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1. Participants with a known hypersensitivity/allergy to the [intervention].

2. Participants who are actively participating in an experimental therapy study or who have received experimental therapy within the last [XX weeks/months].

3. Participants who are a poor medical risk because of other systemic diseases or active uncontrolled infections.
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A participant may be withdrawn from the study due to the reasons listed below including, but not limited to:
a new health condition appears that is suspected to require care or medications prohibited by the protocol

it is in the participant's best interest according to the Investigator's clinical judgment

the Sponsor terminates the study
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6.1 [bookmark: _Toc381624445][bookmark: _Toc381624571][bookmark: _Toc381624829][bookmark: _Toc381624961][bookmark: _Toc381625357][bookmark: _Toc388863352][bookmark: _Toc388863478][bookmark: _Toc388863604][bookmark: _Toc528057517]Investigational Product Description

Brand or Product Name: [insert]
Generic Name: [insert; if applicable]
DIN or NHN: [insert; if applicable]

(Briefly describe product, including pharmacological class, indication and mechanism of action as applicable.)

6.1.1 [bookmark: _Toc528057518]Expected Side Effects

(Summary of expected side effects from Product Monograph or Investigator’s Brochure. Bullet point list acceptable.)

(Use content-specific heading: e.g. [Product X] Formulation. 

<Type here>

6.1.2 [bookmark: _Toc528057519][bookmark: _Toc381624448][bookmark: _Toc381624574][bookmark: _Toc381624832][bookmark: _Toc381624964][bookmark: _Toc381625360][bookmark: _Toc388863354][bookmark: _Toc388863480][bookmark: _Toc388863606]Formulation, Storage and Handling

(Describe the Investigational Product (IP) form, and how it is supplied. Describe reconstitution procedures and other preparation for IP administration. Describe storage and handling conditions. State that IP should be stored in a secure, locked facility accessible only to authorized study personnel.)

<Type here>

6.2 [bookmark: _Toc381624447][bookmark: _Toc381624573][bookmark: _Toc381624831][bookmark: _Toc381624963][bookmark: _Toc381625359][bookmark: _Toc388863356][bookmark: _Toc388863482][bookmark: _Toc388863608][bookmark: _Toc528057520][bookmark: _Toc381624450][bookmark: _Toc381624576][bookmark: _Toc381624834][bookmark: _Toc381624966][bookmark: _Toc381625362]Comparative Treatment or Placebo (Change heading text based on study)

Product Name: [insert]
Generic Name: [insert; if applicable]
DIN or NHN: [insert; if applicable]

(Briefly describe comparator product, including pharmacological class, indication and mechanism of action as applicable.)

6.2.1 [bookmark: _Toc528057521]Expected Side Effects

<Type here>

6.2.2 [bookmark: _Toc528057522]Formulation, Storage and Handling

<Type here>
[bookmark: _Toc388863357][bookmark: _Toc388863483][bookmark: _Toc388863609]
6.3 [bookmark: _Toc528057523]Packaging and Labelling

(Describe how product is package e.g. vials/tubes/containers/packages and how much is contained e.g. X number in blister pack, X mL, X mg/mL. State that the product will be labeled as Investigational Product in accordance with applicable regulations. Include listing of inactive ingredients if appropriate.)

6.4 [bookmark: _Toc528057524]Study Product Supply and Accountability

(Describe how Investigational Product (IP) will be supplied, e.g. through pharmacy, and how IP accountability will be handled.)

<Type here>

6.5 [bookmark: _Toc528057525]Dosing and Administration

(Describe the treatments to be administered to each arm of the study including name[s] of all product[s], dose[s], dosing schedule[s], route/mode[s] of administration, and the treatment period[s] including follow-up period for each individual participant. If the study is controlled, you can use separate subsections for the Investigational Product[s] and/or comparative treatment, if appropriate.)

<Type here>

6.6 [bookmark: _Toc381624455][bookmark: _Toc381624581][bookmark: _Toc381624839][bookmark: _Toc381624971][bookmark: _Toc381625367][bookmark: _Toc388863362][bookmark: _Toc388863488][bookmark: _Toc388863614][bookmark: _Toc528057526]Dose Reduction or Modification (Remove if not applicable)

(State any criteria or circumstances for dose reduction or modification, for safety reasons or other.)

<Type here>

6.7 [bookmark: _Toc381624456][bookmark: _Toc381624582][bookmark: _Toc381624840][bookmark: _Toc381624972][bookmark: _Toc381625368][bookmark: _Toc388863363][bookmark: _Toc388863489][bookmark: _Toc388863615][bookmark: _Toc528057527]Concomitant Medications/Natural Remedies/Foods

(State any medication[s]/treatment[s] permitted, prior to and during the study.)

(Sample text)

There are no restrictions on the use of concomitant medications in the study. Concomitant medications will be collected at study visits and recorded in the CRF.

<Type here>

6.8 [bookmark: _Toc381624457][bookmark: _Toc381624583][bookmark: _Toc381624841][bookmark: _Toc381624973][bookmark: _Toc381625369][bookmark: _Toc388863364][bookmark: _Toc388863490][bookmark: _Toc388863616][bookmark: _Toc528057528]Concomitant Alcohol and “Street” Drug Use (Remove if not applicable)

(Describe in detail if alcohol or illicit drug use is allowed/restricted/prohibited during the study. Indicate whether or not alcohol/drug use is to be monitored, and the procedures to be used for such monitoring.)

<Type here>

6.9 [bookmark: _Toc381624458][bookmark: _Toc381624584][bookmark: _Toc381624842][bookmark: _Toc381624974][bookmark: _Toc381625370][bookmark: _Toc388863365][bookmark: _Toc388863491][bookmark: _Toc388863617][bookmark: _Toc528057529]Prohibited Medications and Procedures (Remove if not applicable)

(State any medication[s]/treatment[s] and procedures prohibited prior to and during the study.)

<Type here>

6.10 [bookmark: _Toc381624459][bookmark: _Toc381624585][bookmark: _Toc381624843][bookmark: _Toc381624975][bookmark: _Toc381625371][bookmark: _Toc388863366][bookmark: _Toc388863492][bookmark: _Toc388863618][bookmark: _Toc528057530]Precautionary Medications and Procedures (Remove if not applicable)

(State any medication[s]/treatment[s] and procedures that are precautionary prior to and during the study.)

