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1. SUMMARY OF TRIAL

Only the devices listed in this protocol
are approved for use in DEFUSE 3. The choice of device or devices employed is at the discretion
of the clinical investigator.

2. SCIENTIFIC BACKGROUND

2.1 State of the science on endovascular stroke therapy for acute stroke

Patient related factors

Treatment related factors



IMS III

MR RESCUE

New Generation Trials:

2.2. Prior studies and rationale for development





Figure 1

Figure 1

How could Target Mismatch patients who are treated late have outcomes that are as favorable
as those of earlier treated patients?



3. INVESTIGATIONAL PLAN
3.1. Purpose

3.2. Protocol Design



3.3. Enrollment Criteria
3.3.1. Clinical Inclusion Criteria:

3.3.2. Clinical Exclusion Criteria:



3.3.3. Neuroimaging Inclusion Criteria:

Alternative neuroimaging inclusion criteria (if perfusion imaging or CTA/MRA is
technically inadequate):

3.3.4. Neuroimaging Exclusion Criteria:

3.4. Enrollment and Randomization

3.4.1 Enrollment



prior

Determination of Target
Mismatch and Large Artery
Occlusion:

Figure 2

3.4.2 Randomization using a Dynamic Stratification Algorithm
will immediately be

Figure 2



randomized

3.5Acute Treatment

3.5.1 Endovascular Therapy:



3.5.2 Medical Therapy

3.6 Clinical and Imaging Evaluations

Follow up (imaging and clinical)

Table 1 below

Table 1 Schedule of Events



3.6.1 Assessments and follow up visits

Baseline visit

24 hour visit (+/ 6 hours):

Discharge visit:

30 and 90 day visits

Neurological worsening:

3.6.2 Sources of Materials

3.7. Site Approval and Monitoring Plan
Site approval



Monitoring for imaging quality:

Monitoring for bias



3.8. Sample Size, Adaptive Design and Statistical Analysis

figure 3

figure 3

Primary analysis:



First interim analysis (n=200 randomized and completed 90 day follow up):

Second interim analysis (n=340 randomized and completed 90 day follow up):

Final analysis (n=476 randomized and completed 90 day follow up):



Power and sample size considerations

Table 3

Imaging outcomes:



Secondary analysis:

Subgroup analyses:

Missing data/lost to follow up (LTFU):

DEFUSE 3 Timetable
Year 1 Year 2 Year 3 Year 4 Year 5



3.9. Risk analysis

Potential complications of MRI scan include

Potential complications of CT scan include

Mild
, , , , , ,

, ,
Moderate

Severe

Potential complications of endovascular therapy



Safety of endovascular therapy beyond 8 hours

Methods to mitigate risks to subjects in the trial

Site Approval
and Monitoring Plan

Stopping rules or safety triggers for the study



Patient Population:

Racial Categories

Ethnic Categories

TotalNot hispanic or
Latino Hispanic or Latino

Female Male Female Male

Imaging core lab:



National Data Management Center

3.10. Description of devices

3.11. Monitoring procedures



Independent Medical Safety Monitor:

Adverse Event Reporting



Safety Monitoring

Reporting Procedures for All Adverse Events

1.
2.
3.
4.
5.
6.
7.
8.



Severity

Mild

Moderate

Severe

Life threatening consequences;

Death

The relationship

Serious Adverse Events



4. INVESTIGATOR’S AGREEMENT

:
 
INVESTIGATOR AGREEMENT 
FOR THE CLINICAL INVESTIGATION OF THE DEFUSE 3 TRIAL 
 
I___________________________________________________ agree to participate as an Investigator on the 
DEFUSE 3 trial. 
 
I have been provided a copy of the following Food and Drug Administration (FDA) regulations: 
21 CFR Part 812, Investigational Device Exemptions; 21 CFR Part 50, Protection of Human 
Subjects; and 21 CFR Part 54, Financial Disclosure by Clinical Investigators. 
 
