hospital) and pharmacy records for the subjects in this study.  The clinical study site will permit access to such records.
16.6 Study Discontinuation

In the event that the study is discontinued, provide a plan for the following:

· Describe procedures for subjects to continue therapy, if appropriate.

· Crossover to study drug for placebo recipients at the completion of the study.

17 Data Handling and Record Keeping

Include instructions for special data handling or record keeping procedures required for maintaining subject confidentiality, any special data security requirements, and record retention per the sponsor’s requirements in this section.

Briefly describe steps to be taken to assure that the data collected are accurate, consistent, complete and reliable and in accordance with ICH GCP guidelines.  The description should include reference to source documentation, case report forms, instructions for completing forms, data handling procedures, and procedures for data monitoring.  Details may be provided in a Manual of Procedures (MOP), User’s Guide or other citable reference document.

17.1 Data Management Responsibilities

Describe responsibilities for data handling and record keeping as they specifically relate to the sponsor, clinical site, laboratory, and data coordinating center.  Information should include the role in data collection, review of data, trial materials, and reports, as well as retention of source documents, files, and records.  Describe coding dictionaries to be used and reconciliation processes (if applicable).  At the end of the study, a copy of all datasets will be provided to DMID.  Describe who will send a copy of all datasets to DMID electronically.

All source documents and laboratory reports must be reviewed by the clinical team and data entry staff, who will ensure that they are accurate and complete. Adverse Events must be graded, assessed for severity and causality and reviewed by the site Principal Investigator or designee.

Data collection is the responsibility of the clinical trial staff at the site under the supervision of the site Principal Investigator.  During the study, the Investigator must maintain complete and accurate documentation for the study.

If data are to be generated in one location and transferred to another group, describe the responsibilities of each party.

Indicate the roles of each party with regard to interpretation of data, plans for analysis, review of tables and listings, and plans for reporting.  
17.2 Data Capture Methods

Provide details regarding the type of data capture that will be used for the study.  Specify whether it will be paper or electronic, distributed or central, batched or ongoing processing, and any related requirements.  Indicate expectations for time for submission of CRFs.
17.3 Types of Data

Indicate the types of data that will be collected, such as safety, laboratory (clinical, immunology, pharmacokinetic, other study specific), and outcome measure data (e.g., reactogenicity).  Specify if safety data are collected in a separate database.

17.4 Timing/Reports

Indicate the schedule for data review and reports, how outcome measure data are collected and monitored, data for stopping rules, and reports for DSMB.  Specify whether reviews or reports are ongoing, interim, or periodic.  Identify plans for data analysis and interim and final study reports, steps for freezing the data prior to analysis, and precautions related to masked data.  Indicate whether and when coding is to occur.

17.5 Study Records Retention

Specify the length of time for the investigator to maintain all records pertaining to this study (e.g., a minimum of two years following the last approval of a marketing application in an ICH region and until there are no pending or contemplated marketing applications in an ICH region, or at least two years have elapsed since the formal discontinuation of clinical development of the investigational product.) Indicate whether permission is required (and from whom) prior to destruction of records.  If under IND records should not be destroyed without the IND sponsor’s agreement.  Pharmaceutical companies who supply unregulated products should be consulted.

Investigational product records may be addressed here if not addressed elsewhere in the protocol.

17.6 Protocol Deviations

Plans for detecting, reviewing and reporting deviations from the protocol should be described.  A statement may be included to indicate that deviations are not allowed, unless a statement is included in investigator agreement.  Provisions for approval of deviations can be described.

18 Publication Policy

If appropriate, the publication policy may be described in the study Manual of Procedures (MOP).

The publication and authorship policies should be determined and clearly outlined in this section.  Refer to contract or clinical trials agreements.  Policies regarding substudies should be outlined in this section.

19 Literature References

Include a list of relevant literature references in this section.  Use a consistent, standard, modern format, which might be dependent upon the required format for the anticipated journal for publication (e.g., NEJM, JAMA, etc.).  The preferred format is the Vancouver format, used in the American Medical Association Manual of Style.

Examples:

Journal citation:
Davis JT, Allen HD, Powers JD, Cohen DM. Population requirements for capitation planning in pediatric cardiac surgery. Arch Pediatr Adolesc Med. 1996;150(1):257-259.