<Type here>

6.11 [bookmark: _Toc381624460][bookmark: _Toc381624586][bookmark: _Toc381624844][bookmark: _Toc381624976][bookmark: _Toc381625372][bookmark: _Toc388863367][bookmark: _Toc388863493][bookmark: _Toc388863619][bookmark: _Toc528057531]Prophylactic Medications and Procedures (Remove if not applicable)

(State any medication[s]/treatment[s] and procedures that are precautionary prior to and during the study.)

<Type here>

6.12 [bookmark: _Toc381624461][bookmark: _Toc381624587][bookmark: _Toc381624845][bookmark: _Toc381624977][bookmark: _Toc381625373][bookmark: _Toc388863368][bookmark: _Toc388863494][bookmark: _Toc388863620][bookmark: _Toc528057532]Rescue Medications (Remove if not applicable)

(State any rescue medication[s]/treatment[s] permitted during the study.)

<Type here>

6.13 [bookmark: _Toc381624462][bookmark: _Toc381624588][bookmark: _Toc381624846][bookmark: _Toc381624978][bookmark: _Toc381625374][bookmark: _Toc388863369][bookmark: _Toc388863495][bookmark: _Toc388863621][bookmark: _Toc528057533]Participant Access to Study Medication at Study Closure

(Describe if and how participants can access study medication at the end of study, including compassionate use or standard of care.)

<Type here>

7. [bookmark: _Toc528057534][bookmark: _Toc381624463][bookmark: _Toc381624589][bookmark: _Toc381624847][bookmark: _Toc381624979][bookmark: _Toc381625375][bookmark: _Toc388863370][bookmark: _Toc388863496][bookmark: _Toc388863622]RISK MANAGEMENT

7.1 [bookmark: _Toc381624464][bookmark: _Toc381624590][bookmark: _Toc381624848][bookmark: _Toc381624980][bookmark: _Toc381625376][bookmark: _Toc388863371][bookmark: _Toc388863497][bookmark: _Toc388863623][bookmark: _Toc528057535]Acceptable Methods of Birth Control (Remove if not applicable)

(If applicable to population, describe acceptable methods of birth control.)

(Sample text)

While abstinence from sexual activity is the only certain method to prevent pregnancy, female participants of childbearing potential who are or who anticipate the possibility of becoming sexually active with a male partner during the study and for X months after study completion must practice an acceptable method of contraception such as:

1. Double barrier methods (acceptable barrier methods include diaphragm, coil, contraceptive foam, sponge with spermicide, condom); or
2. Oral, injectable or implant contraceptives plus one barrier method; or
3. IUD plus one barrier method; or
4. A method of birth control considered acceptable by the trial physician.

Participants using hormone-based contraceptives (pills, injection or implant) must have used them consistently for a minimum of 30 days before the start of the study.

Male participants who are or anticipate the possibility of becoming sexually active during the study and for X months after study completion must practice an acceptable method of contraception such as:

1. Previous vasectomy; or
2. Use of a condom plus spermicide, plus relationship with a female partner who practices an acceptable method of contraception (see above).

Contraceptive measures will be reviewed with participants at all study visits over the course of the study.

7.2 [bookmark: _Toc381624466][bookmark: _Toc381624592][bookmark: _Toc381624850][bookmark: _Toc381624982][bookmark: _Toc381625378][bookmark: _Toc388863373][bookmark: _Toc388863499][bookmark: _Toc388863625][bookmark: _Toc528057536]Mental Health Support (Remove if not applicable)

(If applicable, describe any mental health support that will be provided during the trial either routine or due to an event/diagnostic information.)

<Type here>

7.3 [bookmark: _Toc528057537]Risk Management

(Describe the steps that will be taken to minimize risk in study.)

(Sample text)

Risk minimization, management, and assessment procedures have been implemented in the study to minimize and assess potential risks to participants who participate in this clinical study with [insert Investigational Product]. Components include: (1) specific study entry and exclusion criteria to ensure that participants who have underlying characteristics that potentially increase their risk for an adverse outcome are excluded [modify accordingly based on protocol]; (2) protocol-specific procedures for minimizing and managing certain AEs, such as [list examples]; (3) overview surveillance by an independent Data Safety Monitoring Committee [if applicable]; (4) ongoing follow-up (X months total) for safety monitoring purposes [if applicable]; (5) [list additional as applicable to the study].

8. [bookmark: _Toc381624467][bookmark: _Toc381624593][bookmark: _Toc381624851][bookmark: _Toc381624983][bookmark: _Toc381625379][bookmark: _Toc388863374][bookmark: _Toc388863500][bookmark: _Toc388863626][bookmark: _Toc528057538]CLINICAL AND LABORATORY EVALUATIONS

8.1 [bookmark: _Toc381624468][bookmark: _Toc381624594][bookmark: _Toc381624852][bookmark: _Toc381624984][bookmark: _Toc381625380][bookmark: _Toc388863375][bookmark: _Toc388863501][bookmark: _Toc388863627][bookmark: _Toc528057539]Clinical Evaluations

[bookmark: _Toc99352630][bookmark: _Toc99354023][bookmark: _Toc99354339][bookmark: _Toc99355805][bookmark: _Toc99358108][bookmark: _Toc53202816][bookmark: _Toc106679493][bookmark: _Toc106780270][bookmark: _Toc130962052][bookmark: _Toc135810462][bookmark: _Toc136250412][bookmark: _Toc41703561](Describe in detail the clinical evaluations that will be done in the study (e.g. medical history, medication history, physical exam, questionnaires, ECG's, biopsies, etc..))

See Section 9.1 Table XX: Schedule of Events

8.2 [bookmark: _Toc381624469][bookmark: _Toc381624595][bookmark: _Toc381624853][bookmark: _Toc381624985][bookmark: _Toc381625381][bookmark: _Toc388863376][bookmark: _Toc388863502][bookmark: _Toc388863628][bookmark: _Toc528057540]Laboratory Evaluations and Specimen Collection (Remove if not applicable)

(If clinical laboratory tests are to be done, include a table or summarize in paragraph form using subheadings as appropriate. Tests should be specific to your study and may or may not include all parameters listed in Table 1.)

(This section should also describe the various research assays to be employed in the study.)

