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[bookmark: _Toc380764771][bookmark: _Toc382384987][bookmark: _Toc382385295][bookmark: _Toc390501671][bookmark: _Toc392156268][bookmark: _Toc392156576][bookmark: _Toc403511883][bookmark: _Toc415502236][bookmark: _Toc415502534][bookmark: _Toc415823181][bookmark: _Toc423642736][bookmark: _Toc423643044][bookmark: _Toc427664800][bookmark: _Toc440569933][bookmark: _Toc19623496]BACKGROUND
Provide a brief description of the disease and current therapies and a brief summary of relevant trial results, relying heavily on publications to provide more detailed information.  
[bookmark: _Toc380764772][bookmark: _Toc382384988][bookmark: _Toc382385296][bookmark: _Toc390501672][bookmark: _Toc392156269][bookmark: _Toc392156577][bookmark: _Toc403511884][bookmark: _Toc415502237][bookmark: _Toc415502535][bookmark: _Toc415823182][bookmark: _Toc423642737][bookmark: _Toc423643045][bookmark: _Toc427664801][bookmark: _Toc440569934][bookmark: _Toc19623497]Background on {Condition Being Studied} 
Provide a brief paragraph describing the disease and current therapies.  Describe unmet needs related to the disease.  If appropriate, describe issues that are relevant to patients with the disease, such as the impact of disease symptoms or current treatments on the patient.  If relevant, summarize data that support biomarker or other clinical stratification.  
[bookmark: _Toc380764773][bookmark: _Toc382384989][bookmark: _Toc382385297][bookmark: _Toc390501673][bookmark: _Toc392156270][bookmark: _Toc392156578][bookmark: _Toc403511885][bookmark: _Toc415502238][bookmark: _Toc415502536][bookmark: _Toc415823183][bookmark: _Toc423642738][bookmark: _Toc423643046][bookmark: _Toc427664802][bookmark: _Toc440569935][bookmark: _Toc19623498]Background on {Test Product Name} 
Provide a brief summary of findings from a) nonclinical studies that address issues of potential clinical significance that are not addressed by clinical data and b) clinical studies that are relevant to this study (including any studies that were terminated prematurely, along with reasons for premature termination). 
[bookmark: _Toc380764774][bookmark: _Toc382384990][bookmark: _Toc382385298][bookmark: _Toc390501674][bookmark: _Toc392156271][bookmark: _Toc392156579][bookmark: _Toc403511886][bookmark: _Toc415502239][bookmark: _Toc415502537][bookmark: _Toc415823184][bookmark: _Toc423642739][bookmark: _Toc423643047][bookmark: _Toc427664803][bookmark: _Toc440569936][bookmark: _Toc19623499]Study Rationale and Benefit-Risk Assessment
Provide the rationale for conducting the trial, including an integrated summary of the potential benefits and risks of the trial.  If applicable, provide a rationale for the combination of two new molecular entities.  Describe key areas of uncertainty for benefit or risk, any assumptions that are being made (e.g., that a surrogate is considered predictive of long-term benefit), how the trial intends to reduce uncertainty or validate assumptions, and how it is anticipated that the benefits will outweigh the risks.  Describe (or refer to the protocol section that describes) risk mitigation measures (e.g., eligibility criteria, safety monitoring, definition of unacceptable toxicity).
[bookmark: _Ref367023243][bookmark: _Toc380764775][bookmark: _Toc382384991][bookmark: _Toc382385299][bookmark: _Toc392156272][bookmark: _Toc392156580][bookmark: _Toc393452114][bookmark: _Toc393452414][bookmark: _Toc394306206][bookmark: _Toc415502240][bookmark: _Toc415502538][bookmark: _Toc415823185][bookmark: _Toc423642740][bookmark: _Toc423643048][bookmark: _Toc427664804][bookmark: _Toc440569937][bookmark: _Toc380764782][bookmark: _Toc382384998][bookmark: _Toc382385306][bookmark: _Toc390501684][bookmark: _Toc392156279][bookmark: _Toc392156587][bookmark: _Toc403511894]Include references to relevant literature.



[bookmark: _Toc19623500]OBJECTIVES and Endpoints
[bookmark: _Toc380764781][bookmark: _Toc382384997][bookmark: _Toc382385305][bookmark: _Toc390501683][bookmark: _Toc390501991][bookmark: _Toc393452122][bookmark: _Toc393452422][bookmark: _Toc394306214][bookmark: _Toc380764776][bookmark: _Toc382384992][bookmark: _Toc382385300][bookmark: _Toc390501676][bookmark: _Toc390501984][bookmark: _Toc393452115][bookmark: _Toc393452415][bookmark: _Toc394306207]Section 2 should start off with a statement about the overall purpose of the study. This statement should include the main study endpoints and the patient population, mirroring the information found in the study title. 
Subsequent sections should include objectives and endpoints categorized by efficacy, safety, biomarkers, etc. Primary and secondary endpoints must be disclosed to clinical trial registries, but disclosure of exploratory endpoints is not required. 
Endpoints related to patient-reported outcomes (PROs) (or clinician-reported outcomes [ClinROs] or observer-reported outcomes (ObsROs]) should be listed under "Efficacy Objectives" or "Safety Objectives," as appropriate.
A primary objective must be designated. Each objective must be associated with at least one endpoint. 
[bookmark: _Toc415502241][bookmark: _Toc415502539][bookmark: _Toc415823186][bookmark: _Toc423642741][bookmark: _Toc423643049][bookmark: _Toc19623501][bookmark: _Toc440570076]Efficacy Objectives
The efficacy objectives can be categorized as primary, secondary, and exploratory, as applicable. PROs that evaluate efficacy should be listed as primary, secondary, or exploratory efficacy endpoints.
[bookmark: _Toc390501677][bookmark: _Toc390501985][bookmark: _Toc393452116][bookmark: _Toc393452416][bookmark: _Toc394306208][bookmark: _Toc415502242][bookmark: _Toc415502540][bookmark: _Toc415823187][bookmark: _Toc423642742][bookmark: _Toc423643050]PRIMARY EFFICACY OBJECTIVE
[bookmark: _Toc390501678][bookmark: _Toc390501986][bookmark: _Toc393452117][bookmark: _Toc393452417][bookmark: _Toc394306209][bookmark: _Toc415502243][bookmark: _Toc415502541][bookmark: _Toc415823188][bookmark: _Toc423642743][bookmark: _Toc423643051]SECONDARY EFFICACY OBJECTIVE
[bookmark: _Toc390501679][bookmark: _Toc390501987][bookmark: _Toc393452118][bookmark: _Toc393452418][bookmark: _Toc394306210][bookmark: _Toc415502244][bookmark: _Toc415502542][bookmark: _Toc415823189][bookmark: _Toc423642744][bookmark: _Toc423643052][bookmark: _Toc380764777][bookmark: _Toc382384993][bookmark: _Toc382385301]EXPLORATORY EFFICACY OBJECTIVE
Results from exploratory efficacy analyses must be included in the Clinical Study Report (CSR).
[bookmark: _Toc390501680][bookmark: _Toc390501988][bookmark: _Toc393452119][bookmark: _Toc393452419][bookmark: _Toc394306211][bookmark: _Toc415502245][bookmark: _Toc415502543][bookmark: _Toc415823190][bookmark: _Toc423642745][bookmark: _Toc423643053][bookmark: _Toc19623502]Safety Objective{s} [If Applicable]
Include non-exploratory and exploratory safety objectives in this section. PROs that evaluate safety should be included in this section.
[bookmark: _Toc415502248][bookmark: _Toc415502546][bookmark: _Toc415823193][bookmark: _Toc423642748][bookmark: _Toc423643056][bookmark: _Toc19623503]Biomarker Objective [If Applicable]
In most cases, biomarkers endpoints should be categorized as "exploratory."  However, if a pharmacodynamic (PD) biomarker is considered to be a well-established efficacy measure (e.g., viral load, LDL cholesterol), a PD biomarker endpoint may be listed in the "Efficacy Objectives" section. 
[bookmark: _Toc19623504]Health Status Utility Objective [If Applicable]

