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Figure 1.
Flowchart of Results from the Literature Search of Databases1

1 Below the box “Total articles,” arrows point to boxes on the right that indicate the number of articles that were removed from this analysis and 
the reasons. In the exclusion-criteria box, the bullet point “Outcome other than stroke treatment” refers to the use of tPA for anything other than 
treating a stroke, such as treatment of a complication or imaging findings.
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Figure 2. 
Number of Trials Requiring Assent in Addition to Consent by Proxy and DTT of Patients 
Directly Consented 

Patients were either directly consented to the trial, consented by proxy with required assent from 
the patient, or consented by proxy without assent. Direct consent is defined as the patient 
providing informed consent on behalf of themselves without a proxy. (A) Number of trials 
requiring assent in addition to consent by proxy. DTT times of the control arm (B) and 
experimental arm (C) were plotted in relation to the percentage of patients directly consented 
divided into quartiles: 0% to 25% (n = 1), 25% to 50% (n = 2), 50% to 75% (n = 0), and 75% to 
100% (n = 3). 

Volume 44, Number 4 • July-August 2022  



Figure 3.
The Types of Professionals Obtaining Consent and the Location Consent Was Obtained 
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Table 3.  

Formal Training Specific to the Informed Consent Process
Trial name	 Description of required formal training for informed consent 

ENCHANTED	 Study team members needed training in the protocol and how to obtain informed consent, 		
specifically related to dealing with equipment. The only people who were allowed to obtain consent 
were those who had training and were listed on a research delegation log approved by the site princi	
pal investigator and the project coordinating team.

noR-TEST 2	 Such training was not required. 

IV vs. IA tPA	 There was Collaborative Institutional Training Initiative (CITI) training.

TNKS2B	 There were computerized learning modules plus face-to-face teaching.

noR-TEST	 There were training courses for local investigators by the organizing center. Local investigators 
provided training in the participating hospitals.

TPK Derivative There was training about the guideline for thrombolysis for the acute ischemic stroke, training about 
the design of the trial, and training about the skills in conducting informed consent. 

If a trial indicated that professionals obtaining informed consent were required to complete formal training specific to the informed consent 
process, free text space was given to describe the training process.



Figure 4. 

The Effect of Translator Services on the DTT Time for Trials 

The DTT times for the control arms (A and C) and experimental arms (B and D) were plotted in 
relation to having translated consent documents available (in A and B) (n = 2) or having a 
translator available (in C and D) (n = 2). 
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Appendix 1. 
Informed Consent in Acute Stroke Trials FINAL 
(AUTHORS’ NOTE: Please disregard the question numbers, as these have been auto generated by the survey platform software and 
are not reflective of this survey.)  

Start of Block: Default Question Block 

Q25 Ethical Considerations of Informed Consent in the Setting of Acute Ischemic Stroke.     Thank you 
for taking this brief survey that can be completed in under 10 minutes. This survey was created by a research 
group at the University of Michigan to assess how informed consent was obtained in a population that may 
have challenges with standard consent due to lacking capacity in the setting of acute stroke and language or 
motor deficits that would make it difficult to provide verbal or written consent.     Your participation in this 
research study is voluntary. If you decide to participate in this research survey, you may withdraw at any time. 
All data is stored in a password protected electronic format. The results of this study will be used for scholarly 
purposes only.     This research study was reviewed by the University of Michigan Institutional Review Board 
for Human Subjects Research and determined to be exempt under IRB #HUM00180410. If you have more 
questions concerning this study, please feel free to contact us at StrokeTrialEthics@umich.edu.       
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Q1  Please provide the name of your trial or study. 

▼ noR-TEST (4) ... IV vs. IA tPA (Activase) in Acute Ischemic Stroke With CTA Evidence... (17)

Q3 What continent or continents was your trial conducted in? Select all that apply. 

▢ Africa  (32)

▢ Asia  (34)

▢ Australia  (35)

▢ Europe  (36)

▢ North America  (37)

▢ South America  (38)

Q2 Is your trial currently ongoing? 

o Yes  (1)

o No  (2)

Q4 Please provide or estimate the median door to treatment time in your trial for the CONTROL group in 
minutes? 