Table 1: Clinical Laboratory Tests (Remove if Not Applicable)

	Hematology
	Serum Chemistry
	Urinalysis
	Serology
	Illicit Drugs
	Other

	· <Type here>
· 
	· <Type here>
· 
	· <Type here>
· 
	· <Type here>
· 
	· <Type here>
· 
	· <Type here>
· 



(Describe how specimens are to be collected e.g. standard-of-care through local labs, collected, processed and stored on-site, a mixture of the two, etc..)

<Type here>

8.3 [bookmark: _Toc528057541]Questionnaires and/or Scales (Remove if not applicable)

(Describe any questionnaires and scales to be used in the study. Section should be subdivided into questionnaires and scales administered or completed by:
· Study staff
· Study participants 
as applicable.

As much as possible, questionnaires and scales should be validated and references provided accordingly. If study-specific questionnaires or scales are used, each must be included as an Appendix and cross-referenced in this section.)

<Type here>


8.4 [bookmark: _Toc381624470][bookmark: _Toc381624596][bookmark: _Toc381624854][bookmark: _Toc381624986][bookmark: _Toc381625382][bookmark: _Toc388863377][bookmark: _Toc388863503][bookmark: _Toc388863629][bookmark: _Toc528057542]Stored Research Specimens and Plans for Possible Future Testing (Remove if not applicable)

(Describe what samples are to be stored for future use, where and for what type of testing/use, if known. Indicate if genetic testing will be performed. Indicate if the specimens may be used in any other research under this or other protocols for which separate signed informed consent documents will be obtained. Indicate whether or not lab materials are being supplied (e.g. are blood tubes, slides, labels, cryovials, shippers, etc. being supplied by the sponsor, or does the site have to provide any of these items?).

<Type here>


9. [bookmark: _Toc381624472][bookmark: _Toc381624598][bookmark: _Toc381624856][bookmark: _Toc381624988][bookmark: _Toc381625384][bookmark: _Toc388863379][bookmark: _Toc388863505][bookmark: _Toc388863631][bookmark: _Toc528057543]STUDY PROCEDURES

9.1 [bookmark: _Toc381624473][bookmark: _Toc381624599][bookmark: _Toc381624857][bookmark: _Toc381624989][bookmark: _Toc381625385][bookmark: _Toc388863380][bookmark: _Toc388863506][bookmark: _Toc388863632][bookmark: _Toc528057544]Schedule of Events

(Include the schedule of procedures/assessments in this section. See example below – consider landscape orientation if study contains numerous visits. Table should match the assessments described in the text.)

Table 2: Schedule of Events
 
	Visit Type
	Screening
	Study Visits

	
	
	Baseline
	
	
	
	End of Tx
	Safety Follow-up

	Visit Window 

Procedures: 
	-4 to 0 weeks
	D1, W1
	
	
	
	
	

	Informed Consent
	X
	
	
	
	
	
	

	Eligibility Assessment
	X
	
	
	
	
	
	

	Medical History
	
	
	
	
	
	
	

	[insert study-specific]
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	
	
	
	
	
	
	
	

	Adverse Events 
	
	X
	
	
	
	X
	X

	Concomitant Medications
	
	X
	
	
	
	X
	X


[footnotes]


9.2 [bookmark: _Toc381624475][bookmark: _Toc381624601][bookmark: _Toc381624859][bookmark: _Toc381624991][bookmark: _Toc381625387][bookmark: _Toc388863382][bookmark: _Toc388863508][bookmark: _Toc388863634][bookmark: _Toc528057545]Screening Visit (-4 to 0 weeks)

(Describe procedures to be done at screening visit. Indicate the study visit window related to the Baseline/Randomization visit as well as the amount of time the visit will require. Use bullet points.)

<Type here>
· <Type here>


9.3 [bookmark: _Toc381624476][bookmark: _Toc381624602][bookmark: _Toc381624860][bookmark: _Toc381624992][bookmark: _Toc381625388][bookmark: _Toc388863383][bookmark: _Toc388863509][bookmark: _Toc388863635][bookmark: _Toc528057546]Baseline Visit (Day 1, Week 1)

(Describe procedures to be done at baseline visit. and indicate the time required. If the Randomization visit is separate from the Baseline visit, then describe in detail all procedures required for EACH visit.)

<Type here>
· <Type here>


9.4 [bookmark: _Toc381624478][bookmark: _Toc381624604][bookmark: _Toc381624862][bookmark: _Toc381624994][bookmark: _Toc381625390][bookmark: _Toc388863385][bookmark: _Toc388863511][bookmark: _Toc388863637][bookmark: _Toc528057547]Visit [no.] (Day X, Week X)

<Type here>
· <Type here>

[bookmark: _Toc381624479][bookmark: _Toc381624605][bookmark: _Toc381624863][bookmark: _Toc381624995][bookmark: _Toc381625391][bookmark: _Toc388863386][bookmark: _Toc388863512][bookmark: _Toc388863638]
[Add further Visit numbers based on Schedule of Events]

9.5 [bookmark: _Toc528057548][bookmark: _Toc381624481][bookmark: _Toc381624607][bookmark: _Toc381624865][bookmark: _Toc381624997][bookmark: _Toc381625393][bookmark: _Toc388863388][bookmark: _Toc388863514][bookmark: _Toc388863640]Final Treatment Visit

(Describe procedures to be conducted at the final treatment study visit.)

<Type here>
· <Type here>


9.6 [bookmark: _Toc528057549]Safety Follow-up Visit

(Describe procedures to be conducted at the safety follow-up visit.)

<Type here>

9.7 [bookmark: _Toc528057550]Early Termination Visit

(Decribe procedures to be conducted at the early termination visit. This visit should include all procedures to be conducted at the final study visit. If procedures are the same as the final study visit, simply cross-reference to the appropriate section. Any specific early termination visit procedures should be listed in this section. Indicate if there will be a 30-day post follow-up safety visit for participants who stop the trial early.)

<Type here>


9.8 [bookmark: _Toc381624483][bookmark: _Toc381624609][bookmark: _Toc381624867][bookmark: _Toc381624999][bookmark: _Toc381625395][bookmark: _Toc388863390][bookmark: _Toc388863516][bookmark: _Toc388863642][bookmark: _Toc528057551]Re-contact of Participants after Trial Termination

(Describe circumstances, rationale and procedure for re-contacting participants after trial termination, if applicable.)