I agree and/or certify that: 
 

1. I will conduct the clinical investigation in accordance with this agreement, all requirements 
of the investigational plan, IDE regulations, other applicable regulations of the FDA, and 
any conditions of approval imposed by my reviewing Institutional Review Board (IRB) or 
FDA.  I agree to abide by all of the responsibilities of Investigators addressed under 21 CFR 
Part 812, Subpart E and Subpart G, including but not limited to the following: 

 
2. I will obtain written approval from the authorized IRB for the institution at which this 

investigation will be conducted.  
 

3. I will ensure that Informed Consent is obtained from each subject participating in this 
clinical investigation in accordance with the informed consent regulation found in 21 CFR 
Part 50, and that a signed copy of the informed consent is available to the sponsor 
(sponsor-investigator) and the sponsor’s (sponsor- investigator’s) designated monitor. 

 
4. I will ensure the accurate completion of protocol case report forms and, if I am not also the 

sponsor- investigator of the corresponding IDE application, I will submit completed 
protocol case report forms to the sponsor (sponsor-investigator) at the time frames 
specified in the Protocol and/or FDA regulations. 

 
5. I have the appropriate, relevant qualification to conduct and to oversee the conduct of the 

clinical investigation as documented by the following: (initial applicable statement) 
____ My relevant qualifications, including dates, location, extent and type of experience are 
listed in my most recent curriculum vitae (CV), which is attached to the Agreement and 
which will be maintained by the sponsor (sponsor-investigator) of the corresponding IDE 
application. 
____ My curriculum vitae (CV) does not reflect my relevant qualifications, therefore 
attached to this Agreement is a statement of my relevant experience (including dates, 



location(s), extent and type of experience) which will be maintained by the sponsor 
(sponsor-investigator) of the corresponding IDE application. 

 
6. There are no reasons to question my ability to oversee the appropriate conduct of this 

clinical investigation.  (Initial applicable statement) 
____ I have never participated in an investigation or other research activity which was 
terminated (disqualified) by the FDA, IRB (or equivalent), or sponsor of a study due to 
non-compliance issue. 
____ I have participated in an investigation or other research activity which was terminated 
(disqualified) by the FDA, IRB (or equivalent), or sponsor of a study due to non-
compliance issue.  The specific circumstances leading to this termination and my role in 
the respective problems or issues and the resolution of these problems or issues are 
summarized in an attachment to this Agreement. 

 
I further certify that I have not been debarred under the Generic Drug Enforcement Act of 1992, 21 
USC §§ 335a and 335b.  In the event that I become debarred or receive notice of an action or threat of action 
with respect to my debarment during the term of this Agreement, I agree to immediately notify the sponsor 
(sponsor-investigator) and the authorized IRB for my study site.  If I am the sponsor-investigator of the 
corresponding IDE application I will notify the authorized IRB and the FDA. 
 
As required by 21 CFR Part 54, Financial Disclosure by Clinical Investigator, I will disclose sufficient and 
accurate financial information to the sponsor (sponsor-investigator) by completing the Certification of 
Financial Interest Form (attached) and if applicable, the Disclosure of Financial Interest Form (attached).  I 
will also notify the sponsor (sponsor-investigator) if my disclosed financial information changes at any time 
during the clinical investigation or up to one year following the closure of the study. 
 
 
Site Name and Address: 
__________________________________________ 
__________________________________________ 
__________________________________________ 
                                                             ________________________________________           __________ 
                                                                      Investigator Signature                              Date 



5. EXECUTIVE COMMITTEE / KEY PARTICIPATING INVESTIGATORS
The Executive committee

Key Participating Investigators at Coordinating Site

6. INSTITUTIONAL REVIEW BOARD

Central Institutional Review
Board (CIRB)

7. COSTS
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APPENDIX

I. DEFUSE 3 Patient Informed Consent Form


