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The trial will be conducted in accordance with International Conference on Harmonisation Good Clinical Practice (ICH GCP) and applicable United States (US) Code of Federal Regulations (CFR). The Principal Investigator will assure that no deviation from, or changes to, the protocol will take place without prior documented approval from the Institutional Review Board (IRB), except where necessary to eliminate an immediate hazard(s) to the trial subjects. All personnel involved in the conduct of this study have completed Human Subjects Protection and ICH GCP Training.

The protocol, informed consent form(s), recruitment materials, and all subject materials will be submitted to the local Institutional Review Board (IRB) for review and approval. Approval of both the protocol and the consent form must be obtained before any subject is enrolled. Any amendment to the protocol will require review and approval by the IRB before the changes are implemented to the study. All changes to the consent form will be IRB approved; a determination will be made regarding whether a new consent needs to be obtained from subjects who provided consent, using a previously approved consent form.
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Subjects are free to withdraw from participation in the study at any time upon request.
An investigator may discontinue or withdraw a subject from the study for the following reasons:

· Significant study intervention non-compliance 
· If any clinical adverse event (AE), laboratory abnormality, or other medical condition or situation occurs such that continued participation in the study would not be in the best interest of the subject
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A subject will be considered lost to follow-up if he or she fails to return for 2 scheduled visits and is unable to be contacted by the study site staff. 

The following actions must be taken if a subject fails to be available for a required study visit:
· The site will attempt to contact the subject and reschedule the missed visit and counsel the subject on the importance of maintaining the assigned visit schedule and ascertain if the subject wishes to and/or should continue in the study.
· Before a subject is deemed lost to follow-up, the investigator or designee will make every effort to regain contact with the subject (where possible, 3 telephone calls and, if necessary, a certified letter to the subject’s last known mailing address or local equivalent methods). These contact attempts should be documented in the subject’s medical record or study file. 
· Should the subject continue to be unreachable, he or she will be considered to have withdrawn from the study with a primary reason of lost to follow-up.
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[bookmark: _Toc469058403][bookmark: _Toc469046237][bookmark: _Toc92811815]Definition of Adverse Events (AE)
Adverse event means any untoward medical occurrence associated with the use of an intervention in humans, whether or not considered intervention-related (21 CFR 312.32 (a)).

[bookmark: _Toc469058404][bookmark: _Toc469046238][bookmark: _Toc92811816]Definition of Serious Adverse Events (SAE) 
An adverse event (AE) is considered “serious” if, in the view of either the investigator or sponsor, it results in any of the following outcomes:

· Death
· A life-threatening adverse event (of note, the term “life-threatening” refers to an event in which the subject was at risk of death at the time of the event, rather than to an event which hypothetically might have caused death if it were more severe)
· inpatient hospitalization or prolongation of existing hospitalization
· a persistent or significant incapacity or substantial disruption of the ability to conduct normal life functions
· or a congenital anomaly/birth defect.

Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered serious 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. Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse.

[bookmark: _Toc469058405][bookmark: _Toc469046239][bookmark: _Toc92811817]Classification of an Adverse Event
0.1.1.1 Severity of Event
For adverse events (AEs), the following guidelines will be used to describe severity: 

· Mild – Events require minimal or no treatment and do not interfere with the subject’s daily activities. 
· Moderate – Events result in a low level of inconvenience or concern with the therapeutic measures. Moderate events may cause some interference with functioning.
· Severe – Events interrupt a subject’s usual daily activity and may require systemic drug therapy or other treatment. Severe events are usually potentially life-threatening or incapacitating.  Of note, the term “severe” does not necessarily equate to “serious.”

0.1.1.2 Relationship to Study INTERVENTION
All adverse events (AEs) must have their relationship to study intervention assessed by the clinician who examines and evaluates the subject based on temporal relationship and his/her clinical judgment. The degree of certainty about causality will be graded using the categories below. In a clinical trial, the study product must always be suspect. 

· Related – The AE is known to occur with the study intervention, there is a reasonable possibility that the study intervention caused the AE, or there is a temporal relationship between the study intervention and event. Reasonable possibility means that there is evidence to suggest a causal relationship between the study intervention and the AE.
· Not Related – There is not a reasonable possibility that the administration of the study intervention caused the event, there is no temporal relationship between the study intervention and event onset, or an alternate etiology has been established.

Expectedness 
The Principal Investigator will be responsible for determining whether an adverse event (AE) is expected or unexpected.  An AE will be considered unexpected if the nature, severity, or frequency of the event is not consistent with the risk information previously described for the study intervention.
[bookmark: _Toc469058406][bookmark: _Toc469046240][bookmark: _Toc92811818]Time Period and Frequency for Event Assessment and Follow-Up
The occurrence of an adverse event (AE) or serious adverse event (SAE) may come to the attention of study personnel during study visits and interviews of a study subject presenting for medical care, or upon review by a study monitor.

All AEs including local and systemic reactions not meeting the criteria for SAEs will be captured on the appropriate case report form (CRF). Information to be collected includes event description, time of onset, clinician’s assessment of severity, relationship to study product (assessed only by those with the training and authority to make a diagnosis), and time of resolution/stabilization of the event. All AEs occurring while on study must be documented appropriately regardless of relationship. All AEs will be followed to adequate resolution.

Any medical condition that is present at the time that the subject is screened will be considered as baseline and not reported as an AE. However, if the study subject’s condition deteriorates at any time during the study, it will be recorded as an AE. 

Changes in the severity of an AE will be documented to allow an assessment of the duration of the event at each level of severity to be performed. AEs characterized as intermittent require documentation of onset and duration of each episode.

The Study Coordinator will record all reportable events with start dates occurring any time after informed consent is obtained until 7 (for non-serious AEs) or 30 days (for SAEs) after the last day of study participation.  At each study visit, the Study Coordinator will inquire about the occurrence of AE/SAEs since the last visit.  Events will be followed for outcome information until resolution or stabilization.

0.1.2 [bookmark: _Toc469058407][bookmark: _Toc469046241][bookmark: _Toc92811819]Adverse and serious adverse Event Reporting 
All serious adverse events must be reported to the IRB according to regulatory requirements. The Principal Investigator will immediately report to the sponsor any serious adverse event, whether or not considered study intervention related, including those listed in the protocol or package insert and must include an assessment of whether there is a reasonable possibility that the study intervention caused the event. Study endpoints that are serious adverse events (e.g., all-cause mortality) must be reported in accordance with the protocol unless there is evidence suggesting a causal relationship between the study intervention and the event (e.g., death from anaphylaxis). In that case, the investigator must immediately report the event to the sponsor.

All serious adverse events (SAEs) will be followed until satisfactory resolution or until the Principal Investigator deems the event to be chronic or the subject is stable. Other supporting documentation of the event may be requested and should be provided as soon as possible.