[bookmark: _Toc415502249][bookmark: _Toc415502547][bookmark: _Toc415823194][bookmark: _Toc423642749][bookmark: _Toc423643057][bookmark: _Toc427664813][bookmark: _Toc440569938][bookmark: _Toc19623505]STUDY DESIGN
[bookmark: _Ref367023629][bookmark: _Toc380764783][bookmark: _Toc382384999][bookmark: _Toc382385307][bookmark: _Toc390501685][bookmark: _Toc392156280][bookmark: _Toc392156588][bookmark: _Toc403511895][bookmark: _Toc415502250][bookmark: _Toc415502548][bookmark: _Toc415823195][bookmark: _Toc423642750][bookmark: _Toc423643058][bookmark: _Toc427664814][bookmark: _Toc440569939][bookmark: _Toc19623506]Description of the Study
· Include key study design features
· Indicate the scope of the trial (e.g., efficacy, safety etc.).
· Name the population to be enrolled
· Briefly describe the primary assessments used to evaluate efficacy and safety 
· Specify the dosing regimen, route of administration, and duration of treatment (e.g., fixed or until progression).
· Identify and give the length of the study periods (e.g., screening, treatment, follow-up)  
· Specify the number of patients and the number of treatment groups. Indicate whether patients may be replaced, and under what circumstances.
· Specify the number and location of sites.
[bookmark: _Ref367023241][bookmark: _Toc380764785][bookmark: _Toc382385001][bookmark: _Toc382385309][bookmark: _Toc390501687][bookmark: _Toc392156282][bookmark: _Toc392156590][bookmark: _Toc403511897][bookmark: _Toc415502252][bookmark: _Toc415502550][bookmark: _Toc415823197][bookmark: _Toc423642752][bookmark: _Toc423643060][bookmark: _Toc427664816][bookmark: _Toc440569941][bookmark: _Toc19623507]End of Study and Length of Study
Clearly define the "end of study" for the protocol. In many cases, last patient, last visit (LPLV, the date of the last visit of the last patient to discontinue participation in the study) can be used to define end of study. For other cases, end of study may be defined as occurrence of a certain number of events/deaths. If the end of the study is not defined by LPLV, describe and provide justification for an alternative definition. Authors should consider that the end-of-study date is used for determining the timing of required communication of study closure and the disclosure of trial results per the E.U. Clinical Trials Directive Section 4.3.2.1.
[bookmark: _Toc380764786][bookmark: _Toc382385002][bookmark: _Toc382385310][bookmark: _Toc390501688][bookmark: _Toc392156283][bookmark: _Toc392156591][bookmark: _Toc403511898][bookmark: _Toc415502253][bookmark: _Toc415502551][bookmark: _Toc415823198][bookmark: _Toc423642753][bookmark: _Toc423643061][bookmark: _Toc427664817][bookmark: _Toc440569942][bookmark: _Toc19623508]Rationale for Study Design
In the subsections below, provide a rationale for the test product dosage and, if applicable, the patient population, control group, and biomarker assessments.

[bookmark: _Toc380764789][bookmark: _Toc382385005][bookmark: _Toc382385313][bookmark: _Toc390501691][bookmark: _Toc392156286][bookmark: _Toc392156594][bookmark: _Toc403511901][bookmark: _Toc415502256][bookmark: _Toc415502554][bookmark: _Toc415823201][bookmark: _Toc423642756][bookmark: _Toc423643064][bookmark: _Toc427664820][bookmark: _Toc440569945]Rationale for Control Group [If Applicable]
Provide a rationale for the type of control group. 
[bookmark: _Toc380764790][bookmark: _Toc382385006][bookmark: _Toc382385314][bookmark: _Toc390501692][bookmark: _Toc392156287][bookmark: _Toc392156595][bookmark: _Toc403511902][bookmark: _Toc415502257][bookmark: _Toc415502555][bookmark: _Toc415823202][bookmark: _Toc423642757][bookmark: _Toc423643065][bookmark: _Toc427664821][bookmark: _Toc440569946]Rationale for Biomarker Assessments [If Applicable]
Provide a rationale for biomarker assessments. The language should be specific enough to clearly communicate the intended use of the samples.
[bookmark: _Toc380764800][bookmark: _Toc382385016][bookmark: _Toc382385324][bookmark: _Toc390501702][bookmark: _Toc392156297][bookmark: _Toc392156605][bookmark: _Toc403511912][bookmark: _Toc415502260][bookmark: _Toc415502558][bookmark: _Toc415823205][bookmark: _Toc423642760][bookmark: _Toc423643068][bookmark: _Toc427664824][bookmark: _Toc440569949]If applicable, briefly summarize the scientific background leading to the relevant hypothesis (including references to specific data where reasonable). Explain how the hypothesis is relevant to improved patient outcome (e.g., any potential predictive value for treatment response).
Rationale for Clinical Outcome Assessments [If Applicable]
Provide a rationale for use of any non-standard PRO (or ClinRO, ObsRO) assessments (including references that support use of the instruments).



[bookmark: _Toc19623509]MATERIALS AND METHODS 
[bookmark: _Toc380764799][bookmark: _Toc382385015][bookmark: _Toc382385323][bookmark: _Toc390501701][bookmark: _Toc392156296][bookmark: _Toc392156604][bookmark: _Toc403511911][bookmark: _Toc415502259][bookmark: _Toc415502557][bookmark: _Toc415823204][bookmark: _Toc423642759][bookmark: _Toc423643067][bookmark: _Toc427664823][bookmark: _Toc440569948][bookmark: _Toc19623510]Patients
Inclusion Criteria
[bookmark: _Toc380764801][bookmark: _Toc382385017][bookmark: _Toc382385325][bookmark: _Toc390501703][bookmark: _Toc392156298][bookmark: _Toc392156606][bookmark: _Toc403511913][bookmark: _Toc415502261][bookmark: _Toc415502559][bookmark: _Toc415823206][bookmark: _Toc423642761][bookmark: _Toc423643069][bookmark: _Toc427664825][bookmark: _Toc440569950]Exclusion Criteria

[bookmark: _Toc380764802][bookmark: _Toc382385018][bookmark: _Toc382385326][bookmark: _Toc390501704][bookmark: _Toc392156299][bookmark: _Toc392156607][bookmark: _Toc403511914][bookmark: _Toc415502262][bookmark: _Toc415502560][bookmark: _Toc415823207][bookmark: _Toc423642762][bookmark: _Toc423643070][bookmark: _Toc427664826][bookmark: _Toc440569951][bookmark: _Toc19623511]Method of Treatment Assignment and Blinding 
· State the method of treatment assignment and specify who will conduct the process 
· Describe how the method of treatment assignment guards against systematic selection bias and ensures the comparability of treatment groups 
· Describe randomization ratio, stratification factors, and use of dynamic randomization with interactive voice or web-based response system (IxRS)
· Describe unblinding procedures
[bookmark: _Toc512268387]Treatment Assignment [If Applicable]
[bookmark: _Toc512268388]Blinding [If Applicable]