<Type here>

10. [bookmark: _Toc381624484][bookmark: _Toc381624610][bookmark: _Toc381624868][bookmark: _Toc381625000][bookmark: _Toc381625396][bookmark: _Toc388863391][bookmark: _Toc388863517][bookmark: _Toc388863643][bookmark: _Toc528057552]EVALUATION, RECORDING, AND REPORTING OF ADVERSE EVENTS	

10.1 [bookmark: _Toc381624485][bookmark: _Toc381624611][bookmark: _Toc381624869][bookmark: _Toc381625001][bookmark: _Toc381625397][bookmark: _Toc388863392][bookmark: _Toc388863518][bookmark: _Toc388863644][bookmark: _Toc528057553]Definitions

10.1.1 [bookmark: _Toc381624486][bookmark: _Toc381624612][bookmark: _Toc381624870][bookmark: _Toc381625002][bookmark: _Toc381625398][bookmark: _Toc388863393][bookmark: _Toc388863519][bookmark: _Toc388863645][bookmark: _Toc528057554]Adverse Event (AE)

(Sample text)

An AE is any untoward medical occurrence in a patient or clinical investigation participant, administered a study medication/intervention, which does not necessarily have a causal relationship with this treatment. An AE can therefore be any unfavorable and unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated with the use of a medicinal (investigational) study medication/intervention, whether or not related to the medicinal (investigational) study medication/intervention.

During each follow-up visit with the participant, information on AEs will be gathered and documented accordingly. AEs will be graded as mild, moderate, severe or life-threatening and assessed by causality as probably related, possibly related, unlikely to be related or not related to the [Investigational Product (Arm X only)].

Stable chronic conditions which are present prior to clinical trial entry and do not worsen are not considered AEs and will be accounted for in the participant’s medical history.

10.1.2 [bookmark: _Toc381624487][bookmark: _Toc381624613][bookmark: _Toc381624871][bookmark: _Toc381625003][bookmark: _Toc381625399][bookmark: _Toc388863394][bookmark: _Toc388863520][bookmark: _Toc388863646][bookmark: _Ref389479994][bookmark: _Ref389480412][bookmark: _Toc528057555]Serious Adverse Events (SAEs)

(Sample text)

An SAE is defined as an AE meeting one of the following criteria at any dose:

· Results in death during the period of protocol-defined surveillance
· Is a life-threatening event (defined as a participant at immediate risk of death at the time of the event)
· Results in in-patient hospitalization or prolongation of existing hospitalization during the period of protocol-defined surveillance 
· Results in persistent or significant disability or incapacity (disability is defined as a substantial disruption of a person's ability to conduct normal life functions)
· Is a congenital anomaly or birth defect

Any other important medical event that may not result in one of the above outcomes, may be considered a SAE when, based upon appropriate medical judgment, the event may jeopardize the participant and may require medical or surgical intervention to prevent one of the outcomes listed above. 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 in-patient hospitalization, or the development of drug dependency or drug abuse.

Participants will be monitored during the XX-week study period for SAEs. If an SAE is ongoing at the time a participant discontinues/completes the study, the SAE will be followed until the Investigator agrees that the event is satisfactorily resolved, becomes chronic, or that no further follow-up is required.
	
10.2 [bookmark: _Toc381624488][bookmark: _Toc381624614][bookmark: _Toc381624872][bookmark: _Toc381625004][bookmark: _Toc381625400][bookmark: _Toc388863395][bookmark: _Toc388863521][bookmark: _Toc388863647][bookmark: _Toc528057556]AE Descriptions and Recording

10.2.1 [bookmark: _Toc381624489][bookmark: _Toc381624615][bookmark: _Toc381624873][bookmark: _Toc381625005][bookmark: _Toc381625401][bookmark: _Toc388863396][bookmark: _Toc388863522][bookmark: _Toc388863648][bookmark: _Toc528057557]Intensity

[Describe the intensity (severity) scale that will be used for grading of AEs. The type of scale chosen should be relevant to the research being conduct. Common scales include:
· Division of AIDS (DAIDS) Table for Grading the Severity of Adult and Pediatric Adverse Events (http://rsc.tech-res.com/document/safetyandpharmacovigilance/table_for_grading_severity_of_adult_pediatric_adverse_events.pdf).
· Common Terminology Criteria for Adverse Events (CTCAE) (https://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm)]

10.2.2 [bookmark: _Toc381624490][bookmark: _Toc381624616][bookmark: _Toc381624874][bookmark: _Toc381625006][bookmark: _Toc381625402][bookmark: _Toc388863397][bookmark: _Toc388863523][bookmark: _Toc388863649][bookmark: _Toc528057558]Relationship to Study Treatment	

[bookmark: _Toc381624491][bookmark: _Toc381624617][bookmark: _Toc381624875][bookmark: _Toc381625007][bookmark: _Toc381625403][bookmark: _Toc388863398][bookmark: _Toc388863524][bookmark: _Toc388863650](Sample text)

For all collected AEs (including SAEs), the clinician who examines and evaluates the participant will determine the AE’s causality based on temporal relationship and his/her clinical judgment. The degree of certainty about causality will be graded using the categories below:

[bookmark: _Toc130962074][bookmark: _Toc135810488][bookmark: _Toc136250438][bookmark: _Toc130962070][bookmark: _Toc130979419][bookmark: _Toc135810484][bookmark: _Toc136250434]Definitely Related: There is clear evidence to suggest a causal relationship, and other possible contributing factors can be ruled out. The clinical event, including an abnormal laboratory test result, occurs in a plausible time relationship to Investigational Product administration and cannot be explained by concurrent disease or other products or chemicals. The response to withdrawal of the product (de-challenge) should be clinically plausible. The event must be pharmacologically or phenomenologically definitive, with use of a satisfactory re-challenge procedure if necessary.

[bookmark: _Toc130962071][bookmark: _Toc130979420][bookmark: _Toc135810485][bookmark: _Toc136250435]Probably Related: There is evidence to suggest a causal relationship, and the influence of other factors is unlikely. The clinical event, including an abnormal laboratory test result, occurs within a reasonable time sequence to administration of the Investigational Product, is unlikely to be attributed to concurrent disease or other products or chemicals, and follows a clinically reasonable response on withdrawal (de-challenge). Re-challenge information is not required to fulfill this definition.