________________________________________________________________ 

Q29 Please provide or estimate the median door to treatment time in your trial for ALL EXPERIMENTAL 
groups in minutes? 

________________________________________________________________ 
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Q5 Was the above information estimated or calculated from data? 

o Estimated  (1)

o Calculated  (2)

Q6 Was a translator used to obtain informed consent if the patient did not speak the primary language of your 
country? 

o Yes  (1)

o No  (2)

o Unknown  (3)

Q7 Were versions of the informed consent document available in different languages for patients? 

o Yes  (1)

o No  (2)

o Unknown  (3)
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Q8 What types of professionals were allowed to obtain informed consent to participate in the trial? Choose all 
that apply. 

▢ Research attending physician  (1)

▢ Non-researcher attending physician  (2)

▢ ED residents  (3)

▢ Neurology residents  (4)

▢ Other residents  (5)

▢ Nurses  (6)

▢ EMT (Emergency Medical Technicians)  (7)

▢ Research coordinator  (8)

▢ Medical students  (9)

▢ Undergraduate students  (10)

▢ Other  (11)

Q9 Did the professionals obtaining informed consent complete required formal training specific to the informed 
consent process for this trial? 

o Yes  (1)

o No  (2)

o Unknown  (4)

Skip To: Q11 If Did the professionals obtaining informed consent complete required formal training specific to th... = No 
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Q10 If the professionals conducting informed consent completed required formal training, please describe the 
process here. 

________________________________________________________________ 

________________________________________________________________ 

________________________________________________________________ 

________________________________________________________________ 

________________________________________________________________ 

Q11 What modalities were used to present the informed consent to patients and their proxies? Choose all that 
apply. 

▢ Written document  (1)

▢ Verbal discussion  (2)

▢ Video  (3)

▢ Other  (5) ________________________________________________

Q12 What modalities were used to document the informed consent process from patients and their proxies? 
Choose all that apply. 

▢ Written signature  (1)

▢ Electronic signature  (2)

▢ Verbal affirmation  (3)
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Q13  
In what settings could informed consent be obtained? Choose all that apply. 

▢ Hospital (not Emergency Department)  (1)

▢ Emergency Department  (2)

▢ Ambulance  (3)

▢ An outside hospital prior to transfer  (4)

▢ Over the phone  (5)

Q14 Was there a time limit imposed for informed consent to take place, (i.e. within 60 minutes of arrival to the 
hospital)?Edit Question Label 

o Yes  (1)

o No  (2)

o Unknown  (3)

Skip To: Q16 If Was there a time limit imposed for informed consent to take place, (i.e. within 60 minutes of arr... = No 

Skip To: Q16 If Was there a time limit imposed for informed consent to take place, (i.e. within 60 minutes of arr... = 
Unknown 

Q15 If there was a time limit imposed for informed consent to take place, what was the time limit in minutes? 

________________________________________________________________ 
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Q16 What percentage of the time was the patient able to provide informed consent VS a proxy/a waiver from 
informed consent? 

o 0% to   (1)

o 25% to   (2)

o 50% to   (3)

o 75% to 100%  (4)

o unknown  (5)

Q17 Was an attempt made to contact a proxy for trial participation? 

o Yes  (1)

o No  (2)

o Unknown  (3)

Q18  If the patient was able to assent, was this required in addition to consent by proxy? 

o Yes  (1)

o No  (2)

o Does not apply  (3)

Q19 Were there any cases in which informed consent was waived due to the need for emergency care but the 
patient was still enrolled in the trial? 
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o Yes  (1)

o No  (2)

o Unknown  (3)

Q22 If applicable, please comment on any challenges encountered with study protocol development. 

________________________________________________________________ 

________________________________________________________________ 

________________________________________________________________ 

________________________________________________________________ 

________________________________________________________________ 

Q23 If applicable, please comment on any challenges that you or your team encountered in obtaining informed 
consent from patients.  

________________________________________________________________ 

________________________________________________________________ 

________________________________________________________________ 

________________________________________________________________ 

________________________________________________________________ 

Q24 If you would be willing to be recontacted in case there are follow up questions, please provide your email 
below. 

________________________________________________________________ 

End of Block: Default Question Block 
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