[bookmark: _Toc380764803][bookmark: _Toc382385019][bookmark: _Toc382385327][bookmark: _Toc390501705][bookmark: _Toc392156300][bookmark: _Toc392156608][bookmark: _Toc403511915][bookmark: _Toc415502263][bookmark: _Toc415502561][bookmark: _Toc415823208][bookmark: _Toc423642763][bookmark: _Toc423643071][bookmark: _Toc427664827][bookmark: _Toc440569952][bookmark: _Toc19623512]Study Treatment and Other Treatments Relevant to the Study Design
This section will present information regarding study treatment and other treatments that are relevant to the study design, including the following as applicable: test product, comparator (active control or placebo), and/or background therapy; premedication etc.
[bookmark: _Ref367023269][bookmark: _Toc380764804][bookmark: _Toc382385020][bookmark: _Toc382385328][bookmark: _Toc390501706][bookmark: _Toc392156301][bookmark: _Toc392156609][bookmark: _Toc403511916]List all investigational medicinal products (IMPs) for this study.
[bookmark: _Toc415502264][bookmark: _Toc415502562][bookmark: _Toc415823209][bookmark: _Toc423642764][bookmark: _Toc423643072][bookmark: _Toc427664828][bookmark: _Toc440569953]Study Treatment Formulation, Packaging, and Handling
1.1.1 {Test Product Name} {and Placebo}
Indicate who will be supplying the test product, placebo (if applicable), diluents, etc.  Provide a description of the drug form (e.g., capsule, sterile liquid) and packaging. Refer the reader to the pharmacy manual, or prescribing information (as applicable) for information on formulation and handling.
1.1.2 [bookmark: _Toc380094315][bookmark: _Toc382385949][bookmark: _Toc387272149][bookmark: _Toc387272457][bookmark: _Toc392157385][bookmark: _Toc403513319][bookmark: _Toc415503173][bookmark: _Toc415503476][bookmark: _Toc415823211][bookmark: _Toc423642766][bookmark: _Toc423643074][bookmark: _Toc427664830][bookmark: _Toc440569955]{Second Test Product Name} [If Applicable]
If a second test product is being given, create an additional subsection for that treatment.
1.1.3 [bookmark: _Toc415823212][bookmark: _Toc423642767][bookmark: _Toc423643075][bookmark: _Toc427664831][bookmark: _Toc440569956]{Name of Active Control or Other Assigned Treatment} [If Applicable]
If additional treatments are assigned (e.g., active control or background therapy), include a separate subsection for each treatment. 
For marketed products, formulation, packaging, and handling details that appear in the prescribing information do not need to be repeated in this section. However, any modifications (e.g., encapsulating tablets or changing packaging for blinding purposes) should be described.
[bookmark: _Ref367023282][bookmark: _Toc380764807][bookmark: _Toc382385023][bookmark: _Toc382385331][bookmark: _Toc390501709][bookmark: _Toc392156304][bookmark: _Toc392156612][bookmark: _Toc403511919][bookmark: _Toc415502267][bookmark: _Toc415502565][bookmark: _Toc415823213][bookmark: _Toc423642768][bookmark: _Toc423643076][bookmark: _Toc427664832][bookmark: _Toc440569957]Study Treatment Dosage, Administration, and Compliance
1.1.4 {Test Product Name} {and Placebo}
· Include standard language to the effect that infusions/injections of a biologic should be given in a monitored setting where there is immediate access to trained personnel and adequate equipment/medicine to manage potentially serious reactions.
· Indicate the dose, route (e.g., oral, intramuscular, intravenous, subcutaneous), and dosing regimen.  
· Describe administration methods, such as duration of infusion, injection site, setting (e.g., home, hospital), timing, relationship to meals, treatment order, post-treatment observation. 
· Describe acceptable premedication, if applicable.
· Include details on assessment of compliance (if drug administration is not performed by site personnel), such as use of medication diaries or instructions for returning drug containers.
1.1.5 [bookmark: _Toc380094319][bookmark: _Toc382385953][bookmark: _Toc387272153][bookmark: _Toc387272461][bookmark: _Toc392157389][bookmark: _Toc403513323][bookmark: _Toc415503177][bookmark: _Toc415503480][bookmark: _Toc415823215][bookmark: _Toc423642770][bookmark: _Toc423643078][bookmark: _Toc427664834][bookmark: _Toc440569959][bookmark: _Toc380764809][bookmark: _Toc382385025][bookmark: _Toc382385333][bookmark: _Toc390501711][bookmark: _Toc392156306][bookmark: _Toc392156614][bookmark: _Toc403511921][bookmark: _Toc415502269][bookmark: _Toc415502567][bookmark: _Toc415502734][bookmark: _Toc415811994][bookmark: _Toc415812288][bookmark: _Toc415823220][bookmark: _Toc423642775][bookmark: _Toc423643083][bookmark: _Toc427664839][bookmark: _Toc440569964]{Second Test Product Name} [If Applicable]
If a second test product is being given, create an additional subsection for that treatment, following instructions provided in the previous subsection.
1.1.6 [bookmark: _Toc415823216][bookmark: _Toc423642771][bookmark: _Toc423643079][bookmark: _Toc427664835][bookmark: _Toc440569960]{Name of Active Control or Other Assigned Treatment}
[If Applicable]
If additional treatments are assigned (e.g., active control or background therapy), include dosage, administration, and compliance information for each treatment within a separate subsection.
1.1.7 [bookmark: _Ref367023324][bookmark: _Toc380764810][bookmark: _Toc382385026][bookmark: _Toc382385334][bookmark: _Toc390501712][bookmark: _Toc392156307][bookmark: _Toc392156615][bookmark: _Toc403511922][bookmark: _Toc415502270][bookmark: _Toc415502568][bookmark: _Toc415823217][bookmark: _Toc423642772][bookmark: _Toc423643080][bookmark: _Toc427664836][bookmark: _Toc440569961]{Additional Medication [name or type (e.g., Rescue Medication)]}
[If Applicable]
Describe any additional medication that is relevant to the study design, such as challenge agents (e.g., oral tyramine, skin prick tests), agents used to assess endpoints (e.g., radiopharmaceuticals), or rescue medication, including the dose, route, and dosing regimen if appropriate.
[bookmark: _Toc19623513]Concomitant Therapy {Prohibited Food, and Additional Restrictions}
[bookmark: _Toc380764814][bookmark: _Toc382385030][bookmark: _Toc382385338][bookmark: _Toc390501716][bookmark: _Toc392156311][bookmark: _Toc392156619][bookmark: _Toc403511926][bookmark: _Toc415502274][bookmark: _Toc415502572][bookmark: _Toc415823221][bookmark: _Toc423642776][bookmark: _Toc423643084][bookmark: _Toc427664840][bookmark: _Toc440569965]Permitted Therapy
[bookmark: _Toc393085184][bookmark: _Toc393164434][bookmark: _Toc393267898][bookmark: _Toc395630046][bookmark: _Toc395722886][bookmark: _Toc396189026][bookmark: _Toc398814983][bookmark: _Toc398818246][bookmark: _Toc398893788][bookmark: _Toc398894224][bookmark: _Toc398964909][bookmark: _Toc398966582][bookmark: _Toc401049459][bookmark: _Toc401049897][bookmark: _Toc401052299][bookmark: _Toc401843213][bookmark: _Toc401909551][bookmark: _Toc406836626][bookmark: _Toc424298687][bookmark: _Toc424299133][bookmark: _Toc424300285][bookmark: _Toc424301480][bookmark: _Toc424565888][bookmark: _Toc425343574][bookmark: _Toc425352609][bookmark: _Toc425353113][bookmark: _Toc425353617][bookmark: _Toc425354121][bookmark: _Toc425408369][bookmark: _Toc425507558][bookmark: _Toc425514628][bookmark: _Toc425779622][bookmark: _Toc427070377][bookmark: _Toc427671547][bookmark: _Toc428798368][bookmark: _Toc428798867][bookmark: _Toc429316650][bookmark: _Toc429329695][bookmark: _Toc429349572][bookmark: _Toc429350030][bookmark: _Toc429351343][bookmark: _Toc429351848][bookmark: _Toc429352353][bookmark: _Toc429352858][bookmark: _Toc429353363][bookmark: _Toc429353868][bookmark: _Toc429407678][bookmark: _Toc442102846][bookmark: _Toc451464562][bookmark: _Toc451464916][bookmark: _Toc457592141][bookmark: _Toc380764815][bookmark: _Toc382385031][bookmark: _Toc382385339][bookmark: _Toc390501717][bookmark: _Toc392156312][bookmark: _Toc392156620][bookmark: _Toc403511927][bookmark: _Toc415502275][bookmark: _Toc415502573][bookmark: _Toc415823222][bookmark: _Toc423642777][bookmark: _Toc423643085][bookmark: _Toc427664841][bookmark: _Toc440569966]List permitted concomitant therapies (either by name or category, such as H2-receptor antagonists). Indicate whether the dosage of any permitted concomitant therapy is required to be stable during the study. When appropriate, describe the rationale for allowing permitted concomitant therapies and explain why permitted concomitant therapies would not be expected to confound the treatment effects and how any independent effects will be evaluated. Describe whether any drugdrug interaction (including interaction with the comparator, if applicable) is expected and how any independent effects will be identified.
Cautionary Therapy
List concomitant therapies that should be used with caution (either by name or category, such as H2-receptor antagonists).
Prohibited Therapy
Explicitly list prohibited therapies, taking into account prescribing information for the comparator, if needed.  Include the window prior to initiation of study treatment (or other reference point) during which each therapy is prohibited.