0.2 [bookmark: _Toc469058412][bookmark: _Toc469046246][bookmark: _Toc92811820]Unanticipated Problems

0.2.1 [bookmark: _Toc331464795][bookmark: _Toc469058413][bookmark: _Toc469046247][bookmark: _Toc92811821]Definition of Unanticipated Problems (UP)
The Office for Human Research Protections (OHRP) considers unanticipated problems involving risks to subjects or others to include, in general, any incident, experience, or outcome that meets all of the following criteria:

· Unexpected in terms of nature, severity, or frequency given (a) the research procedures that are described in the protocol-related documents, such as the Institutional Review Board (IRB)-approved research protocol and informed consent document; and (b) the characteristics of the subject population being studied;
· Related or possibly related to participation in the research (“possibly related” means there is a reasonable possibility that the incident, experience, or outcome may have been caused by the procedures involved in the research); and
· Suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized.

0.2.2 [bookmark: _Toc466023695][bookmark: _Toc466025679][bookmark: _Toc466026988][bookmark: _Toc466027315][bookmark: _Toc466539294][bookmark: _Toc466973522][bookmark: _Toc466974371][bookmark: _Toc466977776][bookmark: _Toc466978625][bookmark: _Toc466980177][bookmark: _Toc466983828][bookmark: _Toc466984676][bookmark: _Toc466985525][bookmark: _Toc466986373][bookmark: _Toc466987222][bookmark: _Toc466988229][bookmark: _Toc466989236][bookmark: _Toc466990085][bookmark: _Toc466990702][bookmark: _Toc467137708][bookmark: _Toc467138556][bookmark: _Toc467161595][bookmark: _Toc467165858][bookmark: _Toc467242496][bookmark: _Toc467243356][bookmark: _Toc467244217][bookmark: _Toc467245077][bookmark: _Toc467245937][bookmark: _Toc467246797][bookmark: _Toc467247828][bookmark: _Toc467248688][bookmark: _Toc467249273][bookmark: _Toc467255007][bookmark: _Toc467482457][bookmark: _Toc467483316][bookmark: _Toc467484174][bookmark: _Toc467485033][bookmark: _Toc468199585][bookmark: _Toc466023696][bookmark: _Toc466025680][bookmark: _Toc466026989][bookmark: _Toc466027316][bookmark: _Toc466539295][bookmark: _Toc466973523][bookmark: _Toc466974372][bookmark: _Toc466977777][bookmark: _Toc466978626][bookmark: _Toc466980178][bookmark: _Toc466983829][bookmark: _Toc466984677][bookmark: _Toc466985526][bookmark: _Toc466986374][bookmark: _Toc466987223][bookmark: _Toc466988230][bookmark: _Toc466989237][bookmark: _Toc466990086][bookmark: _Toc466990703][bookmark: _Toc467137709][bookmark: _Toc467138557][bookmark: _Toc467161596][bookmark: _Toc467165859][bookmark: _Toc467242497][bookmark: _Toc467243357][bookmark: _Toc467244218][bookmark: _Toc467245078][bookmark: _Toc467245938][bookmark: _Toc467246798][bookmark: _Toc467247829][bookmark: _Toc467248689][bookmark: _Toc467249274][bookmark: _Toc467255008][bookmark: _Toc467482458][bookmark: _Toc467483317][bookmark: _Toc467484175][bookmark: _Toc467485034][bookmark: _Toc468199586][bookmark: _Toc466023699][bookmark: _Toc466025683][bookmark: _Toc466026992][bookmark: _Toc466027319][bookmark: _Toc466539298][bookmark: _Toc466973526][bookmark: _Toc466974375][bookmark: _Toc466977780][bookmark: _Toc466978629][bookmark: _Toc466980181][bookmark: _Toc466983832][bookmark: _Toc466984680][bookmark: _Toc466985529][bookmark: _Toc466986377][bookmark: _Toc466987226][bookmark: _Toc466988233][bookmark: _Toc466989240][bookmark: _Toc466990089][bookmark: _Toc466990706][bookmark: _Toc467137712][bookmark: _Toc467138560][bookmark: _Toc467161599][bookmark: _Toc467165862][bookmark: _Toc467242500][bookmark: _Toc467243360][bookmark: _Toc467244221][bookmark: _Toc467245081][bookmark: _Toc467245941][bookmark: _Toc467246801][bookmark: _Toc467247832][bookmark: _Toc467248692][bookmark: _Toc467249277][bookmark: _Toc467255011][bookmark: _Toc467482461][bookmark: _Toc467483320][bookmark: _Toc467484178][bookmark: _Toc467485037][bookmark: _Toc468199589][bookmark: _Toc466023700][bookmark: _Toc466025684][bookmark: _Toc466026993][bookmark: _Toc466027320][bookmark: _Toc466539299][bookmark: _Toc466973527][bookmark: _Toc466974376][bookmark: _Toc466977781][bookmark: _Toc466978630][bookmark: _Toc466980182][bookmark: _Toc466983833][bookmark: _Toc466984681][bookmark: _Toc466985530][bookmark: _Toc466986378][bookmark: _Toc466987227][bookmark: _Toc466988234][bookmark: _Toc466989241][bookmark: _Toc466990090][bookmark: _Toc466990707][bookmark: _Toc467137713][bookmark: _Toc467138561][bookmark: _Toc467161600][bookmark: _Toc467165863][bookmark: _Toc467242501][bookmark: _Toc467243361][bookmark: _Toc467244222][bookmark: _Toc467245082][bookmark: _Toc467245942][bookmark: _Toc467246802][bookmark: _Toc467247833][bookmark: _Toc467248693][bookmark: _Toc467249278][bookmark: _Toc467255012][bookmark: _Toc467482462][bookmark: _Toc467483321][bookmark: _Toc467484179][bookmark: _Toc467485038][bookmark: _Toc468199590][bookmark: _Toc466023701][bookmark: _Toc466025685][bookmark: _Toc466026994][bookmark: _Toc466027321][bookmark: _Toc466539300][bookmark: _Toc466973528][bookmark: _Toc466974377][bookmark: _Toc466977782][bookmark: _Toc466978631][bookmark: _Toc466980183][bookmark: _Toc466983834][bookmark: _Toc466984682][bookmark: _Toc466985531][bookmark: _Toc466986379][bookmark: _Toc466987228][bookmark: _Toc466988235][bookmark: _Toc466989242][bookmark: _Toc466990091][bookmark: _Toc466990708][bookmark: _Toc467137714][bookmark: _Toc467138562][bookmark: _Toc467161601][bookmark: _Toc467165864][bookmark: _Toc467242502][bookmark: _Toc467243362][bookmark: _Toc467244223][bookmark: _Toc467245083][bookmark: _Toc467245943][bookmark: _Toc467246803][bookmark: _Toc467247834][bookmark: _Toc467248694][bookmark: _Toc467249279][bookmark: _Toc467255013][bookmark: _Toc467482463][bookmark: _Toc467483322][bookmark: _Toc467484180][bookmark: _Toc467485039][bookmark: _Toc468199591][bookmark: _Toc466023702][bookmark: _Toc466025686][bookmark: _Toc466026995][bookmark: _Toc466027322][bookmark: _Toc466539301][bookmark: _Toc466973529][bookmark: _Toc466974378][bookmark: _Toc466977783][bookmark: _Toc466978632][bookmark: _Toc466980184][bookmark: _Toc466983835][bookmark: _Toc466984683][bookmark: _Toc466985532][bookmark: _Toc466986380][bookmark: _Toc466987229][bookmark: _Toc466988236][bookmark: _Toc466989243][bookmark: _Toc466990092][bookmark: _Toc466990709][bookmark: _Toc467137715][bookmark: _Toc467138563][bookmark: _Toc467161602][bookmark: _Toc467165865][bookmark: _Toc467242503][bookmark: _Toc467243363][bookmark: _Toc467244224][bookmark: _Toc467245084][bookmark: _Toc467245944][bookmark: _Toc467246804][bookmark: _Toc467247835][bookmark: _Toc467248695][bookmark: _Toc467249280][bookmark: _Toc467255014][bookmark: _Toc467482464][bookmark: _Toc467483323][bookmark: _Toc467484181][bookmark: _Toc467485040][bookmark: _Toc468199592][bookmark: _Toc466023703][bookmark: _Toc466025687][bookmark: _Toc466026996][bookmark: _Toc466027323][bookmark: _Toc466539302][bookmark: _Toc466973530][bookmark: _Toc466974379][bookmark: _Toc466977784][bookmark: _Toc466978633][bookmark: _Toc466980185][bookmark: _Toc466983836][bookmark: _Toc466984684][bookmark: _Toc466985533][bookmark: _Toc466986381][bookmark: _Toc466987230][bookmark: _Toc466988237][bookmark: _Toc466989244][bookmark: _Toc466990093][bookmark: _Toc466990710][bookmark: _Toc467137716][bookmark: _Toc467138564][bookmark: _Toc467161603][bookmark: _Toc467165866][bookmark: _Toc467242504][bookmark: _Toc467243364][bookmark: _Toc467244225][bookmark: _Toc467245085][bookmark: _Toc467245945][bookmark: _Toc467246805][bookmark: _Toc467247836][bookmark: _Toc467248696][bookmark: _Toc467249281][bookmark: _Toc467255015][bookmark: _Toc467482465][bookmark: _Toc467483324][bookmark: _Toc467484182][bookmark: _Toc467485041][bookmark: _Toc468199593][bookmark: _Toc466023705][bookmark: _Toc466025689][bookmark: _Toc466026998][bookmark: _Toc466027325][bookmark: _Toc466539304][bookmark: _Toc466973532][bookmark: _Toc466974381][bookmark: _Toc466977786][bookmark: _Toc466978635][bookmark: _Toc466980187][bookmark: _Toc466983838][bookmark: _Toc466984686][bookmark: _Toc466985535][bookmark: _Toc466986383][bookmark: _Toc466987232][bookmark: _Toc466988239][bookmark: _Toc466989246][bookmark: _Toc466990095][bookmark: _Toc466990712][bookmark: _Toc467137718][bookmark: _Toc467138566][bookmark: _Toc467161605][bookmark: _Toc467165868][bookmark: _Toc467242506][bookmark: _Toc467243366][bookmark: _Toc467244227][bookmark: _Toc467245087][bookmark: _Toc467245947][bookmark: _Toc467246807][bookmark: _Toc467247838][bookmark: _Toc467248698][bookmark: _Toc467249283][bookmark: _Toc467255017][bookmark: _Toc467482467][bookmark: _Toc467483326][bookmark: _Toc467484184][bookmark: _Toc467485043][bookmark: _Toc468199595][bookmark: _Toc466023709][bookmark: _Toc466025693][bookmark: _Toc466027002][bookmark: _Toc466027329][bookmark: _Toc466539308][bookmark: _Toc466973536][bookmark: _Toc466974385][bookmark: _Toc466977790][bookmark: _Toc466978639][bookmark: _Toc466980191][bookmark: _Toc466983842][bookmark: _Toc466984690][bookmark: _Toc466985539][bookmark: _Toc466986387][bookmark: _Toc466987236][bookmark: _Toc466988243][bookmark: _Toc466989250][bookmark: _Toc466990099][bookmark: _Toc466990716][bookmark: _Toc467137722][bookmark: _Toc467138570][bookmark: _Toc467161609][bookmark: _Toc467165872][bookmark: _Toc467242510][bookmark: _Toc467243370][bookmark: _Toc467244231][bookmark: _Toc467245091][bookmark: _Toc467245951][bookmark: _Toc467246811][bookmark: _Toc467247842][bookmark: _Toc467248702][bookmark: _Toc467249287][bookmark: _Toc467255021][bookmark: _Toc467482471][bookmark: _Toc467483330][bookmark: _Toc467484188][bookmark: _Toc467485047][bookmark: _Toc468199599][bookmark: _Toc466023711][bookmark: _Toc466025695][bookmark: _Toc466027004][bookmark: _Toc466027331][bookmark: _Toc466539310][bookmark: _Toc466973538][bookmark: _Toc466974387][bookmark: _Toc466977792][bookmark: _Toc466978641][bookmark: _Toc466980193][bookmark: _Toc466983844][bookmark: _Toc466984692][bookmark: _Toc466985541][bookmark: _Toc466986389][bookmark: _Toc466987238][bookmark: _Toc466988245][bookmark: _Toc466989252][bookmark: _Toc466990101][bookmark: _Toc466990718][bookmark: _Toc467137724][bookmark: _Toc467138572][bookmark: _Toc467161611][bookmark: _Toc467165874][bookmark: _Toc467242512][bookmark: _Toc467243372][bookmark: _Toc467244233][bookmark: _Toc467245093][bookmark: _Toc467245953][bookmark: _Toc467246813][bookmark: _Toc467247844][bookmark: _Toc467248704][bookmark: _Toc467249289][bookmark: _Toc467255023][bookmark: _Toc467482473][bookmark: _Toc467483332][bookmark: _Toc467484190][bookmark: _Toc467485049][bookmark: _Toc468199601][bookmark: _Toc466023712][bookmark: _Toc466025696][bookmark: _Toc466027005][bookmark: _Toc466027332][bookmark: _Toc466539311][bookmark: _Toc466973539][bookmark: _Toc466974388][bookmark: _Toc466977793][bookmark: _Toc466978642][bookmark: _Toc466980194][bookmark: _Toc466983845][bookmark: _Toc466984693][bookmark: _Toc466985542][bookmark: _Toc466986390][bookmark: _Toc466987239][bookmark: _Toc466988246][bookmark: _Toc466989253][bookmark: _Toc466990102][bookmark: _Toc466990719][bookmark: _Toc467137725][bookmark: _Toc467138573][bookmark: _Toc467161612][bookmark: _Toc467165875][bookmark: _Toc467242513][bookmark: _Toc467243373][bookmark: _Toc467244234][bookmark: _Toc467245094][bookmark: _Toc467245954][bookmark: _Toc467246814][bookmark: _Toc467247845][bookmark: _Toc467248705][bookmark: _Toc467249290][bookmark: _Toc467255024][bookmark: _Toc467482474][bookmark: _Toc467483333][bookmark: _Toc467484191][bookmark: _Toc467485050][bookmark: _Toc468199602][bookmark: _Toc466023713][bookmark: _Toc466025697][bookmark: _Toc466027006][bookmark: _Toc466027333][bookmark: _Toc466539312][bookmark: _Toc466973540][bookmark: _Toc466974389][bookmark: _Toc466977794][bookmark: _Toc466978643][bookmark: _Toc466980195][bookmark: _Toc466983846][bookmark: _Toc466984694][bookmark: _Toc466985543][bookmark: _Toc466986391][bookmark: _Toc466987240][bookmark: _Toc466988247][bookmark: _Toc466989254][bookmark: _Toc466990103][bookmark: _Toc466990720][bookmark: _Toc467137726][bookmark: _Toc467138574][bookmark: _Toc467161613][bookmark: _Toc467165876][bookmark: _Toc467242514][bookmark: _Toc467243374][bookmark: _Toc467244235][bookmark: _Toc467245095][bookmark: _Toc467245955][bookmark: _Toc467246815][bookmark: _Toc467247846][bookmark: _Toc467248706][bookmark: _Toc467249291][bookmark: _Toc467255025][bookmark: _Toc467482475][bookmark: _Toc467483334][bookmark: _Toc467484192][bookmark: _Toc467485051][bookmark: _Toc468199603][bookmark: _Toc466023714][bookmark: _Toc466025698][bookmark: _Toc466027007][bookmark: _Toc466027334][bookmark: _Toc466539313][bookmark: _Toc466973541][bookmark: _Toc466974390][bookmark: _Toc466977795][bookmark: _Toc466978644][bookmark: _Toc466980196][bookmark: _Toc466983847][bookmark: _Toc466984695][bookmark: _Toc466985544][bookmark: _Toc466986392][bookmark: _Toc466987241][bookmark: _Toc466988248][bookmark: _Toc466989255][bookmark: _Toc466990104][bookmark: _Toc466990721][bookmark: _Toc467137727][bookmark: _Toc467138575][bookmark: _Toc467161614][bookmark: _Toc467165877][bookmark: _Toc467242515][bookmark: _Toc467243375][bookmark: _Toc467244236][bookmark: _Toc467245096][bookmark: _Toc467245956][bookmark: _Toc467246816][bookmark: _Toc467247847][bookmark: _Toc467248707][bookmark: _Toc467249292][bookmark: _Toc467255026][bookmark: _Toc467482476][bookmark: _Toc467483335][bookmark: _Toc467484193][bookmark: _Toc467485052][bookmark: _Toc468199604][bookmark: _Toc466023716][bookmark: _Toc466025700][bookmark: _Toc466027009][bookmark: _Toc466027336][bookmark: _Toc466539315][bookmark: _Toc466973543][bookmark: _Toc466974392][bookmark: _Toc466977797][bookmark: _Toc466978646][bookmark: _Toc466980198][bookmark: _Toc466983849][bookmark: _Toc466984697][bookmark: _Toc466985546][bookmark: _Toc466986394][bookmark: _Toc466987243][bookmark: _Toc466988250][bookmark: _Toc466989257][bookmark: _Toc466990106][bookmark: _Toc466990723][bookmark: _Toc467137729][bookmark: _Toc467138577][bookmark: _Toc467161616][bookmark: _Toc467165879][bookmark: _Toc467242517][bookmark: _Toc467243377][bookmark: _Toc467244238][bookmark: _Toc467245098][bookmark: _Toc467245958][bookmark: _Toc467246818][bookmark: _Toc467247849][bookmark: _Toc467248709][bookmark: _Toc467249294][bookmark: _Toc467255028][bookmark: _Toc467482478][bookmark: _Toc467483337][bookmark: _Toc467484195][bookmark: _Toc467485054][bookmark: _Toc468199606][bookmark: _Toc466023718][bookmark: _Toc466025702][bookmark: _Toc466027011][bookmark: _Toc466027338][bookmark: _Toc466539317][bookmark: _Toc466973545][bookmark: _Toc466974394][bookmark: _Toc466977799][bookmark: _Toc466978648][bookmark: _Toc466980200][bookmark: _Toc466983851][bookmark: _Toc466984699][bookmark: _Toc466985548][bookmark: _Toc466986396][bookmark: _Toc466987245][bookmark: _Toc466988252][bookmark: _Toc466989259][bookmark: _Toc466990108][bookmark: _Toc466990725][bookmark: _Toc467137731][bookmark: _Toc467138579][bookmark: _Toc467161618][bookmark: _Toc467165881][bookmark: _Toc467242519][bookmark: _Toc467243379][bookmark: _Toc467244240][bookmark: _Toc467245100][bookmark: _Toc467245960][bookmark: _Toc467246820][bookmark: _Toc467247851][bookmark: _Toc467248711][bookmark: _Toc467249296][bookmark: _Toc467255030][bookmark: _Toc467482480][bookmark: _Toc467483339][bookmark: _Toc467484197][bookmark: _Toc467485056][bookmark: _Toc468199608][bookmark: _Toc466023720][bookmark: _Toc466025704][bookmark: _Toc466027013][bookmark: _Toc466027340][bookmark: _Toc466539319][bookmark: _Toc466973547][bookmark: _Toc466974396][bookmark: _Toc466977801][bookmark: _Toc466978650][bookmark: _Toc466980202][bookmark: _Toc466983853][bookmark: _Toc466984701][bookmark: _Toc466985550][bookmark: _Toc466986398][bookmark: _Toc466987247][bookmark: _Toc466988254][bookmark: _Toc466989261][bookmark: _Toc466990110][bookmark: _Toc466990727][bookmark: _Toc467137733][bookmark: _Toc467138581][bookmark: _Toc467161620][bookmark: _Toc467165883][bookmark: _Toc467242521][bookmark: _Toc467243381][bookmark: _Toc467244242][bookmark: _Toc467245102][bookmark: _Toc467245962][bookmark: _Toc467246822][bookmark: _Toc467247853][bookmark: _Toc467248713][bookmark: _Toc467249298][bookmark: _Toc467255032][bookmark: _Toc467482482][bookmark: _Toc467483341][bookmark: _Toc467484199][bookmark: _Toc467485058][bookmark: _Toc468199610][bookmark: _Toc466023721][bookmark: _Toc466025705][bookmark: _Toc466027014][bookmark: _Toc466027341][bookmark: _Toc466539320][bookmark: _Toc466973548][bookmark: _Toc466974397][bookmark: _Toc466977802][bookmark: _Toc466978651][bookmark: _Toc466980203][bookmark: _Toc466983854][bookmark: _Toc466984702][bookmark: _Toc466985551][bookmark: _Toc466986399][bookmark: _Toc466987248][bookmark: _Toc466988255][bookmark: _Toc466989262][bookmark: _Toc466990111][bookmark: _Toc466990728][bookmark: _Toc467137734][bookmark: _Toc467138582][bookmark: _Toc467161621][bookmark: _Toc467165884][bookmark: _Toc467242522][bookmark: _Toc467243382][bookmark: _Toc467244243][bookmark: _Toc467245103][bookmark: _Toc467245963][bookmark: _Toc467246823][bookmark: _Toc467247854][bookmark: _Toc467248714][bookmark: _Toc467249299][bookmark: _Toc467255033][bookmark: _Toc467482483][bookmark: _Toc467483342][bookmark: _Toc467484200][bookmark: _Toc467485059][bookmark: _Toc468199611][bookmark: _Toc466023724][bookmark: _Toc466025708][bookmark: _Toc466027017][bookmark: _Toc466027344][bookmark: _Toc466539323][bookmark: _Toc466973551][bookmark: _Toc466974400][bookmark: _Toc466977805][bookmark: _Toc466978654][bookmark: _Toc466980206][bookmark: _Toc466983857][bookmark: _Toc466984705][bookmark: _Toc466985554][bookmark: _Toc466986402][bookmark: _Toc466987251][bookmark: _Toc466988258][bookmark: _Toc466989265][bookmark: _Toc466990114][bookmark: _Toc466990731][bookmark: _Toc467137737][bookmark: _Toc467138585][bookmark: _Toc467161624][bookmark: _Toc467165887][bookmark: _Toc467242525][bookmark: _Toc467243385][bookmark: _Toc467244246][bookmark: _Toc467245106][bookmark: _Toc467245966][bookmark: _Toc467246826][bookmark: _Toc467247857][bookmark: _Toc467248717][bookmark: _Toc467249302][bookmark: _Toc467255036][bookmark: _Toc467482486][bookmark: _Toc467483345][bookmark: _Toc467484203][bookmark: _Toc467485062][bookmark: _Toc468199614][bookmark: _Toc466023726][bookmark: _Toc466025710][bookmark: _Toc466027019][bookmark: _Toc466027346][bookmark: _Toc466539325][bookmark: _Toc466973553][bookmark: _Toc466974402][bookmark: _Toc466977807][bookmark: _Toc466978656][bookmark: _Toc466980208][bookmark: _Toc466983859][bookmark: _Toc466984707][bookmark: _Toc466985556][bookmark: _Toc466986404][bookmark: _Toc466987253][bookmark: _Toc466988260][bookmark: _Toc466989267][bookmark: _Toc466990116][bookmark: _Toc466990733][bookmark: _Toc467137739][bookmark: _Toc467138587][bookmark: _Toc467161626][bookmark: _Toc467165889][bookmark: _Toc467242527][bookmark: _Toc467243387][bookmark: _Toc467244248][bookmark: _Toc467245108][bookmark: _Toc467245968][bookmark: _Toc467246828][bookmark: _Toc467247859][bookmark: _Toc467248719][bookmark: _Toc467249304][bookmark: _Toc467255038][bookmark: _Toc467482488][bookmark: _Toc467483347][bookmark: _Toc467484205][bookmark: _Toc467485064][bookmark: _Toc468199616][bookmark: _Toc466023727][bookmark: _Toc466025711][bookmark: _Toc466027020][bookmark: _Toc466027347][bookmark: _Toc466539326][bookmark: _Toc466973554][bookmark: _Toc466974403][bookmark: _Toc466977808][bookmark: _Toc466978657][bookmark: _Toc466980209][bookmark: _Toc466983860][bookmark: _Toc466984708][bookmark: _Toc466985557][bookmark: _Toc466986405][bookmark: _Toc466987254][bookmark: _Toc466988261][bookmark: _Toc466989268][bookmark: _Toc466990117][bookmark: _Toc466990734][bookmark: _Toc467137740][bookmark: _Toc467138588][bookmark: _Toc467161627][bookmark: _Toc467165890][bookmark: _Toc467242528][bookmark: _Toc467243388][bookmark: _Toc467244249][bookmark: _Toc467245109][bookmark: _Toc467245969][bookmark: _Toc467246829][bookmark: _Toc467247860][bookmark: _Toc467248720][bookmark: _Toc467249305][bookmark: _Toc467255039][bookmark: _Toc467482489][bookmark: _Toc467483348][bookmark: _Toc467484206][bookmark: _Toc467485065][bookmark: _Toc468199617][bookmark: _Toc466023729][bookmark: _Toc466025713][bookmark: _Toc466027022][bookmark: _Toc466027349][bookmark: _Toc466539328][bookmark: _Toc466973556][bookmark: _Toc466974405][bookmark: _Toc466977810][bookmark: _Toc466978659][bookmark: _Toc466980211][bookmark: _Toc466983862][bookmark: _Toc466984710][bookmark: _Toc466985559][bookmark: _Toc466986407][bookmark: _Toc466987256][bookmark: _Toc466988263][bookmark: _Toc466989270][bookmark: _Toc466990119][bookmark: _Toc466990736][bookmark: _Toc467137742][bookmark: _Toc467138590][bookmark: _Toc467161629][bookmark: _Toc467165892][bookmark: _Toc467242530][bookmark: _Toc467243390][bookmark: _Toc467244251][bookmark: _Toc467245111][bookmark: _Toc467245971][bookmark: _Toc467246831][bookmark: _Toc467247862][bookmark: _Toc467248722][bookmark: _Toc467249307][bookmark: _Toc467255041][bookmark: _Toc467482491][bookmark: _Toc467483350][bookmark: _Toc467484208][bookmark: _Toc467485067][bookmark: _Toc468199619][bookmark: _Toc466023730][bookmark: _Toc466025714][bookmark: _Toc466027023][bookmark: _Toc466027350][bookmark: _Toc466539329][bookmark: _Toc466973557][bookmark: _Toc466974406][bookmark: _Toc466977811][bookmark: _Toc466978660][bookmark: _Toc466980212][bookmark: _Toc466983863][bookmark: _Toc466984711][bookmark: _Toc466985560][bookmark: _Toc466986408][bookmark: _Toc466987257][bookmark: _Toc466988264][bookmark: _Toc466989271][bookmark: _Toc466990120][bookmark: _Toc466990737][bookmark: _Toc467137743][bookmark: _Toc467138591][bookmark: _Toc467161630][bookmark: _Toc467165893][bookmark: _Toc467242531][bookmark: _Toc467243391][bookmark: _Toc467244252][bookmark: _Toc467245112][bookmark: _Toc467245972][bookmark: _Toc467246832][bookmark: _Toc467247863][bookmark: _Toc467248723][bookmark: _Toc467249308][bookmark: _Toc467255042][bookmark: _Toc467482492][bookmark: _Toc467483351][bookmark: _Toc467484209][bookmark: _Toc467485068][bookmark: _Toc468199620][bookmark: _Toc466023731][bookmark: _Toc466025715][bookmark: _Toc466027024][bookmark: _Toc466027351][bookmark: _Toc466539330][bookmark: _Toc466973558][bookmark: _Toc466974407][bookmark: _Toc466977812][bookmark: _Toc466978661][bookmark: _Toc466980213][bookmark: _Toc466983864][bookmark: _Toc466984712][bookmark: _Toc466985561][bookmark: _Toc466986409][bookmark: _Toc466987258][bookmark: _Toc466988265][bookmark: _Toc466989272][bookmark: _Toc466990121][bookmark: _Toc466990738][bookmark: _Toc467137744][bookmark: _Toc467138592][bookmark: _Toc467161631][bookmark: _Toc467165894][bookmark: _Toc467242532][bookmark: _Toc467243392][bookmark: _Toc467244253][bookmark: _Toc467245113][bookmark: _Toc467245973][bookmark: _Toc467246833][bookmark: _Toc467247864][bookmark: _Toc467248724][bookmark: _Toc467249309][bookmark: _Toc467255043][bookmark: _Toc467482493][bookmark: _Toc467483352][bookmark: _Toc467484210][bookmark: _Toc467485069][bookmark: _Toc468199621][bookmark: _Toc466023732][bookmark: _Toc466025716][bookmark: _Toc466027025][bookmark: _Toc466027352][bookmark: _Toc466539331][bookmark: _Toc466973559][bookmark: _Toc466974408][bookmark: _Toc466977813][bookmark: _Toc466978662][bookmark: _Toc466980214][bookmark: _Toc466983865][bookmark: _Toc466984713][bookmark: _Toc466985562][bookmark: _Toc466986410][bookmark: _Toc466987259][bookmark: _Toc466988266][bookmark: _Toc466989273][bookmark: _Toc466990122][bookmark: _Toc466990739][bookmark: _Toc467137745][bookmark: _Toc467138593][bookmark: _Toc467161632][bookmark: _Toc467165895][bookmark: _Toc467242533][bookmark: _Toc467243393][bookmark: _Toc467244254][bookmark: _Toc467245114][bookmark: _Toc467245974][bookmark: _Toc467246834][bookmark: _Toc467247865][bookmark: _Toc467248725][bookmark: _Toc467249310][bookmark: _Toc467255044][bookmark: _Toc467482494][bookmark: _Toc467483353][bookmark: _Toc467484211][bookmark: _Toc467485070][bookmark: _Toc468199622][bookmark: _Toc466023733][bookmark: _Toc466025717][bookmark: _Toc466027026][bookmark: _Toc466027353][bookmark: _Toc466539332][bookmark: _Toc466973560][bookmark: _Toc466974409][bookmark: _Toc466977814][bookmark: _Toc466978663][bookmark: _Toc466980215][bookmark: _Toc466983866][bookmark: _Toc466984714][bookmark: _Toc466985563][bookmark: _Toc466986411][bookmark: _Toc466987260][bookmark: _Toc466988267][bookmark: _Toc466989274][bookmark: _Toc466990123][bookmark: _Toc466990740][bookmark: _Toc467137746][bookmark: _Toc467138594][bookmark: _Toc467161633][bookmark: _Toc467165896][bookmark: _Toc467242534][bookmark: _Toc467243394][bookmark: _Toc467244255][bookmark: _Toc467245115][bookmark: _Toc467245975][bookmark: _Toc467246835][bookmark: _Toc467247866][bookmark: _Toc467248726][bookmark: _Toc467249311][bookmark: _Toc467255045][bookmark: _Toc467482495][bookmark: _Toc467483354][bookmark: _Toc467484212][bookmark: _Toc467485071][bookmark: _Toc468199623][bookmark: _Toc469058414][bookmark: _Toc469046248][bookmark: _Toc377725932][bookmark: _Toc92811822] Unanticipated Problem Reporting 
The investigator will report unanticipated problems (UPs) to the reviewing Institutional Review Board (IRB). The UP report will include the following information:

· Protocol identifying information: protocol title and number, PI’s name, and the IRB project number;
· A detailed description of the event, incident, experience, or outcome; 
· An explanation of the basis for determining that the event, incident, experience, or outcome represents an UP; 
· A description of any changes to the protocol or other corrective actions that have been taken or are proposed in response to the UP.

To satisfy the requirement for prompt reporting, UPs will be reported using the following timeline:  

· UPs that are serious adverse events (SAEs) will be reported to the IRB within 10 working days of the investigator becoming aware of the event. 
· Any other UP will be reported to the IRB within 10 working days of the investigator becoming aware of the problem. 
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2.1.1 [bookmark: _Toc469058437][bookmark: _Toc469046271][bookmark: _Toc92811834]Informed Consent Process

2.1.1.1 Consent/assent and Other Informational Documents Provided to subjects
Consent forms describing in detail the study intervention, study procedures, and risks are given to the subject and written documentation of informed consent is required prior to conducting study screening procedures. A separate screening consent form will not be used.

2.1.1.2 Consent Procedures and Documentation
Informed consent is a process that is initiated prior to the individual’s agreeing to participate in the study and continues throughout the individual’s study participation. Consent forms will be Institutional Review Board (IRB)-approved and the subject will be asked to read and review the document. The investigator will explain the research study to the subject and answer any questions that may arise. A verbal explanation will be provided in terms suited to the subject’s comprehension of the purposes, procedures, and potential risks of the study and of their rights as research subjects.  Subjects will have the opportunity to carefully review the written consent form and ask questions prior to signing. The subjects should have the opportunity to discuss the study with their family or surrogates or think about it prior to agreeing to participate. The subject will sign the informed consent document prior to any procedures being done specifically for the study. Subjects must be informed that participation is voluntary and that they may withdraw from the study at any time, without prejudice. A copy of the informed consent document will be given to the subjects for their records. The informed consent process will be conducted and documented in the source document (including the date), and the form signed, before the subject undergoes any study-specific procedures. 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.
[bookmark: _Toc92811835]Study Discontinuation and Closure
This study may be temporarily suspended or prematurely terminated if there is sufficient reasonable cause.  Written notification, documenting the reason for study suspension or termination, will be provided by the suspending or terminating party to regulatory authorities.  If the study is prematurely terminated or suspended, the Principal Investigator (PI) will promptly inform study subjects and the Institutional Review Board (IRB), will provide the reason(s) for the termination or suspension.  Study subjects will be contacted, as applicable, and be informed of changes to study visit schedule.
 
Circumstances that may warrant termination or suspension include, but are not limited to:
· Determination of unexpected, significant, or unacceptable risk to subjects
· Demonstration of efficacy that would warrant stopping   
· Insufficient compliance to protocol requirements
· Data that are not sufficiently complete and/or evaluable
· Determination that the primary endpoint has been met
· Determination of futility

Study may resume once concerns about safety, protocol compliance, and data quality are addressed, and satisfy the IRB.

