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7.5 Guidelines for Completion of Specific CRFs (See Appendix 8) 
A comprehensive view of the SHINE CRF Completion Guidelines can be found in WebDCU by 
clicking on SHINE → project documents. A list of FAQs regarding the SHINE trial are also 
located in WebDCU  project documents under the tab ‘Help Instructions’.  
 
An example of an FAQ off ‘Help Instructions’  
 
Q: How do I remove a team member in SHINE?  
A: Follow the instructions below:  
1.       Click on [User Management] tab, and then [User Permission Request].  
2.       On the list record page, click on the blue link in the # column to the left of the study team 
          member name you are looking for. 
3.       Click on “Edit Record” located on the top right corner of the page. Remove all user group  
          permissions by selecting the blank option in each drop down box on question 7. Once     
          completed, click “Save Record.” Please be sure to add an end date for this user on  
          the eDOA Log under section 5: Active Team Member. 
4.       The data manager will then review and approve this request. 

 

 

8. Adverse Events 
8.1 Definitions 
Adverse events will be defined and severity graded according to the Common 
Terminology Criteria for Adverse Events (CTCAE) version 4.0, found at 
http://evs.nci.nih.gov/ftp1/CTCAE/About.html.  

8.1.1 Adverse Event 
An adverse event (AE) is any unfavorable and unintended sign (including an 
abnormal laboratory finding), symptom, or disease temporally associated with the 
use of a medical treatment or procedure that may or may not be considered 
related to the medical treatment or procedure. An AE is a term that is a unique 
representation of a specific event used for medical documentation and scientific 
analyses. Non-serious adverse events will be reported from the time of 
randomization until the end of the study treatment period.  The end of the study 
treatment period is defined as the infusion stop time, which may be prior to 72 
hours from randomization. The only time that a non-serious AE is to be reported 
after the end of the study treatment period is a hypoglycemic event that occurs 
within 8 hours of stopping the study infusion and the study investigator 
determines to be possibly, probably or definitely related to the study treatment.  
See Section 8.2.2 for guidelines for assessing relatedness of hypoglycemic 
events that occur after the end of the study treatment period.   

8.1.2 Serious Adverse Event 
A serious adverse event (SAE) is any untoward medical occurrence that results 
in death, is life-threatening, requires or prolongs hospitalization, causes 
persistent or significant disability/incapacity, results in congenital anomalies/birth 
defects, or in the opinion of the investigators represents other significant hazards 
or potentially serious harm to research subjects or others. 

http://evs.nci.nih.gov/ftp1/CTCAE/About.html
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Serious adverse events (SAE) must be reported and submitted within 24 hours of 
discovery.  SAEs will be captured from the time of randomization until the end of 
the study.  End of study may be past 90 days from randomization if the final 
study visit is conducted late however SAEs will not be captured past 120 days 
from randomization or end of study, whichever occurs first. 

8.2 Anticipated Adverse Events 
The following adverse events are anticipated and should be reported; however, 
seriousness should be determined by the principal investigator or designee: 

• Mild Hypoglycemia (glucose 56-69) 
• Moderate Hypoglycemia (glucose 40-54) 

 
8.2.1 Clinically Important Adverse Events 
The following adverse events should be treated as serious. 
• Severe Hypoglycemia (glucose < 40 mg/dL).   
• Neurological worsening lasting greater than or equal to 24 hours and 

associated with glucose concentration of < 55 mg/dL. 

 
8.2.1.1 Severe Hypoglycemia (glucose < 40 mg/dL) 
Severe hypoglycemia is a serious adverse event.  For treatment of 
hypoglycemia, refer to Section 10. 

8.2.1.2 Neurological Worsening Associated with 
Hypoglycemia 

For the SHINE study, neurological worsening is defined as a decline in 
neurological function associated with an increase in NIHSS score of ≥ 4 
(from baseline or most recent) lasting for ≥ 24 hours. 

For the SHINE study, transient neurological decline will be defined as an 
increase in the NIHSS score of > 4 (from baseline or most recent) that 
lasts less than 24 hours. 

Neurological worsening or transient neurological decline in the presence 
of the above symptoms during a period of glucose < 55 mg/dL will be 
presumed to represent symptomatic hypoglycemia. This must be 
categorized as an SAE and neurological worsening if symptoms persist 
for > 24 hours.  Transient neurological decline in the setting of a glucose 
< 55 mg/dL may be categorized as an SAE per the judgment of the site 
PI.  Any patient with neurological worsening in the presence of 
hypoglycemia (< 70 mg/dL) will be assessed for relatedness of the 
hypoglycemia to neurological worsening.   