[bookmark: _Toc380764817][bookmark: _Toc382385033][bookmark: _Toc382385341][bookmark: _Toc390501719][bookmark: _Toc392156314][bookmark: _Toc392156622][bookmark: _Toc403511929][bookmark: _Toc415502277][bookmark: _Toc415502575][bookmark: _Toc415823225][bookmark: _Toc423642780][bookmark: _Toc423643088][bookmark: _Toc427664844][bookmark: _Toc440569969][bookmark: _Toc19623514]Study Assessments 
· [bookmark: _Toc380764818][bookmark: _Toc382385034][bookmark: _Toc382385342][bookmark: _Toc390501720][bookmark: _Toc392156315][bookmark: _Toc392156623][bookmark: _Toc403511930][bookmark: _Toc415502278][bookmark: _Toc415502576][bookmark: _Toc415823226][bookmark: _Toc423642781][bookmark: _Toc423643089][bookmark: _Toc427664845][bookmark: _Toc440569970]Describe key assessments relating to safety, efficacy, immunogenicity, biomarkers, and conduct of study (e.g., compliance), including any assessments to be performed on optional samples (e.g., samples for exploratory research).   
· Use appendices for very complicated assessments (e.g., "protocol‑defined asthma exacerbation" or spirometry).
· Indicate whether samples will be analyzed by a central or local laboratory. Specify laboratory assessments in detail (e.g., RBC count, hemoglobin) rather than listing only the panel name (e.g., hematology).
· If applicable, specify the order of assessments (e.g., performing PRO assessments before other assessments to reduce bias, or performing ECGs or measuring vital signs before blood draws).
Informed Consent Forms and Screening Log
[bookmark: _Toc380764819][bookmark: _Toc382385035][bookmark: _Toc382385343][bookmark: _Toc390501721][bookmark: _Toc392156316][bookmark: _Toc392156624][bookmark: _Toc403511931][bookmark: _Toc415502279][bookmark: _Toc415502577][bookmark: _Toc415823227][bookmark: _Toc423642782][bookmark: _Toc423643090][bookmark: _Toc427664846][bookmark: _Toc440569971]Medical History, Baseline Conditions, Concomitant Medication, and Demographic Data
[bookmark: _Toc380764820][bookmark: _Toc382385036][bookmark: _Toc382385344][bookmark: _Toc390501722][bookmark: _Toc392156317][bookmark: _Toc392156625][bookmark: _Toc403511932][bookmark: _Toc415502280][bookmark: _Toc415502578][bookmark: _Toc415823228][bookmark: _Toc423642783][bookmark: _Toc423643091][bookmark: _Toc427664847][bookmark: _Toc440569972]Physical Examinations
[bookmark: _Toc440569973][bookmark: _Toc380764822][bookmark: _Toc382385038][bookmark: _Toc382385346][bookmark: _Toc390501724][bookmark: _Toc392156319][bookmark: _Toc392156627][bookmark: _Toc403511934][bookmark: _Toc415502282][bookmark: _Toc415502580][bookmark: _Toc415823230][bookmark: _Toc423642785][bookmark: _Toc423643093][bookmark: _Toc427664849][bookmark: _Toc440569974][bookmark: _Toc380764824][bookmark: _Toc382385040][bookmark: _Toc382385348][bookmark: _Toc390501726][bookmark: _Toc392156321][bookmark: _Toc392156629][bookmark: _Toc403511936][bookmark: _Toc415502284][bookmark: _Toc415502582][bookmark: _Toc415823232][bookmark: _Toc423642787][bookmark: _Toc423643095][bookmark: _Toc427664851][bookmark: _Toc440569976][bookmark: _Toc380764825][bookmark: _Toc382385041][bookmark: _Toc382385349][bookmark: _Toc390501727][bookmark: _Toc392156322][bookmark: _Toc392156630][bookmark: _Toc403511937][bookmark: _Toc415502285][bookmark: _Toc415502583][bookmark: _Toc415823233][bookmark: _Toc423642788][bookmark: _Toc423643096][bookmark: _Toc427664852][bookmark: _Toc440569977]e.g. Vital Signs, Tumor and Response Evaluations, Laboratory, Biomarker, and Other Biological Samples, Electrocardiograms 
[bookmark: _Toc468395039][bookmark: _Toc512268594][bookmark: _Toc423642790][bookmark: _Toc423643098][bookmark: _Toc445533038][bookmark: _Toc445533373][bookmark: _Toc445554220][bookmark: _Toc423642791][bookmark: _Toc423643099][bookmark: _Toc427664855][bookmark: _Toc440569979][bookmark: _Toc380764835][bookmark: _Toc382385051][bookmark: _Toc382385359][bookmark: _Toc390501737][bookmark: _Toc392156332][bookmark: _Toc392156640][bookmark: _Toc403511947][bookmark: _Toc415502295][bookmark: _Toc415502593][bookmark: _Toc415823243][bookmark: _Toc423642799][bookmark: _Toc423643107][bookmark: _Toc427664863]Clinical Outcome Assessments 
1.1.8 Data Collection Methods for Clinical Outcome Assessments
1.1.9 Description of Clinical Outcome Assessment Instruments
For each instrument, describe the number of items, the concepts being captured, the time window for completion, and either the recall period or a statement indicating that the instrument captures the patient's current status. If there are two or more instruments, describe each instrument within a separate subsection.
[bookmark: _Toc440569987][bookmark: _Toc19623515]Treatment, Patient, Study, and Site Discontinuation
[bookmark: _Toc380764837][bookmark: _Toc382385053][bookmark: _Toc382385361][bookmark: _Toc390501739][bookmark: _Toc392156334][bookmark: _Toc392156642][bookmark: _Toc403511949][bookmark: _Toc415502297][bookmark: _Toc415502595][bookmark: _Toc415823245][bookmark: _Toc423642801][bookmark: _Toc423643109][bookmark: _Toc427664865][bookmark: _Toc440569989]Study Treatment Discontinuation
If the trial has a survival endpoint, it is important to distinguish between discontinuation from treatment and discontinuation from the study (e.g., when the patient dies, is lost to follow-up, or withdraws consent to be followed).
[bookmark: _Toc380764836][bookmark: _Toc382385052][bookmark: _Toc382385360][bookmark: _Toc390501738][bookmark: _Toc392156333][bookmark: _Toc392156641][bookmark: _Toc403511948][bookmark: _Toc415502296][bookmark: _Toc415502594][bookmark: _Toc415823244][bookmark: _Toc423642800][bookmark: _Toc423643108][bookmark: _Toc427664864][bookmark: _Toc440569988][bookmark: _Toc380764838][bookmark: _Toc382385054][bookmark: _Toc382385362][bookmark: _Toc390501740][bookmark: _Toc392156335][bookmark: _Toc392156643][bookmark: _Toc403511950][bookmark: _Toc415502298][bookmark: _Toc415502596][bookmark: _Toc415823246][bookmark: _Toc423642802][bookmark: _Toc423643110][bookmark: _Toc427664866][bookmark: _Toc440569990]Patient Discontinuation from the Study
Study Discontinuation
List any specific requirements for study discontinuation (if applicable).
Site Discontinuation

[bookmark: _Toc380764839][bookmark: _Toc382385055][bookmark: _Toc382385363][bookmark: _Toc390501741][bookmark: _Toc392156336][bookmark: _Toc392156644][bookmark: _Toc403511951][bookmark: _Toc415502299][bookmark: _Toc415502597][bookmark: _Toc415823247][bookmark: _Toc423642803][bookmark: _Toc423643111][bookmark: _Toc427664867][bookmark: _Toc440569991]

[bookmark: _Toc19623516]ASSESSMENT OF SAFETY 
[bookmark: _Ref367023603][bookmark: _Toc380764840][bookmark: _Toc382385056][bookmark: _Toc382385364][bookmark: _Toc390501742][bookmark: _Toc392156337][bookmark: _Toc392156645][bookmark: _Toc403511952][bookmark: _Toc415502300][bookmark: _Toc415502598][bookmark: _Toc415823248][bookmark: _Toc423642804][bookmark: _Toc423643112][bookmark: _Toc427664868][bookmark: _Toc440569992][bookmark: _Toc19623517]Safety Plan
This section is intended to outline the plan for managing identified and potential risks related to the study drug and other protocol-mandated therapy. 
Describe the risks and how they have been identified (e.g., on the basis of mechanism of action, experience with similar molecules, and key nonclinical and clinical safety findings that are relevant to this patient population). 
[bookmark: _Toc423642805][bookmark: _Toc423643113][bookmark: _Toc427664869][bookmark: _Toc440569993][bookmark: _Toc291587759][bookmark: _Toc291587882][bookmark: _Toc292963785][bookmark: _Toc294272010][bookmark: _Toc295280486][bookmark: _Toc295336144][bookmark: _Toc295336573][bookmark: _Toc295337326][bookmark: _Toc295385521][bookmark: _Toc295385667][bookmark: _Toc295457760][bookmark: _Toc295458361][bookmark: _Toc295458507][bookmark: _Toc295664557][bookmark: _Toc295664863][bookmark: _Toc295685200][bookmark: _Toc295685348][bookmark: _Toc295685504][bookmark: _Toc299312649][bookmark: _Toc305497767][bookmark: _Toc305497916][bookmark: _Toc305498169][bookmark: _Toc305498329][bookmark: _Toc310592967][bookmark: _Toc310593563][bookmark: _Toc310593874][bookmark: _Toc231449669][bookmark: _Toc233202589][bookmark: _Toc415823249][bookmark: _Toc380764842][bookmark: _Toc382385058][bookmark: _Toc382385366][bookmark: _Toc390501744][bookmark: _Toc392156339][bookmark: _Toc392156647][bookmark: _Toc403511954][bookmark: _Toc415502302][bookmark: _Toc415502600]Discuss how the study design will address the identified and potential safety issues, including through exclusion criteria, prohibited concomitant therapy and food, special monitoring, adverse event reporting, and follow-up. Other sections of the protocol can be cross-referenced to avoid duplicating information.
Risks Associated with {Drug Name}
[bookmark: _Toc380764845][bookmark: _Toc382385061][bookmark: _Toc382385369][bookmark: _Toc390501747][bookmark: _Toc392156342][bookmark: _Toc392156650][bookmark: _Toc403511957][bookmark: _Toc415502305][bookmark: _Toc415502603][bookmark: _Toc415823253][bookmark: _Toc423642810][bookmark: _Toc423643118][bookmark: _Toc427664874][bookmark: _Toc440569998]Management of Patients Who Experience Adverse Events
1.1.10 Dose Modifications
Indicate whether dose modifications are allowed. If allowed, describe dose modification rules, including possibility for escalating the dose after a dose reduction.
1.1.11 Treatment Interruption
Describe treatment interruption and discontinuation rules (e.g., maximum amount of time treatment can be withheld) for study treatments.
1.1.12 Management Guidelines  
[bookmark: _Ref367002373][bookmark: _Ref367002402][bookmark: _Toc380764846][bookmark: _Toc382385062][bookmark: _Toc382385370][bookmark: _Toc390501748][bookmark: _Toc392156343][bookmark: _Toc392156651][bookmark: _Toc403511958][bookmark: _Toc415502306][bookmark: _Toc415502604][bookmark: _Toc415823254][bookmark: _Toc423642811][bookmark: _Toc423643119][bookmark: _Toc427664875][bookmark: _Toc440569999][bookmark: _Toc423641937][bookmark: _Toc423642247][bookmark: _Toc440551084][bookmark: _Toc440551383][bookmark: _Toc440551686][bookmark: _Ref468394800][bookmark: _Toc468394969][bookmark: _Toc469316651][bookmark: _Ref367025651][bookmark: _Ref295322890][bookmark: _Toc380765226][bookmark: _Toc382385448][bookmark: _Toc387272101][bookmark: _Toc390502132][bookmark: _Toc392156729][bookmark: _Toc392450482][bookmark: _Toc403512344][bookmark: _Toc415502682][bookmark: _Toc415813514][bookmark: _Toc415823636][bookmark: _Toc423643198][bookmark: _Toc427664954][bookmark: _Toc440570079]Describe recommended medical management of patients who experience specific adverse events, including guidelines for dosage modification and treatment interruption or discontinuation.
1.1.13 Management of Increases in QT Interval [If Applicable]