2.1.2 [bookmark: _Toc92811836]Confidentiality and Privacy 
Subject confidentiality and privacy is strictly held in trust by the participating investigators and their staff. Therefore, 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 Principal Investigator. 

All research activities will be conducted in as private a setting as possible.

Representatives of the Institutional Review Board (IRB) 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.

The study subject’s contact information will be securely stored at each clinical site for internal use during the study. At the end of the study, all records will continue to be kept in a secure location for as long a period as dictated by the reviewing IRB and/or Institutional policies.

Study subject research data, which is for purposes of statistical analysis and scientific reporting, will be stored at the UAB Department of Otolaryngology research office. This will not include the subject’s contact or identifying information. Rather, individual subjects and their research data will be identified by a unique study identification number. The study data entry and study management systems used by research staff will be secured and password protected. 
[bookmark: _Toc468977957][bookmark: _Toc468978124][bookmark: _Toc468978614][bookmark: _Toc468978781][bookmark: _Toc468978948][bookmark: _Toc469004283][bookmark: _Toc469045936][bookmark: _Toc469046103][bookmark: _Toc469046272][bookmark: _Toc468977958][bookmark: _Toc468978125][bookmark: _Toc468978615][bookmark: _Toc468978782][bookmark: _Toc468978949][bookmark: _Toc469004284][bookmark: _Toc469045937][bookmark: _Toc469046104][bookmark: _Toc469046273][bookmark: _Toc469057489][bookmark: _Toc469058438][bookmark: _Toc469057490][bookmark: _Toc469058439]
2.1.3 [bookmark: _Toc469058442][bookmark: _Toc469046276][bookmark: _Toc92811837]Quality Assurance and Quality Control
The site will perform internal quality management of study conduct, data collection, documentation and completion.  Quality control (QC) procedures will be completed by the Data Manager during data entry into the appropriate CRF. Any missing data or data anomalies will be communicated to the Study Coordinator for clarification/resolution.

Following written Standard Operating Procedures (SOPs), the monitors will verify that the clinical trial is conducted and data are generated are collected, documented (recorded), and reported in compliance with the protocol, International Conference on Harmonisation Good Clinical Practice (ICH GCP), and applicable regulatory requirements. 

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

2.1.4 [bookmark: _Toc474497400][bookmark: _Toc474497589][bookmark: _Toc474497778][bookmark: _Toc474506734][bookmark: _Toc474497401][bookmark: _Toc474497590][bookmark: _Toc474497779][bookmark: _Toc474506735][bookmark: _Toc474497402][bookmark: _Toc474497591][bookmark: _Toc474497780][bookmark: _Toc474506736][bookmark: _Toc474497403][bookmark: _Toc474497592][bookmark: _Toc474497781][bookmark: _Toc474506737][bookmark: _Toc474497404][bookmark: _Toc474497593][bookmark: _Toc474497782][bookmark: _Toc474506738][bookmark: _Toc474497405][bookmark: _Toc474497594][bookmark: _Toc474497783][bookmark: _Toc474506739][bookmark: _Toc474497406][bookmark: _Toc474497595][bookmark: _Toc474497784][bookmark: _Toc474506740][bookmark: _Toc474497407][bookmark: _Toc474497596][bookmark: _Toc474497785][bookmark: _Toc474506741][bookmark: _Toc474497408][bookmark: _Toc474497597][bookmark: _Toc474497786][bookmark: _Toc474506742][bookmark: _Toc474497409][bookmark: _Toc474497598][bookmark: _Toc474497787][bookmark: _Toc474506743][bookmark: _Toc474497410][bookmark: _Toc474497599][bookmark: _Toc474497788][bookmark: _Toc474506744][bookmark: _Toc474497411][bookmark: _Toc474497600][bookmark: _Toc474497789][bookmark: _Toc474506745][bookmark: _Toc474497412][bookmark: _Toc474497601][bookmark: _Toc474497790][bookmark: _Toc474506746][bookmark: _Toc474497413][bookmark: _Toc474497602][bookmark: _Toc474497791][bookmark: _Toc474506747][bookmark: _Toc474497414][bookmark: _Toc474497603][bookmark: _Toc474497792][bookmark: _Toc474506748][bookmark: _Toc474497415][bookmark: _Toc474497604][bookmark: _Toc474497793][bookmark: _Toc474506749][bookmark: _Toc474497416][bookmark: _Toc474497605][bookmark: _Toc474497794][bookmark: _Toc474506750][bookmark: _Toc474497417][bookmark: _Toc474497606][bookmark: _Toc474497795][bookmark: _Toc474506751][bookmark: _Toc474497418][bookmark: _Toc474497607][bookmark: _Toc474497796][bookmark: _Toc474506752][bookmark: _Toc474497419][bookmark: _Toc474497608][bookmark: _Toc474497797][bookmark: _Toc474506753][bookmark: _Toc474497420][bookmark: _Toc474497609][bookmark: _Toc474497798][bookmark: _Toc474506754][bookmark: _Toc474497421][bookmark: _Toc474497610][bookmark: _Toc474497799][bookmark: _Toc474506755][bookmark: _Toc474497422][bookmark: _Toc474497611][bookmark: _Toc474497800][bookmark: _Toc474506756][bookmark: _Toc474497423][bookmark: _Toc474497612][bookmark: _Toc474497801][bookmark: _Toc474506757][bookmark: _Toc474497424][bookmark: _Toc474497613][bookmark: _Toc474497802][bookmark: _Toc474506758][bookmark: _Toc474497425][bookmark: _Toc474497614][bookmark: _Toc474497803][bookmark: _Toc474506759][bookmark: _Toc474497426][bookmark: _Toc474497615][bookmark: _Toc474497804][bookmark: _Toc474506760][bookmark: _Toc474497427][bookmark: _Toc474497616][bookmark: _Toc474497805][bookmark: _Toc474506761][bookmark: _Toc474497428][bookmark: _Toc474497617][bookmark: _Toc474497806][bookmark: _Toc474506762][bookmark: _Toc474497429][bookmark: _Toc474497618][bookmark: _Toc474497807][bookmark: _Toc474506763][bookmark: _Toc474497430][bookmark: _Toc474497619][bookmark: _Toc474497808][bookmark: _Toc474506764][bookmark: _Toc474497431][bookmark: _Toc474497620][bookmark: _Toc474497809][bookmark: _Toc474506765][bookmark: _Toc474497432][bookmark: _Toc474497621][bookmark: _Toc474497810][bookmark: _Toc474506766][bookmark: _Toc474497433][bookmark: _Toc474497622][bookmark: _Toc474497811][bookmark: _Toc474506767][bookmark: _Toc474497434][bookmark: _Toc474497623][bookmark: _Toc474497812][bookmark: _Toc474506768][bookmark: _Toc474497435][bookmark: _Toc474497624][bookmark: _Toc474497813][bookmark: _Toc474506769][bookmark: _Toc474497436][bookmark: _Toc474497625][bookmark: _Toc474497814][bookmark: _Toc474506770][bookmark: _Toc474497437][bookmark: _Toc474497626][bookmark: _Toc474497815][bookmark: _Toc474506771][bookmark: _Toc474497438][bookmark: _Toc474497627][bookmark: _Toc474497816][bookmark: _Toc474506772][bookmark: _Toc474497439][bookmark: _Toc474497628][bookmark: _Toc474497817][bookmark: _Toc474506773][bookmark: _Toc474497440][bookmark: _Toc474497629][bookmark: _Toc474497818][bookmark: _Toc474506774][bookmark: _Toc474497441][bookmark: _Toc474497630][bookmark: _Toc474497819][bookmark: _Toc474506775][bookmark: _Toc474497442][bookmark: _Toc474497631][bookmark: _Toc474497820][bookmark: _Toc474506776][bookmark: _Toc474497443][bookmark: _Toc474497632][bookmark: _Toc474497821][bookmark: _Toc474506777][bookmark: _Toc474497444][bookmark: _Toc474497633][bookmark: _Toc474497822][bookmark: _Toc474506778][bookmark: _Toc474497445][bookmark: _Toc474497634][bookmark: _Toc474497823][bookmark: _Toc474506779][bookmark: _Toc474497446][bookmark: _Toc474497635][bookmark: _Toc474497824][bookmark: _Toc474506780][bookmark: _Toc474497447][bookmark: _Toc474497636][bookmark: _Toc474497825][bookmark: _Toc474506781][bookmark: _Toc474497448][bookmark: _Toc474497637][bookmark: _Toc474497826][bookmark: _Toc474506782][bookmark: _Toc474497449][bookmark: _Toc474497638][bookmark: _Toc474497827][bookmark: _Toc474506783][bookmark: _Toc474497450][bookmark: _Toc474497639][bookmark: _Toc474497828][bookmark: _Toc474506784][bookmark: _Toc474497451][bookmark: _Toc474497640][bookmark: _Toc474497829][bookmark: _Toc474506785][bookmark: _Toc474497452][bookmark: _Toc474497641][bookmark: _Toc474497830][bookmark: _Toc474506786][bookmark: _Toc474497453][bookmark: _Toc474497642][bookmark: _Toc474497831][bookmark: _Toc474506787][bookmark: _Toc474497454][bookmark: _Toc474497643][bookmark: _Toc474497832][bookmark: _Toc474506788][bookmark: _Toc474497455][bookmark: _Toc474497644][bookmark: _Toc474497833][bookmark: _Toc474506789][bookmark: _Toc474497456][bookmark: _Toc474497645][bookmark: _Toc474497834][bookmark: _Toc474506790][bookmark: _Toc474497457][bookmark: _Toc474497646][bookmark: _Toc474497835][bookmark: _Toc474506791][bookmark: _Toc474497458][bookmark: _Toc474497647][bookmark: _Toc474497836][bookmark: _Toc474506792][bookmark: _Toc474497459][bookmark: _Toc474497648][bookmark: _Toc474497837][bookmark: _Toc474506793][bookmark: _Toc474497460][bookmark: _Toc474497649][bookmark: _Toc474497838][bookmark: _Toc474506794][bookmark: _Toc474497461][bookmark: _Toc474497650][bookmark: _Toc474497839][bookmark: _Toc474506795][bookmark: _Toc474497462][bookmark: _Toc474497651][bookmark: _Toc474497840][bookmark: _Toc474506796][bookmark: _Toc469058446][bookmark: _Toc469046280][bookmark: _Toc92811838]Data Handling and Record Keeping 