[bookmark: _Toc130962072][bookmark: _Toc130979421][bookmark: _Toc135810486][bookmark: _Toc136250436]Possibly Related: There is some evidence to suggest a causal relationship (e.g., the event occurred within a reasonable time after administration of the trial medication). However, the influence of other factors may have contributed to the event (e.g., the participant’s clinical condition, other concomitant events). Although an adverse drug event may rate only as “possibly related” soon after discovery, it can be flagged as requiring more information and later be upgraded to “probably related” or “definitely related”, as appropriate.

[bookmark: _Toc130962073][bookmark: _Toc130979422][bookmark: _Toc135810487][bookmark: _Toc136250437]Unlikely: A clinical event, including an abnormal laboratory test result, whose temporal relationship to Investigational Product administration makes a causal relationship improbable (e.g., the event did not occur within a reasonable time after administration of the trial medication) and in which other products or chemicals or underlying disease provides plausible explanations (e.g., the participant’s clinical condition, other concomitant treatments).

Not related: The AE is completely independent of Investigational Product administration, and/or evidence exists that the event is definitely related to another etiology. There must be an alternative, definitive etiology documented by the clinician.

10.3 [bookmark: _Toc528057559]Reporting and Evaluation of SAEs and Other Clinically Significant AEs

10.3.1 [bookmark: _Toc381624492][bookmark: _Toc381624618][bookmark: _Toc381624876][bookmark: _Toc381625008][bookmark: _Toc381625404][bookmark: _Toc388863399][bookmark: _Toc388863525][bookmark: _Toc388863651][bookmark: _Toc528057560]SAEs

(Sample text)

All SAEs which occur during the course of the study must be reported to [insert name of organization] within 24 hours of the site becoming aware of the event. [CTN or CHÉOS or Sponsor/Sponsor-Investigator] will be responsible for reporting SAEs to Health Canada on behalf of the Sponsor/Sponsor-Investigator (choose appropriate title)]. 

SAEs will be reported to:

	[insert name of organization]

	Attention:
	(Project Manager)

	Phone: 
	<Type here>

	Fax: 
	<Type here>

	E-mail: 
	<Type here>




10.3.2 [bookmark: _Toc381624493][bookmark: _Toc381624619][bookmark: _Toc381624877][bookmark: _Toc381625009][bookmark: _Toc381625405][bookmark: _Toc388863400][bookmark: _Toc388863526][bookmark: _Toc388863652][bookmark: _Toc528057561]Other Clinically Significant AEs (if applicable)	

(This is a protocol-specific section; remove heading if not needed.)

10.4 [bookmark: _Toc381624494][bookmark: _Toc381624620][bookmark: _Toc381624878][bookmark: _Toc381625010][bookmark: _Toc381625406][bookmark: _Toc388863401][bookmark: _Toc388863527][bookmark: _Toc388863653][bookmark: _Toc528057562]Events Due to Disease Progression (if applicable)	

(This section is to be used only when disease progression is expected to result in a large number of AEs that may confound the study and the study is blinded.)

(Sample text)

Events that are judged to be unequivocally due to disease progression should be recorded in the source documents, but not reported as AEs. Accordingly, events that meet the criteria of SAEs (refer to Section 10.1.2) but that are judged unequivocally due to disease progression should not be reported as SAEs. For example, if a participant is hospitalized or dies due to unequivocal disease progression, the events associated with the disease progression should not be reported as SAEs.

10.5 [bookmark: _Toc381624495][bookmark: _Toc381624621][bookmark: _Toc381624879][bookmark: _Toc381625011][bookmark: _Toc381625407][bookmark: _Toc388863402][bookmark: _Toc388863528][bookmark: _Toc388863654][bookmark: _Toc528057563]Follow-up for Adverse Events

(Sample text)

Any AE that occurs between the time that a study participant is randomized and the time that s/he departs the study at the end of the final study visit (or at the time of early discontinuation of the participant from the study for any reason) will be captured and recorded. At each contact with the participant, the investigator (or designate) must seek information on AEs by specific questioning and, as appropriate, by examination.

AEs that had previously been reported by the study participant will also be reassessed for duration, intensity and possible reoccurrence. Assessment of safety will include clinical observation and monitoring of [list specific testing].

All AEs (including SAEs) will be followed until resolution or until the investigator and the clinical/medical monitor are in agreement that the AE has resolved, stabilized or become chronic and no further follow-up is required.

10.6 [bookmark: _Toc381624496][bookmark: _Toc381624622][bookmark: _Toc381624880][bookmark: _Toc381625012][bookmark: _Toc381625408][bookmark: _Toc388863403][bookmark: _Toc388863529][bookmark: _Toc388863655][bookmark: _Toc528057564]Pregnancy Follow-up

(This section is to be used when applicable for the study (e.g., it will not apply to studies that include only men, and it will likely not apply to studies in elderly populations. Sample text is as follows.)

If a participant becomes pregnant during the study, the Investigator must inform the Sponsor and collect follow-up data regarding the pregnancy, birth, and status of the child. The Sponsor will provide special CRFs for data collection in the case of pregnancy. Follow-up should be continued until study close-out at the study centre. After close-out, the Sponsor will continue to obtain follow-up information.

Pregnancy should be recorded as a protocol deviation if it is included in the exclusion criteria. Pregnancy is not an adverse event; however, any complication related to pregnancy would be considered an adverse event. Refer to Section 10.1.2.
 
11. [bookmark: _Toc381624497][bookmark: _Toc381624623][bookmark: _Toc381624881][bookmark: _Toc381625013][bookmark: _Toc381625409][bookmark: _Toc388863404][bookmark: _Toc388863530][bookmark: _Toc388863656][bookmark: _Toc528057565]STATISTICAL CONSIDERATIONS
	
11.1 [bookmark: _Toc381624498][bookmark: _Toc381624624][bookmark: _Toc381624882][bookmark: _Toc381625014][bookmark: _Toc381625410][bookmark: _Toc388863405][bookmark: _Toc388863531][bookmark: _Toc388863657][bookmark: _Toc528057566]General Study Design

(Describe the study design characteristics that are relevant to the statistical considerations.)