[bookmark: _Toc380764847][bookmark: _Toc382385063][bookmark: _Toc382385371][bookmark: _Toc390501749][bookmark: _Toc392156344][bookmark: _Toc392156652][bookmark: _Toc403511959][bookmark: _Toc415502307][bookmark: _Toc415502605][bookmark: _Toc415823255][bookmark: _Toc423642812][bookmark: _Toc423643120][bookmark: _Toc427664876][bookmark: _Toc440570000][bookmark: _Toc9932781][bookmark: _Toc19623518][bookmark: _Ref367024965][bookmark: _Toc380764848][bookmark: _Toc382385064][bookmark: _Toc382385372][bookmark: _Toc390501750][bookmark: _Toc392156345][bookmark: _Toc392156653][bookmark: _Toc403511960][bookmark: _Toc415502308][bookmark: _Toc415502606][bookmark: _Toc415823256][bookmark: _Toc423642813][bookmark: _Toc423643121][bookmark: _Toc427664877][bookmark: _Toc440570001]Safety Parameters and Definitions
1.1.14 [bookmark: _Ref367025084][bookmark: _Toc380764849][bookmark: _Toc382385065][bookmark: _Toc382385373][bookmark: _Toc390501751][bookmark: _Toc392156346][bookmark: _Toc392156654][bookmark: _Toc403511961][bookmark: _Toc415502309][bookmark: _Toc415502607][bookmark: _Toc415823257][bookmark: _Toc423642814][bookmark: _Toc423643122][bookmark: _Toc427664878][bookmark: _Toc440570002]Adverse Events
1.1.15 [bookmark: _Ref367023750][bookmark: _Toc380764850][bookmark: _Toc382385066][bookmark: _Toc382385374][bookmark: _Toc390501752][bookmark: _Toc392156347][bookmark: _Toc392156655][bookmark: _Toc403511962][bookmark: _Toc415502310][bookmark: _Toc415502608][bookmark: _Toc415823258][bookmark: _Toc423642815][bookmark: _Toc423643123][bookmark: _Toc427664879][bookmark: _Toc440570003]Serious Adverse Events
1.1.16 Adverse Events of Special Interest

[bookmark: _Toc380764852][bookmark: _Toc382385068][bookmark: _Toc382385376][bookmark: _Toc390501754][bookmark: _Toc392156349][bookmark: _Toc392156657][bookmark: _Toc403511964][bookmark: _Toc415502312][bookmark: _Toc415502610][bookmark: _Toc415823260][bookmark: _Toc423642817][bookmark: _Toc423643125][bookmark: _Toc427664881][bookmark: _Toc440570005][bookmark: _Toc19623519][bookmark: _Ref367025251][bookmark: _Ref367025283][bookmark: _Toc380764853][bookmark: _Toc382385069][bookmark: _Toc382385377][bookmark: _Toc390501755][bookmark: _Toc392156350][bookmark: _Toc392156658][bookmark: _Toc403511965][bookmark: _Toc415502313][bookmark: _Toc415502611][bookmark: _Toc415823261][bookmark: _Toc423642818][bookmark: _Toc423643126][bookmark: _Toc427664882][bookmark: _Toc440570006]Methods and Timing for Capturing and Assessing Safety Parameters
1.1.17 Adverse Event Reporting Period
The duration of the post-treatment follow-up period for safety surveillance purposes should be based on the known PK and PD properties of the test product. This may be influenced by such things as the half-life of and previous experience with the test product. In the absence of specific delayed-toxicity concerns or safety hypotheses, the following guidelines can be used to determine the length of the post-treatment follow-up period:
	
	Small Molecules
	Large Molecules

	Single-dose studies
	5 elimination half-lives or 14 days after the final dose, whichever is longer
	2 elimination half-lives or 28 days after the final dose, whichever is longer

	Multiple-dose studies
	5 elimination half-lives or 28 days after the final dose, whichever is longer
	2 elimination half-lives or 28 days after the final dose, whichever is longer