2.1.4.1 Data Collection and Management Responsibilities 
Data collection is the responsibility of the clinical trial staff at the site under the supervision of the Principal Investigator. The Principal Investigator is responsible for ensuring the accuracy, completeness, legibility, and timeliness of the data reported.

All source documents should be completed in a neat, legible manner to ensure accurate interpretation of data.  

Hard copies of source document worksheets will be used for recording data for each subject enrolled in the study.  Data recorded in the case report form (CRF) derived from source documents should be consistent with the data recorded on the source documents. 

2.1.4.2 Study Records Retention 
Study documents should be retained for a minimum of 3 years after the completion of the study. These documents should be retained for a longer period, however, if required by local regulations. 

2.1.5 [bookmark: _Toc469058447][bookmark: _Toc469046281][bookmark: _Toc92811839]Protocol Deviations 
A protocol deviation is any noncompliance with the clinical trial protocol requirements. The noncompliance may be either on the part of the subject, the investigator, or the study site staff. As a result of deviations, corrective actions are to be developed by the site and implemented promptly. 

These practices are consistent with ICH GCP: 
· 4.5 Compliance with Protocol, sections 4.5.1, 4.5.2, and 4.5.3 
· 5.1 Quality Assurance and Quality Control, section 5.1.1 
· 5.20 Noncompliance, sections 5.20.1, and 5.20.2. 

It is the responsibility of the Principal Investigator to use continuous vigilance to identify and report deviations within 10 working days of identification of the protocol deviation.  Protocol deviations must be sent to the reviewing Institutional Review Board (IRB) per their policies. The Principal Investigator is responsible for knowing and adhering to the reviewing IRB requirements. 

2.1.6 [bookmark: _Toc469058449][bookmark: _Toc469046283][bookmark: _Toc92811840]Conflict of Interest Policy
The independence of this study from any actual or perceived influence, such as by the pharmaceutical industry, is critical.  Therefore, any actual conflict of interest of persons who have a role in the design, conduct, analysis, publication, or any aspect of this trial will be disclosed and managed. Furthermore, persons who have a perceived conflict of interest will be required to have such conflicts managed in a way that is appropriate to their participation in the design and conduct of this trial.  



2.2 [bookmark: _Toc469058450][bookmark: _Toc469046284][bookmark: _Toc92811841]Abbreviations

	AE
	Adverse Event

	ANCOVA
	Analysis of Covariance

	CFR
	Code of Federal Regulations

	CONSORT
	Consolidated Standards of Reporting Trials

	CRF
	Case Report Form

	DHHS
	Department of Health and Human Services

	GCP
	Good Clinical Practice

	HIPAA
	Health Insurance Portability and Accountability Act 

	ICH
	International Conference on Harmonisation 

	ICMJE
	International Committee of Medical Journal Editors

	IRB
	Institutional Review Board

	LSMEANS
	Least-squares Means

	NCT
	National Clinical Trial

	NIH 
	National Institutes of Health

	OHRP
	Office for Human Research Protections

	PI
	Principal Investigator

	QA
	Quality Assurance

	QC
	Quality Control

	SAE
	Serious Adverse Event

	SAP
	Statistical Analysis Plan

	SOA
	Schedule of Activities

	SOP
	Standard Operating Procedure

	UP
	Unanticipated Problem

	US
	United States
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