<Type here>

11.2 [bookmark: _Toc381624499][bookmark: _Toc381624625][bookmark: _Toc381624883][bookmark: _Toc381625015][bookmark: _Toc381625411][bookmark: _Toc388863406][bookmark: _Toc388863532][bookmark: _Toc388863658][bookmark: _Toc528057567]Sample Size Considerations/Justification	

(Specify how the sample size for the study was determined. The endpoint used in any calculations should be stated as well as any assumptions regarding the variability, prevalence, relative difference between groups, etc. in the outcome. Provide calculations for a range of values when the input values are highly uncertain. Statistical power, precision of estimates and assumed type I error rate should be provided if relevant. In addition, adjustments to the sample size to account for loss to follow-up and sensitivity analyses to the assumptions used in the calculations should be described. Some support, ideally in the form of references, must be given to justify assumptions made in the sample size calculations.

For comparisons of two proportions, the actual proportions must be stated. The difference between proportions is inadequate for the reviewer to assess the sample size calculation. Similarly, for time-to-event calculations, the relevant parameter (hazard rate, median time to event) in each arm should be stated. In addition, assumptions about crossover, dropout from treatment and loss to follow-up should be stated. Even if it is the case that the stated difference between treatments for which the study is powered is meant to reflect what would happen even with these variables taken into account, it is important to indicate expectations since a considerable excess of such occurrences may lead to a difference between treatment lower than anticipated. Such variables should be closely monitored by the DSMC. 

An estimate of the length of time required to complete the enrollment of patients should also be provided here.)

<Type here>


11.3 [bookmark: _Toc381624505][bookmark: _Toc381624631][bookmark: _Toc381624889][bookmark: _Toc381625021][bookmark: _Toc381625417][bookmark: _Toc388863412][bookmark: _Toc388863538][bookmark: _Toc388863664][bookmark: _Toc528057568]Endpoints/Outcome Measures

(Describe endpoints / outcomes in order of importance e.g. primary, secondary, exploratory etc.  If there are multiple endpoints within heading, rank numerically in order of statistical importance.)

(Sample Text)

Primary Endpoint:
1. <Type here>
Secondary Endpoints:
1. <Type here>
2. <Type here>
11.3.1 [bookmark: _Toc528057569]Analysis of Primary Outcome Measures	

(Describe analysis of the primary outcome measure(s). Indicate which participants will be included (e.g. all randomized participants) in the analysis and how loss-to-follow-up and missing data will be handled. List covariates that will be included as adjustment variables or describe the procedure that will be used to select these variables. Describe any sensitivity analyses that will be conducted.)

<Type here>

11.3.2 [bookmark: _Toc528057570]Analysis of Secondary Outcome Measures		

(Describe analysis of the secondary outcome measure(s), if applicable.)

<Type here>

11.3.3 [bookmark: _Toc528057571]Analysis of Exploratory Outcome Measures (Remove if not applicable)	

(Describe analysis of exploratory outcome measure(s), if applicable.)

<Type here>

11.4 [bookmark: _Toc381624506][bookmark: _Toc381624632][bookmark: _Toc381624890][bookmark: _Toc381625022][bookmark: _Toc381625418][bookmark: _Toc388863413][bookmark: _Toc388863539][bookmark: _Toc388863665][bookmark: _Toc528057572]Summary of Demographic and Baseline Data

(Describe how demographic and baseline data will be summarized.)

<Type here>


11.5 [bookmark: _Toc381624511][bookmark: _Toc381624637][bookmark: _Toc381624895][bookmark: _Toc381625027][bookmark: _Toc381625423][bookmark: _Toc388863418][bookmark: _Toc388863544][bookmark: _Toc388863670][bookmark: _Toc528057573]Planned Subgroup Analyses (Remove if not applicable)	

(Remove heading if no subgroup analyses are planned.)

(Any subgroup analyses that are planned should be described in this section; these analyses might include subgroup analyses of primary or secondary endpoints, or even other interesting subgroup questions that the study team might want to investigate using the trial data. Endpoints, subgroup definitions and intended statistical methodology should all be specified.)

<Type here>

11.6 [bookmark: _Toc381624512][bookmark: _Toc381624638][bookmark: _Toc381624896][bookmark: _Toc381625028][bookmark: _Toc381625424][bookmark: _Toc388863419][bookmark: _Toc388863545][bookmark: _Toc388863671][bookmark: _Toc528057574]Interim Analyses (Remove if not applicable)

(Remove heading if no interim analyses are planned.)

(If there are planned interim analyses of the study data, they should be described in this section. Some of the details that should be provided include the schedule of analyses (e.g. at ¼, ½ and final enrollment), how the type I error will be distributed across the various analyses (e.g. spending function for the “alpha”), what outcomes will be examined at interim analyses, and what statistical tests will be used. In addition, details regarding the distribution list for the interim results should be provided as well as a brief discussion of the possible consequences of these analyses (e.g. will the trial potentially be stopped due to efficacy [or lack thereof] or only if there is a safety concern, futility, etc..))

<Type here>

11.7 [bookmark: _Toc381624513][bookmark: _Toc381624639][bookmark: _Toc381624897][bookmark: _Toc381625029][bookmark: _Toc381625425][bookmark: _Toc388863420][bookmark: _Toc388863546][bookmark: _Toc388863672][bookmark: _Toc528057575]Other Considerations

(In this section, details related to any anticipated analytical issues should be provided. Some examples of items that could be clarified beyond the level of detail given in the sections above might include:

· Acceptable windows around visits for inclusion of data into “by visit” summaries could be defined (e.g. visit date +/- 2 weeks)
· An outline of any data requiring a blinded review prior to un-blinding and analysis; responsibilities for this task could be described
· How potential differences between equipment at different sites might be addressed.)


<Type here>

12. [bookmark: _Toc381624514][bookmark: _Toc381624640][bookmark: _Toc381624898][bookmark: _Toc381625030][bookmark: _Toc381625426][bookmark: _Toc388863421][bookmark: _Toc388863547][bookmark: _Toc388863673][bookmark: _Toc528057576]STUDY ETHICAL CONSIDERATIONS
	
12.1 [bookmark: _Toc381624515][bookmark: _Toc381624641][bookmark: _Toc381624899][bookmark: _Toc381625031][bookmark: _Toc381625427][bookmark: _Toc388863422][bookmark: _Toc388863548][bookmark: _Toc388863674][bookmark: _Toc528057577]Ethical Conduct of the Study

(Sample text)

This study will be conducted in accordance with the ICH-GCP Guidelines, applicable regulations (insert specific regulations) and the principles in the Declaration of Helsinki. The Investigator will be thoroughly familiar with the appropriate use of the study treatment as described in the protocol and [insert product labeling e.g. IB, package insert, product monograph].