1.1.18 [bookmark: _Toc440570007]Eliciting Adverse Event Information
A consistent methodology of non-directive questioning should be adopted for eliciting adverse event information at all patient evaluation timepoints.
1.1.19 [bookmark: _Ref367002810][bookmark: _Ref367025092][bookmark: _Toc380764855][bookmark: _Toc382385071][bookmark: _Toc382385379][bookmark: _Toc390501757][bookmark: _Toc392156352][bookmark: _Toc392156660][bookmark: _Toc403511967][bookmark: _Toc415502315][bookmark: _Toc415502613][bookmark: _Toc415823263][bookmark: _Toc423642820][bookmark: _Toc423643128][bookmark: _Toc427664884][bookmark: _Toc440570008]Assessment of Severity of Adverse Events
There are three table options to select from for adverse event grading: the NCI CTCAE, the World Health Organization (WHO) toxicity scale, and a mild/moderate/severe schema. 
1.1.20 [bookmark: _Ref367025096][bookmark: _Toc380764856][bookmark: _Toc382385072][bookmark: _Toc382385380][bookmark: _Toc390501758][bookmark: _Toc392156353][bookmark: _Toc392156661][bookmark: _Toc403511968][bookmark: _Toc415502316][bookmark: _Toc415502614][bookmark: _Toc415823264][bookmark: _Toc423642821][bookmark: _Toc423643129][bookmark: _Toc427664885][bookmark: _Toc440570009]Assessment of Causality of Adverse Events
Investigators should use their knowledge of the patient, the circumstances surrounding the event, and an evaluation of any potential alternative causes to determine whether an adverse event is considered to be related to the study drug, indicating "yes" or "no" accordingly. The following guidance should be taken into consideration:
· Temporal relationship of event onset to the initiation of study drug
· Course of the event, with special consideration of the effects of dose reduction, discontinuation of study drug, or reintroduction of study drug (as applicable)
· Known association of the event with the study drug or with similar treatments
· Known association of the event with the disease under study
· Presence of risk factors in the patient or use of concomitant medications known to increase the occurrence of the event
· Presence of non-treatment-related factors that are known to be associated with the occurrence of the event
1.1.21 [bookmark: _Toc380764857][bookmark: _Toc382385073][bookmark: _Toc382385381][bookmark: _Toc390501759][bookmark: _Toc392156354][bookmark: _Toc392156662][bookmark: _Toc403511969][bookmark: _Toc415502317][bookmark: _Toc415502615][bookmark: _Toc415823265][bookmark: _Toc423642822][bookmark: _Toc423643130][bookmark: _Toc427664886][bookmark: _Toc440570010]Procedures for Recording Adverse Events
[bookmark: _Toc380764861][bookmark: _Toc382385077][bookmark: _Toc382385385][bookmark: _Toc390501763][bookmark: _Toc392156358][bookmark: _Toc392156666][bookmark: _Toc403511973][bookmark: _Toc415502321][bookmark: _Toc415502619][bookmark: _Toc415823269][bookmark: _Toc423642826][bookmark: _Toc423643134][bookmark: _Toc427664890][bookmark: _Toc440570014]Investigators should use correct medical terminology/concepts when recording adverse events on the Adverse Event eCRF. Avoid colloquialisms and abbreviations. Only one adverse event term should be recorded in the event field on the Adverse Event eCRF.
[bookmark: _Ref367022920][bookmark: _Toc380764858][bookmark: _Toc382385074][bookmark: _Toc382385382][bookmark: _Toc390501760][bookmark: _Toc392156355][bookmark: _Toc392156663][bookmark: _Toc403511970][bookmark: _Toc415502318][bookmark: _Toc415502616][bookmark: _Toc415823266][bookmark: _Toc423642823][bookmark: _Toc423643131][bookmark: _Toc427664887][bookmark: _Toc440570011]{Infusion-Related} [or] {Injection} Reactions [If Applicable]
[bookmark: _Toc380764860][bookmark: _Toc382385076][bookmark: _Toc382385384][bookmark: _Toc390501762][bookmark: _Toc392156357][bookmark: _Toc392156665][bookmark: _Toc403511972][bookmark: _Toc415502320][bookmark: _Toc415502618][bookmark: _Toc415823268][bookmark: _Toc423642825][bookmark: _Toc423643133][bookmark: _Toc427664889][bookmark: _Toc440570013][bookmark: _Ref367002476][bookmark: _Ref367025001][bookmark: _Toc380764871][bookmark: _Toc382385087][bookmark: _Toc382385395][bookmark: _Toc390501773][bookmark: _Toc392156368][bookmark: _Toc392156676][bookmark: _Toc403511983][bookmark: _Toc415502331][bookmark: _Toc415502629][bookmark: _Toc415823279][bookmark: _Toc423642836][bookmark: _Toc423643144][bookmark: _Toc427664900][bookmark: _Toc440570024]Adverse Events That Are Secondary to Other Events
In general, adverse events that are secondary to other events (e.g., cascade events or clinical sequelae) should be identified by their primary cause, with the exception of severe or serious secondary events. 
Persistent or Recurrent Adverse Events
A persistent adverse event is one that extends continuously, without resolution, between patient evaluation timepoints.  Such events should only be recorded once on the Adverse Event eCRF. 
[bookmark: _Toc380764862][bookmark: _Toc382385078][bookmark: _Toc382385386][bookmark: _Toc390501764][bookmark: _Toc392156359][bookmark: _Toc392156667][bookmark: _Toc403511974][bookmark: _Toc415502322][bookmark: _Toc415502620][bookmark: _Toc415823270][bookmark: _Toc423642827][bookmark: _Toc423643135][bookmark: _Toc427664891][bookmark: _Toc440570015]Abnormal Laboratory Values
It is the investigator's responsibility to review all laboratory findings. Medical and scientific judgment should be exercised in deciding whether an isolated laboratory abnormality should be classified as an adverse event.
[bookmark: _Toc390501765][bookmark: _Toc392156360][bookmark: _Toc392156668][bookmark: _Toc403511975][bookmark: _Toc415502323][bookmark: _Toc415502621][bookmark: _Toc415823271][bookmark: _Toc423642828][bookmark: _Toc423643136][bookmark: _Toc427664892][bookmark: _Toc440570016]Abnormal Vital Sign Values
It is the investigator's responsibility to review all vital sign findings.  Medical and scientific judgment should be exercised in deciding whether an isolated vital sign abnormality should be classified as an adverse event.
[bookmark: _Toc390501766][bookmark: _Toc392156361][bookmark: _Toc392156669][bookmark: _Toc403511976][bookmark: _Toc415502324][bookmark: _Toc415502622][bookmark: _Toc415823272][bookmark: _Toc423642829][bookmark: _Toc423643137][bookmark: _Toc427664893][bookmark: _Toc440570017]Abnormal Liver Function Tests
[bookmark: _Toc380764865][bookmark: _Toc382385081][bookmark: _Toc382385389][bookmark: _Toc390501767][bookmark: _Toc392156362][bookmark: _Toc392156670][bookmark: _Toc403511977][bookmark: _Toc415502325][bookmark: _Toc415502623][bookmark: _Toc415823273][bookmark: _Toc423642830][bookmark: _Toc423643138][bookmark: _Toc427664894][bookmark: _Toc440570018]Deaths
All events with an outcome or consequence of death should generally be classified as serious adverse events and reported to the Sponsor immediately.
[bookmark: _Ref367002496][bookmark: _Toc380764866][bookmark: _Toc382385082][bookmark: _Toc382385390][bookmark: _Toc390501768][bookmark: _Toc392156363][bookmark: _Toc392156671][bookmark: _Toc403511978][bookmark: _Toc415502326][bookmark: _Toc415502624][bookmark: _Toc415823274][bookmark: _Toc423642831][bookmark: _Toc423643139][bookmark: _Toc427664895][bookmark: _Toc440570019]Preexisting Medical Conditions
A preexisting medical condition is one that is present at the screening visit for this study.  Such conditions should be recorded on the General Medical History and Baseline Conditions eCRF.
[bookmark: _Ref367002258][bookmark: _Ref367002595][bookmark: _Toc380764868][bookmark: _Toc382385084][bookmark: _Toc382385392][bookmark: _Toc390501770][bookmark: _Toc392156365][bookmark: _Toc392156673][bookmark: _Toc403511980][bookmark: _Toc415502328][bookmark: _Toc415502626][bookmark: _Toc415823276][bookmark: _Toc423642833][bookmark: _Toc423643141][bookmark: _Toc427664897][bookmark: _Toc440570021]Hospitalization or Prolonged Hospitalization
Additional language may be needed depending on the trial. For example, some events that require hospitalization may be reported as adverse events rather than serious adverse events.
Cases of Accidental Overdose or Medication Error 
[bookmark: _Toc380764870][bookmark: _Toc382385086][bookmark: _Toc382385394][bookmark: _Toc390501772][bookmark: _Toc392156367][bookmark: _Toc392156675][bookmark: _Toc403511982][bookmark: _Toc415502330][bookmark: _Toc415502628][bookmark: _Toc415823278][bookmark: _Toc423642835][bookmark: _Toc423643143][bookmark: _Toc427664899][bookmark: _Toc440570023]Patient-Reported {or Observer-Reported} Outcome Data [If Applicable]
Safety Biomarker Data [If Applicable]

[bookmark: _Toc19623520]Immediate Reporting Requirements from Investigator to Sponsor
[bookmark: _Toc380764872][bookmark: _Toc382385088][bookmark: _Toc382385396][bookmark: _Toc390501774][bookmark: _Toc392156369][bookmark: _Toc392156677][bookmark: _Toc403511984][bookmark: _Toc415502332][bookmark: _Toc415502630][bookmark: _Toc415823280][bookmark: _Toc423642837][bookmark: _Toc423643145][bookmark: _Toc427664901][bookmark: _Toc440570025][bookmark: _Ref367002832][bookmark: _Ref367040579][bookmark: _Toc380764873][bookmark: _Toc382385089][bookmark: _Toc382385397][bookmark: _Toc390501775][bookmark: _Toc392156370][bookmark: _Toc392156678][bookmark: _Toc403511985][bookmark: _Toc415502333][bookmark: _Toc415502631][bookmark: _Toc415823281]Emergency Medical Contacts:
[bookmark: _Toc423642838][bookmark: _Toc423643146][bookmark: _Toc427664902][bookmark: _Toc440570026]Reporting Requirements for Serious Adverse Events and Adverse Events of Special Interest
[bookmark: _Toc380764874][bookmark: _Toc382385090][bookmark: _Toc382385398][bookmark: _Toc390501776][bookmark: _Toc392156371][bookmark: _Toc392156679][bookmark: _Toc403511986][bookmark: _Toc415502334][bookmark: _Toc415502632][bookmark: _Toc415823282][bookmark: _Toc423642839][bookmark: _Toc423643147][bookmark: _Toc427664903][bookmark: _Toc440570027]Events That Occur prior to Study Drug Initiation
After informed consent has been obtained but prior to initiation of study drug, only serious adverse events caused by a protocol-mandated intervention should be reported.
[bookmark: _Toc380764875][bookmark: _Toc382385091][bookmark: _Toc382385399][bookmark: _Toc390501777][bookmark: _Toc392156372][bookmark: _Toc392156680][bookmark: _Toc403511987][bookmark: _Toc415502335][bookmark: _Toc415502633][bookmark: _Toc415823283][bookmark: _Toc423642840][bookmark: _Toc423643148][bookmark: _Toc427664904][bookmark: _Toc440570028]Events That Occur after Study Drug Initiation
After initiation of study drug, serious adverse events and adverse events of special interest will be reported until {XX} after the final dose of study drug.
Reporting Requirements for Pregnancies
[bookmark: _Ref367025346][bookmark: _Ref367025369][bookmark: _Toc380764877][bookmark: _Toc382385093][bookmark: _Toc382385401][bookmark: _Toc390501779][bookmark: _Toc392156374][bookmark: _Toc392156682][bookmark: _Toc403511989][bookmark: _Toc415502337][bookmark: _Toc415502635][bookmark: _Toc415823285][bookmark: _Toc423642842][bookmark: _Toc423643150][bookmark: _Toc427664906][bookmark: _Toc440570030]Pregnancies in Female Patients
[bookmark: _Toc380764878][bookmark: _Toc382385094][bookmark: _Toc382385402][bookmark: _Toc390501780][bookmark: _Toc392156375][bookmark: _Toc392156683][bookmark: _Toc403511990][bookmark: _Toc415502338][bookmark: _Toc415502636][bookmark: _Toc415823286][bookmark: _Toc423642843][bookmark: _Toc423643151][bookmark: _Toc427664907][bookmark: _Toc440570031]Pregnancies in Female Partners of Male Patients [If Applicable]
[bookmark: _Toc380764879][bookmark: _Toc382385095][bookmark: _Toc382385403][bookmark: _Toc390501781][bookmark: _Toc392156376][bookmark: _Toc392156684][bookmark: _Toc403511991][bookmark: _Toc415502339][bookmark: _Toc415502637][bookmark: _Toc415823287][bookmark: _Toc423642844][bookmark: _Toc423643152][bookmark: _Toc427664908][bookmark: _Toc440570032]Follow-up on partner pregnancies may be required for some IMPs.
Abortions 
[bookmark: _Ref367025023][bookmark: _Toc380764881][bookmark: _Toc382385097][bookmark: _Toc382385405][bookmark: _Toc390501783][bookmark: _Toc392156378][bookmark: _Toc392156686][bookmark: _Toc403511993][bookmark: _Toc415502341][bookmark: _Toc415502639][bookmark: _Toc415823289][bookmark: _Toc423642846][bookmark: _Toc423643154][bookmark: _Toc427664910][bookmark: _Toc440570034]Congenital Anomalies/Birth Defects
1.1.22 Reporting Requirements for Medical Device Complaints [If Applicable]