Whole Book citation:
Sherlock S, Dooley J. Diseases of the Liver and Biliary System. 9th ed. Oxford, England: Blackwell Scientific Publications; 1993.

Chapter in a Book citation:
Cole BR. Cystinosis and cystinuria. In: Jacobson HR, Striker GE, Klarh S, eds. The Principles and Practice of Nephrology. Philadelphia, PA: BC Decker Inc.; 1991:396-403.

A full listing of Vancouver style guidelines can be found at:
International Committee of Medical Journal Editors. Uniform Requirements for Manuscripts Submitted to Biomedical Journals. JAMA. 1997;277:927-934.

Another reference:
http://www.library.uwa.edu.au/guides/citingsources/vancouver.html

SUPPLEMENTS/APPENDICES

(NOTE:  Since the protocol and the clinical trial/study report are closely related, further relevant information can be found in the ICH Guideline for Structure and Content of Clinical Study Reports.  These materials should not be included as part of the protocol.)

Appendices may include:

· Schedule of Events

· Substudies

· Biosafety Precautions

· Repository Instructions

· Toxicity Grading Scales

· Laboratory Handling

Accompanying documents may include:

· Conflict of Interest Statement

· Sample Consent Form(s)

· Site and Safety Monitoring Plans

· Monitoring Plan

· CRF copies

· Manual of Procedures

	
	Follow-Up Schedule
	

	Procedures
	Screening
	Baseline
	Time Point or Study Visit 1
	Time Point or Study Visit 2
	Time Point or Study Visit 3
	Time Point or Study Visit 4, etc.
	Study Completion
	Premature Discontinuation

	Signed Consent Form
	X
	X
	
	
	
	
	
	

	Assessment of Eligibility Criteria
	X
	X
	
	
	
	
	
	

	Review of Medical History
	X
	X
	
	
	
	
	
	

	Review of Concomitant Medications 
	X
	X
	X
	X
	X
	X
	X
	X

	Study Intervention
	
	X
	
	
	
	
	
	

	Physical Exam
	Complete
	X
	
	
	
	
	
	X
	X

	
	Symptom-Directed
	
	X
	(X)
	(X)
	(X)
	(X)
	
	

	
	Vital Signs
	
	(X)
	(X)
	(X)
	(X)
	(X)
	
	

	Assessment of Adverse Events
	
	
	(X)
	(X)
	(X)
	(X)
	X
	X

	Clinical Laboratory
	Chemistry
	X
	X
	(X)
	(X)
	(X)
	(X)
	X
	X

	
	Hematology
	X
	X
	(X)
	(X)
	(X)
	(X)
	X
	X

	
	Urinalysis
	X
	X
	(X)
	(X)
	(X)
	(X)
	X
	X

	Research Laboratory
	Immunology
__mL whole blood


	
	X
	
	(X)
	
	(X)
	X
	X

	Other Procedures
	
	
	(X)
	
	(X)
	
	(X)
	(X)
	(X)


	(X) – As indicated/appropriate.

Provide a list of tests to be done, e.g.:

Hematology – Hemoglobin, hematocrit, WBC and differential count, platelet count
Biochemistry – Sodium, potassium, chloride, urea, creatinine, glucose, uric acid, bicarbonate, amylase, lipase, albumin, total bilirubin, cholesterol, triglycerides, and CPK, as appropriate for the study.  Note that this list is an example; specify list of tests applicable for the protocol.

Urinalysis – Protein and glucose, as appropriate for the study

Immunology – Specify specimen types for non-standard laboratory assays

Other – Other procedures that are done to evaluate outcome measures (e.g., photographs, X-rays)

Study Intervention – Modify as appropriate if intervention is administered more than once throughout the study

Specify time points for follow-up in days, weeks, or months, as appropriate for protocol.

At baseline, all procedures should be done before study intervention.

Indicate volume of blood if frequent or large phlebotomies are part of the protocol over two months.


Total N:  Obtain informed consent. Screen subjects by criteria; obtain history document.





Randomize





N subjects


Arm 2





N subjects


Arm 1





N subjects Arm 3





Clinical and AE assessment





Perform pregnancy test; collect blood for assays;


Administer Study Product/Intervention





Assessment of Final Study Outcome Measures








Clinical and AE assessment