12.2 [bookmark: _Toc381624516][bookmark: _Toc381624642][bookmark: _Toc381624900][bookmark: _Toc381625032][bookmark: _Toc381625428][bookmark: _Toc388863423][bookmark: _Toc388863549][bookmark: _Toc388863675][bookmark: _Toc528057578]Informed Consent	

(Sample text)

All participants will be given detailed oral and written information about the study. Consent forms describing in detail the study medication/intervention(s) study procedures and risks will be given to each participant and written documentation of informed consent is required prior to starting study medication/intervention. Participants must sign an informed consent document that has been approved by a participating centre’s REB/IRB prior to any procedures being done specifically for the trial. Each participant should have sufficient opportunity to discuss the study, have all of their questions addressed and consider the information in the consent process prior to agreeing to participate.  Participants may withdraw consent at any time during the course of the study without prejudice. The informed consent form will be signed and dated by the participant and the investigator or delegate. The original signed informed consent form will be retained in the participant’s study files and a copy will be provided to the participant.

The informed consent process must be conducted, and form signed before the participant undergoes any screening procedures that are performed solely for the purpose of determining eligibility for the study.

12.3 [bookmark: _Toc381624517][bookmark: _Toc381624643][bookmark: _Toc381624901][bookmark: _Toc381625033][bookmark: _Toc381625429][bookmark: _Toc388863424][bookmark: _Toc388863550][bookmark: _Toc388863676][bookmark: _Toc528057579]Confidentiality

(Sample text) 

All participant-related information including Case Report Forms, laboratory specimens, evaluation forms, reports, etc. will be kept strictly confidential. All records will be kept in a secure, locked location and only accessible to research staff. Participants will be identified only by means of a coded number specific to each participant (refer to Section 5). All computerized databases will identify participants by numeric codes only, and will be password protected.

Upon request, and in the presence of the investigator or his/her representative, participant records will be made available to the study sponsor, monitoring groups representative of the study sponsor, representatives of funding groups, and applicable regulatory agencies for the purpose of verification of clinical trial procedures and/or data, as is permissible by local regulations.


12.4 [bookmark: _Toc381624518][bookmark: _Toc381624644][bookmark: _Toc381624902][bookmark: _Toc381625034][bookmark: _Toc381625430][bookmark: _Toc388863425][bookmark: _Toc388863551][bookmark: _Toc388863677][bookmark: _Toc528057580]Institutional Review Board, Ethics Committee, or Research Ethics Board

(Sample text)

The IRB, Ethical Committee or REB will review all appropriate study documentation to safeguard the rights, safety, and well-being of the participants. The study will be conducted only at sites where ethics approval has been obtained. A copy of the protocol (including protocol amendments), all versions of informed consent forms, other information to be completed by participants such as survey instruments or questionnaires, and any proposed advertising/recruitment materials must be reviewed and approved by the REB/IRB of each participating centre prior to implementation of the trial. The investigator will be responsible for obtaining REB/IRB approval of the annual Continuing Review throughout the duration of the study. The investigator will notify the REB/IRB of serious adverse events as applicable. The investigator will seek prior ethics approval for any protocol deviations except when the change is intended to eliminate an immediate hazard to participants. In this case, the protocol deviation will be promptly reported.

13. [bookmark: _Toc381624519][bookmark: _Toc381624645][bookmark: _Toc381624903][bookmark: _Toc381625035][bookmark: _Toc381625431][bookmark: _Toc388863426][bookmark: _Toc388863552][bookmark: _Toc388863678][bookmark: _Toc528057581]General Trial Conduct Considerations

13.1 [bookmark: _Toc381624520][bookmark: _Toc381624646][bookmark: _Toc381624904][bookmark: _Toc381625036][bookmark: _Toc381625432][bookmark: _Toc388863427][bookmark: _Toc388863553][bookmark: _Toc388863679][bookmark: _Toc528057582]Adherence to Protocol

13.1.1 [bookmark: _Toc381624521][bookmark: _Toc381624647][bookmark: _Toc381624905][bookmark: _Toc381625037][bookmark: _Toc381625433][bookmark: _Toc388863428][bookmark: _Toc388863554][bookmark: _Toc388863680][bookmark: _Toc528057583]Protocol Amendments

(Sample text)

All protocol amendments will be reviewed and approved and if applicable submitted to the applicable regulatory agencies for prior approval or notification. The Investigator must sign and date the amendment prior to implementation. All protocol amendments must also be submitted to the ethics committee.

13.1.2 [bookmark: _Toc381624522][bookmark: _Toc381624648][bookmark: _Toc381624906][bookmark: _Toc381625038][bookmark: _Toc381625434][bookmark: _Toc388863429][bookmark: _Toc388863555][bookmark: _Toc388863681][bookmark: _Toc528057584]Protocol Deviations 

(Sample text)

No deviations from this protocol will be permitted without the prior written approval of the Sponsor, except when the modification is needed to eliminate an immediate hazard or hazards to participants. Any deviations that may affect a participant’s treatment or informed consent, especially those increasing potential risks, must receive prior approval from the REB unless performed to remove an immediate safety risk to the participants. In this case it will be reported to the REB and the Sponsor immediately thereafter. Any departures from the protocol must be documented.

13.2 [bookmark: _Toc381624523][bookmark: _Toc381624649][bookmark: _Toc381624907][bookmark: _Toc381625039][bookmark: _Toc381625435][bookmark: _Toc388863430][bookmark: _Toc388863556][bookmark: _Toc388863682][bookmark: _Toc528057585]Monitoring & Auditing

13.2.1 [bookmark: _Toc381624524][bookmark: _Toc381624650][bookmark: _Toc381624908][bookmark: _Toc381625040][bookmark: _Toc381625436][bookmark: _Toc388863431][bookmark: _Toc388863557][bookmark: _Toc388863683][bookmark: _Toc528057586]Data Safety Monitoring Committee

(Remove heading if a DSMC will not be used for study or state why it is not required/ethical to include DSMC.)

(Describe the general composition of the DSMC as well as their role in the study. Some details to provide might include the frequency of DSMC reviews, proposals as to what data they will review and what recommendations the trial management team might expect them to make based on their review of the study data (e.g. stopping the trial due to safety concerns, lack of enrollment, etc.).)