[bookmark: _Toc380764882][bookmark: _Toc382385098][bookmark: _Toc382385406][bookmark: _Toc390501784][bookmark: _Toc392156379][bookmark: _Toc392156687][bookmark: _Toc403511994][bookmark: _Toc415502342][bookmark: _Toc415502640][bookmark: _Toc415823290][bookmark: _Toc423642847][bookmark: _Toc423643155][bookmark: _Toc427664911][bookmark: _Toc440570035][bookmark: _Toc19623521]Follow-Up of Patients after Adverse Events
Each adverse event should be followed up until the event has resolved to baseline grade or better, the event is assessed as stable, the patient is lost to follow-up, or the patient withdraws consent.
[bookmark: _Ref367025009][bookmark: _Ref367025208][bookmark: _Ref367025326][bookmark: _Ref367025436][bookmark: _Toc380764885][bookmark: _Toc382385101][bookmark: _Toc382385409][bookmark: _Toc390501787][bookmark: _Toc392156382][bookmark: _Toc392156690][bookmark: _Toc403511997][bookmark: _Toc415502345][bookmark: _Toc415502643][bookmark: _Toc415823293][bookmark: _Toc423642850][bookmark: _Toc423643158][bookmark: _Toc427664914][bookmark: _Toc440570038][bookmark: _Toc19623522]Adverse Events That Occur after the Adverse Event Reporting Period



[bookmark: _Toc19623523]STATISTICAL CONSIDERATIONS AND ANALYSIS PLAN
· Explicitly define analysis populations for efficacy and safety (explicit to the analysis time), including treatment group allocations (according to intended treatment vs. treatment received).
· Explicitly describe criteria that determine when analyses will occur (e.g., data cutoff date when a targeted number of investigator-assessed events has occurred, or minimum follow-up after last patient enrolled).  Provide similar information for any additional analyses intended to support labeling (e.g., a mature overall survival analysis well after a primary PFS analysis).
· Indicate how type I error control for multiplicity will be managed, or indicate that this will be described in the Statistical Analysis Plan (SAP). 
· Describe the plan for a structured benefit-risk analysis, if applicable.
· Indicate additional global considerations such as the following:
· Hypothesis tests will be two-sided unless otherwise indicated.
· Details of the analyses will be provided in the SAP.
[bookmark: _Toc19623524]Determination of Sample Size
[bookmark: _Toc19623525]Summaries of Conduct of Study
· List the variables that will be summarized to determine whether the integrity of the study was maintained, such as enrollment, study drug administration, major protocol deviations, integrity of the blind, and other data that have an impact on the general conduct of the study.  
· Describe the sources of data that will be used to assess study conduct (e.g., screening log, clinical database, monitoring reports) and the data that will be used from each.
· Indicate that descriptive statistics will be used in evaluating the conduct of the study.  
[bookmark: _Toc198014672][bookmark: _Toc198009410][bookmark: _Toc198004570][bookmark: _Toc196901058][bookmark: _Toc196820701][bookmark: _Toc196820609][bookmark: _Toc196814932][bookmark: _Toc193189434][bookmark: _Toc179950113][bookmark: _Toc179948719][bookmark: _Toc179693389][bookmark: _Toc172020826][bookmark: _Toc172020742][bookmark: _Toc171419177][bookmark: _Toc171419092][bookmark: _Toc171417604][bookmark: _Toc168397055][bookmark: _Toc168388805][bookmark: _Toc168386853][bookmark: _Toc167781332][bookmark: _Toc166929985][bookmark: _Toc166493139][bookmark: _Toc128989717][bookmark: _Toc115764431][bookmark: _Toc112035336][bookmark: _Toc111531684][bookmark: _Toc111524018][bookmark: _Toc111523795][bookmark: _Toc111523570][bookmark: _Toc105493657][bookmark: _Toc105487207][bookmark: _Toc105487128][bookmark: _Toc105487049][bookmark: _Toc105486970][bookmark: _Toc104099596][bookmark: _Toc104015797][bookmark: _Toc104015712][bookmark: _Toc104015627][bookmark: _Toc104015536][bookmark: _Toc102211618][bookmark: _Toc102211171][bookmark: _Toc102211090][bookmark: _Toc100054992][bookmark: _Toc100053530][bookmark: _Toc100052853][bookmark: _Toc100047237][bookmark: _Toc100035097][bookmark: _Toc100035018][bookmark: _Toc100034938][bookmark: _Toc100034864][bookmark: _Toc95899898][bookmark: _Toc95899826][bookmark: _Toc95899754][bookmark: _Toc82497344][bookmark: _Toc78790099][bookmark: _Toc78789649][bookmark: _Toc78789575][bookmark: _Toc78789501][bookmark: _Toc78789427][bookmark: _Toc78789353][bookmark: _Toc78789279][bookmark: _Toc78789205][bookmark: _Toc78789130][bookmark: _Toc78789056][bookmark: _Toc78788982][bookmark: _Toc78788840][bookmark: _Toc78788769][bookmark: _Toc78788693][bookmark: _Toc78788619][bookmark: _Toc78787264][bookmark: _Toc78787190][bookmark: _Toc78787115][bookmark: _Toc78787041][bookmark: _Toc78786967][bookmark: _Toc78786892][bookmark: _Toc78786821][bookmark: _Toc78784848][bookmark: _Toc78784768][bookmark: _Toc78784694][bookmark: _Toc78783995][bookmark: _Toc78708528][bookmark: _Toc78624463][bookmark: _Toc78615164][bookmark: _Toc78254699][bookmark: _Toc78254580][bookmark: _Toc78254473][bookmark: _Toc78254348][bookmark: _Toc78254277][bookmark: _Toc78254209][bookmark: _Toc78254141][bookmark: _Toc78254053][bookmark: _Toc78253502][bookmark: _Toc78253433][bookmark: _Toc78253256][bookmark: _Toc78252019][bookmark: _Toc78251949][bookmark: _Toc78251879][bookmark: _Toc465064089][bookmark: _Toc465062111][bookmark: _Toc198543550][bookmark: _Toc216246872][bookmark: _Toc225677070][bookmark: _Toc225677259][bookmark: _Toc225677357][bookmark: _Toc276558285][bookmark: _Toc276559489][bookmark: _Toc276563770][bookmark: _Toc276564500][bookmark: _Toc282690804][bookmark: _Toc283126025][bookmark: _Toc283126946][bookmark: _Toc283127333][bookmark: _Toc283127442][bookmark: _Toc283129076][bookmark: _Toc283129212][bookmark: _Toc283131849][bookmark: _Toc283761733][bookmark: _Toc286572244][bookmark: _Toc288057052][bookmark: _Toc288058638][bookmark: _Toc288587683][bookmark: _Toc288656048][bookmark: _Toc288656360][bookmark: _Toc288656638][bookmark: _Toc288728467][bookmark: _Toc288921330][bookmark: _Toc288921449][bookmark: _Toc288921625][bookmark: _Toc291587788][bookmark: _Toc291587911][bookmark: _Toc292963814][bookmark: _Toc294272039][bookmark: _Toc295280515][bookmark: _Toc295336189][bookmark: _Toc295336618][bookmark: _Toc295337371][bookmark: _Toc295385566][bookmark: _Toc295457805][bookmark: _Toc295458406][bookmark: _Toc295458552][bookmark: _Toc295664602][bookmark: _Toc295664908][bookmark: _Toc295685245][bookmark: _Toc295685393][bookmark: _Toc295685549][bookmark: _Toc299312694][bookmark: _Toc305497812][bookmark: _Toc305497961][bookmark: _Toc305498214][bookmark: _Toc305498374][bookmark: _Toc310593012][bookmark: _Toc310593608][bookmark: _Toc321380533][bookmark: _Toc321460837][bookmark: _Toc322084582][bookmark: _Toc326178729][bookmark: _Toc326179027][bookmark: _Toc326184859][bookmark: _Toc326759035][bookmark: _Toc326759331][bookmark: _Toc328031552][bookmark: _Toc332568904][bookmark: _Toc365292383][bookmark: _Toc366232247][bookmark: _Toc366232539][bookmark: _Toc370312973][bookmark: _Toc370316338][bookmark: _Toc370471412][bookmark: _Toc370799721][bookmark: _Toc371500683][bookmark: _Toc380918853][bookmark: _Toc382385579][bookmark: _Toc387271154][bookmark: _Toc387271446][bookmark: _Toc392156858][bookmark: _Toc392157152][bookmark: _Toc403512947][bookmark: _Toc415502809][bookmark: _Toc415812070][bookmark: _Toc415812364][bookmark: _Toc415822617][bookmark: _Toc423642855][bookmark: _Toc423643163][bookmark: _Toc427664919][bookmark: _Toc440570043][bookmark: _Toc19623526]Summaries of {Treatment Group Comparability} [or] {Demographic and Baseline Characteristics}
[bookmark: _Toc19623527]Efficacy Analyses
Primary Efficacy Endpoint
Secondary Efficacy Endpoints
Exploratory Efficacy Endpoints
[bookmark: _Toc19623528]Safety Analyses
· List all safety endpoints
· Indicate the patient groups (usually all patients) to be used in analyzing the safety variables.
· Describe methods for assessing, recording, and analyzing safety variables.
· Carefully define the time windows of adverse event onset that will be considered.
[bookmark: _Toc351371809][bookmark: _Toc351372130][bookmark: _Toc351553303][bookmark: _Toc360114332][bookmark: _Toc363831475][bookmark: _Toc363831798][bookmark: _Toc366916703][bookmark: _Toc366917033][bookmark: _Toc366957483][bookmark: _Toc367031443][bookmark: _Toc367031757][bookmark: _Toc367036152][bookmark: _Toc367036466][bookmark: _Toc367039265][bookmark: _Toc393452232][bookmark: _Toc393452532][bookmark: _Toc394306324][bookmark: _Toc415502357][bookmark: _Toc415502655][bookmark: _Toc415823305][bookmark: _Toc423642862][bookmark: _Toc423643170][bookmark: _Toc427664926][bookmark: _Toc440570050]Include subheadings only for studies with exploratory safety endpoints:] e.g. Analyses of Exposure, Adverse Event, Laboratory, Vital Sign, Immunogenicity Analyses [If Applicable]