<Type here>

13.2.2 [bookmark: _Toc528057587]Study Monitoring

(Sample text)

Each study site agrees to allow monitors from XXX and/or their representatives (CRO) direct access to the study records and medical records from those patients enrolled in the clinical study as well as Investigational Product accountability records. Adequate monitoring space and time must be provided for the Clinical Research Associates. The Sponsor will perform ongoing study site monitoring at X- to X-week intervals during enrollment to ensure quality assurance. Once enrollment is complete, the study site monitoring will be performed at X- to X-week intervals.

Protocol deviations will be monitored and recorded by the Sponsor. Details regarding patient accrual and ineligibility are specified in a separate, written Clinical Study Agreement between XXX and the Institution and Investigator.

13.2.3 [bookmark: _Toc381624525][bookmark: _Toc381624651][bookmark: _Toc381624909][bookmark: _Toc381625041][bookmark: _Toc381625437][bookmark: _Toc388863432][bookmark: _Toc388863558][bookmark: _Toc388863684][bookmark: _Toc528057588]Early Termination of the Trial

(Describe the conditions that would consistitute an early termination of the trial.)

<Type here>

13.3 [bookmark: _Toc381624526][bookmark: _Toc381624652][bookmark: _Toc381624910][bookmark: _Toc381625042][bookmark: _Toc381625438][bookmark: _Toc388863433][bookmark: _Toc388863559][bookmark: _Toc388863685][bookmark: _Toc528057589]Record Keeping

13.3.1 [bookmark: _Toc381624527][bookmark: _Toc381624653][bookmark: _Toc381624911][bookmark: _Toc381625043][bookmark: _Toc381625439][bookmark: _Toc388863434][bookmark: _Toc388863560][bookmark: _Toc388863686][bookmark: _Toc528057590]Data Collection

(Describe how data will be collected and if different systems will be used to capture different data points, e.g. electronic data capture vs. paper-based CRFs. Discuss any data transfers between the study site, CRO/labs, sponsor and/or CHÉOS/CTN.)

(Sample text)

The Investigator must maintain detailed records on all study participants. Data for this study will be recorded in the participant’s chart and entered into CRFs. Applicable data from the participant’s chart should be recorded in the CRFs completely and promptly, taking time to correct any mistakes. Copies of CRFs will remain at the clinical site at the conclusion of the study.

<Type here>

13.3.2 [bookmark: _Toc381624528][bookmark: _Toc381624654][bookmark: _Toc381624912][bookmark: _Toc381625044][bookmark: _Toc381625440][bookmark: _Toc388863435][bookmark: _Toc388863561][bookmark: _Toc388863687][bookmark: _Toc528057591]Data Corrections

Corrections of data entered on original CRFs must be made in the following manner:

· <Type here>

13.3.3 [bookmark: _Toc381624529][bookmark: _Toc381624655][bookmark: _Toc381624913][bookmark: _Toc381625045][bookmark: _Toc381625441][bookmark: _Toc388863436][bookmark: _Toc388863562][bookmark: _Toc388863688][bookmark: _Toc528057592]Source Documents

(Sample text)

The Investigator must maintain adequate and accurate source documents upon which CRFs for each participant are based. They are to be separate and distinct from CRFs except for cases in which the Sponsor has pre-determined that direct data entry into specified pages of the participant’s CRF is appropriate. These records should include detailed notes on:
· Oral and written communication with participant regarding the study treatment (risks/benefits)
· Participation in trial and signed and dated informed consent forms 
· Inclusion and exclusion criteria details 
· Visit dates 
· Adverse events and concomitant medication
· Results of relevant examinations 
· Laboratory printouts
· Participant’s exposure to any concomitant therapy (start/stop dates, dosing details)
· Reason for premature discontinuation (if applicable)
· Enrollment number
· Methods of contraception and fertility status (if applicable)
· Compliance/non-compliance protocol deviation information

13.3.4 [bookmark: _Toc381624530][bookmark: _Toc381624656][bookmark: _Toc381624914][bookmark: _Toc381625046][bookmark: _Toc381625442][bookmark: _Toc388863437][bookmark: _Toc388863563][bookmark: _Toc388863689][bookmark: _Toc528057593]Data Management

(Sample text)

Instructions concerning the recording of study data on CRFs will be provided by [insert group responsible]. Each study site is responsible for submitting the data in a timely fashion. 

[Provide additional study-specific details here]

Detailed aspects of data handling will be described in the Data Management Plan.

13.3.5 [bookmark: _Toc528057594]Record Retention

(Describe the requirements and procedures for retaining study records. Note only regulatory studies require record retention for 25 years. For non-regulated studies, consult local REB/IRB and Institutional requirements for record retetion timelines.)

(Sample text – Regulated Studies ONLY)

The Investigator will maintain all study records according to the ICH-GCP and applicable regulatory requirement(s). Records will be retained for 25 years, in accordance with applicable regulatory requirement(s). If the Investigator withdraws from the responsibility of keeping the study records, custody must be transferred to a person willing to accept the responsibility and the Sponsor notified. The Investigator should ensure that no destruction of medical records occurs without the written approval of the Sponsor.


13.4 [bookmark: _Toc381624532][bookmark: _Toc381624658][bookmark: _Toc381624916][bookmark: _Toc381625048][bookmark: _Toc381625444][bookmark: _Toc388863439][bookmark: _Toc388863565][bookmark: _Toc388863691][bookmark: _Toc528057595]Other Services (Remove if not applicable) 

(Describe use of any other study management group e.g. steering committee, study advisory committee or other services, if applicable.)

<Type here>

14. [bookmark: _Toc381624533][bookmark: _Toc381624659][bookmark: _Toc381624917][bookmark: _Toc381625049][bookmark: _Toc381625445][bookmark: _Toc388863440][bookmark: _Toc388863566][bookmark: _Toc388863692][bookmark: _Toc528057596]Disclosure and Publication Policy	

(Describe plans for publication and authorship rules.)

<Type here>


15. [bookmark: _Toc381624534][bookmark: _Toc381624660][bookmark: _Toc381624918][bookmark: _Toc381625050][bookmark: _Toc381625446][bookmark: _Toc388863441][bookmark: _Toc388863567][bookmark: _Toc388863693][bookmark: _Toc528057597]REFERENCES
(use full citation)

<Type here>

<Type here>

<Type here>
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