[bookmark: _Toc19623529]Biomarker Analyses [If Applicable]
Although no formal statistical analysis of exploratory biomarkers will be performed, data may be analyzed in the context of this study and in aggregate with data from other studies.
[bookmark: _Toc19623530]Interim {Analysis} [or] {Analyses}
It is strongly advised that all studies allow for optional interim analyses.
[bookmark: _Toc19623531]DATA COLLECTION AND MANAGEMENT
[bookmark: _Toc380764901][bookmark: _Toc382385119][bookmark: _Toc382385427][bookmark: _Toc390501803][bookmark: _Toc392156400][bookmark: _Toc392156708][bookmark: _Toc403512015][bookmark: _Toc415502363][bookmark: _Toc415502661][bookmark: _Toc415823311][bookmark: _Toc423642868][bookmark: _Toc423643176][bookmark: _Toc427664932][bookmark: _Toc440570056][bookmark: _Toc19623532]Data Quality Assurance
[bookmark: _Toc380764902][bookmark: _Toc382385120][bookmark: _Toc382385428][bookmark: _Toc390501804][bookmark: _Toc392156401][bookmark: _Toc392156709][bookmark: _Toc403512016][bookmark: _Toc415502364][bookmark: _Toc415502662][bookmark: _Toc415823312][bookmark: _Toc423642869][bookmark: _Toc423643177][bookmark: _Toc427664933][bookmark: _Toc440570057][bookmark: _Toc19623533]Electronic Case Report Forms 
[bookmark: _Toc380764903][bookmark: _Toc382385121][bookmark: _Toc382385429][bookmark: _Toc390501805][bookmark: _Toc392156402][bookmark: _Toc392156710][bookmark: _Toc403512017][bookmark: _Toc415502365][bookmark: _Toc415502663][bookmark: _Toc415823313][bookmark: _Toc423642870][bookmark: _Toc423643178][bookmark: _Toc427664934][bookmark: _Toc440570058][bookmark: _Toc19623534][bookmark: _Toc380764920][bookmark: _Toc382385138][bookmark: _Toc382385446][bookmark: _Toc390501822][bookmark: _Toc392156419][bookmark: _Toc392156727][bookmark: _Toc403512034][bookmark: _Toc415502382][bookmark: _Toc415502680][bookmark: _Toc415823330][bookmark: _Toc423642887][bookmark: _Toc423643195][bookmark: _Toc427664951][bookmark: _Toc440570075]Electronic Patient- {and Clinician- [and/or Observer-]} Reported Outcome Data [If Applicable]
[bookmark: _Toc19623535]Source Data Documentation
Before study initiation, the source documents that will need to be examined during monitoring visits to validate critical protocol data elements should be prospectively determined. 
[bookmark: _Ref367025392][bookmark: _Toc380764906][bookmark: _Toc382385124][bookmark: _Toc382385432][bookmark: _Toc390501808][bookmark: _Toc392156405][bookmark: _Toc392156713][bookmark: _Toc403512020][bookmark: _Toc415502368][bookmark: _Toc415502666][bookmark: _Toc415823316][bookmark: _Toc423642873][bookmark: _Toc423643181][bookmark: _Toc427664937][bookmark: _Toc440570061][bookmark: _Toc19623536]Retention of Records

[bookmark: _Toc380764907][bookmark: _Toc382385125][bookmark: _Toc382385433][bookmark: _Toc390501809][bookmark: _Toc392156406][bookmark: _Toc392156714][bookmark: _Toc403512021][bookmark: _Toc415502369][bookmark: _Toc415502667][bookmark: _Toc415823317][bookmark: _Toc423642874][bookmark: _Toc423643182][bookmark: _Toc427664938][bookmark: _Toc440570062][bookmark: _Toc19623537]ETHICAL CONSIDERATIONS
[bookmark: _Toc380764908][bookmark: _Toc382385126][bookmark: _Toc382385434][bookmark: _Toc390501810][bookmark: _Toc392156407][bookmark: _Toc392156715][bookmark: _Toc403512022][bookmark: _Toc415502370][bookmark: _Toc415502668][bookmark: _Toc415823318][bookmark: _Toc423642875][bookmark: _Toc423643183][bookmark: _Toc427664939][bookmark: _Toc440570063][bookmark: _Toc19623538]Compliance with Laws and Regulations
[bookmark: _Toc380764909][bookmark: _Toc382385127][bookmark: _Toc382385435][bookmark: _Toc390501811][bookmark: _Toc392156408][bookmark: _Toc392156716][bookmark: _Toc403512023][bookmark: _Toc415502371][bookmark: _Toc415502669][bookmark: _Toc415823319][bookmark: _Toc423642876][bookmark: _Toc423643184][bookmark: _Toc427664940][bookmark: _Toc440570064][bookmark: _Toc19623539]Informed Consent
[bookmark: _Toc380764910][bookmark: _Toc382385128][bookmark: _Toc382385436][bookmark: _Toc390501812][bookmark: _Toc392156409][bookmark: _Toc392156717][bookmark: _Toc403512024][bookmark: _Toc415502372][bookmark: _Toc415502670][bookmark: _Toc415823320][bookmark: _Toc423642877][bookmark: _Toc423643185][bookmark: _Toc427664941][bookmark: _Toc440570065][bookmark: _Toc19623540]Institutional Review Board or Ethics Committee
This protocol, the Informed Consent Forms, any information to be given to the patient, and relevant supporting information must be submitted to the IRB/EC by the Principal Investigator and reviewed and approved by the IRB/EC before the study is initiated.  In addition, any patient recruitment materials must be approved by the IRB/EC. 
[bookmark: _Toc380764913][bookmark: _Toc382385131][bookmark: _Toc382385439][bookmark: _Toc390501815][bookmark: _Toc392156412][bookmark: _Toc392156720][bookmark: _Toc403512027][bookmark: _Toc415502375][bookmark: _Toc415502673][bookmark: _Toc415823323][bookmark: _Toc423642880][bookmark: _Toc423643188][bookmark: _Toc427664944][bookmark: _Toc440570068][bookmark: _Toc19623541]STUDY DOCUMENTATION, MONITORING, AND ADMINISTRATION
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Per 21 CFR 312.30(b), a protocol amendment is warranted when a change significantly affects the safety of patients or (for Phase II or III) affects the scope of the investigation or the scientific quality of the study.  Per the EC Clinical Trials Directive, a protocol amendment is warranted when changes are substantial and are likely to have an impact on the safety of the trial patients or to change the interpretation of the scientific documents in support of the conduct of the trial, or if they are otherwise significant.
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