SAEs must be reported in WebDCU™ within 24 hours of knowledge that 
the subject meets criteria for neurological worsening.  In the event that 
the transient neurological decline is determined to be an SAE, the study 
team has 24 hours from that determination to report the event.  If the 
event persists for greater than or equal to 24 hours, the CRF can be 
updated from transient neurological decline to neurological worsening. 

For treatment of hypoglycemia, refer to Section 10. 
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8.2.2 Assessing Relatedness of Hypoglycemic Events After End of 
Treatment Period 
Guidelines listed below can be referenced to assess the relatedness of 
hypoglycemia (defined as glucoses < 70 mg/dL) that may occur after the 
SHINE treatment period has ended.  If the hypoglycemia is determined to 
be related to the study treatment, it must be reported as an Adverse 
Event.  Please note that in patients with severe renal impairment, the 
effect of insulin can last longer than listed below. The final determination 
of relatedness of treatment to hypoglycemia is per the local SHINE 
investigators.  

(i) Intervention Group 
1. If hypoglycemia occurs > 30 minutes after stopping the SHINE IV 

insulin infusion, it is unlikely that it is related to that IV insulin infusion 
2. If hypoglycemia occurs > 4 hours after a SQ injection of a rapid acting 

insulin (meal insulin), it is unlikely that it is related to that insulin 
injection.  

(ii) Control Group 
1. If hypoglycemia occurs > 6 hours after a SQ injection of regular 

insulin, it is unlikely that it is related to that insulin injection.  The 
exception to his is if the patient is also on glargine/Lantus (basal 
insulin), as hypoglycemia can occur up to 24 hours after the last 
Lantus does. 

2. If hypoglycemia occurs > 24 hours after a SQ injection of glargine/ 
Lantus (basal insulin), it is unlikely that it is related to that injection. 
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8.3 Adverse Event Exceptions 
Death due to the natural history of ischemic stroke will be recorded as a non-
related serious adverse event.  Additionally, all serious but known complications 
of stroke (i.e. malignant brain edema) will be recorded as non-related serious 
adverse events.     

8.4 Algorithm to Determine Relatedness 
(from http://www.nihtraining.com/ohsrsite/irb/Attachments/5-10_Serious_ 
Adverse_Event_Rep.htm) 
 
The best estimate of the PI at the time of reporting of the causal relationship 
between an experimental intervention and an adverse event; the degree of 
certainty about causality is graded as follows: 
 
Unrelated:  
Adverse event is clearly due to extraneous causes (e.g., underlying disease, 
environment) 
 
Unlikely (must have 2):  
Adverse event:  

• does not have temporal relationship to intervention,  
• could readily have been produced by the subject’s clinical state,  
• could have been due to environmental or other interventions,  
• does not follow known pattern of response to intervention,  
• does not reappear or worsen with reintroduction of intervention 

 
Possible (must have 2):  
Adverse event:  

• has a reasonable temporal relationship to intervention,  
• could not readily have been produced by the subject’s clinical state,  
• could not readily have been due to environmental or other interventions,  
• follows a known pattern of response to intervention 

 
Probable (must have 3): 
Adverse event:  

• has a reasonable temporal relationship to intervention,  
• could not readily have been produced by the subject’s clinical state or 

have been due to environmental or other interventions,  
• follows a known pattern of response to intervention,  
• disappears or decreases with reduction in dose or cessation of 

intervention 
 
 
Definite (must have all 4):  
Adverse event:  

• has a reasonable temporal relationship to intervention,  
• could not readily have been produced by the subject’s clinical state or 

have been due to environmental or other interventions,  
• follows a known pattern of response to intervention,  
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• disappears or decreases with reduction in dose or cessation of 
intervention and recurs with re-exposure 

 
8.5 Adverse Event Collection and Reporting 

8.5.1 Study Site AE Screening  
Adverse events will be captured by the treating team and the study team based 
on history, physical exam, medical records and laboratory findings. 

8.5.2 Adverse Event Reporting 
In order to assure prompt and complete reporting of adverse events or 
complications of intervention, the following general guidelines are to be 
observed. 

AEs will be submitted online through WebDCU™. All adverse events, whether 
serious or not, will be collected from the time of randomization through 
completion of study treatment. Serious adverse events will be assessed, 
recorded and followed through end of study. End of study may be past 90 days 
from randomization if the final study visit is conducted late however SAEs will not 
be captured past 120 days from randomization or end of study, whichever occurs 
first.  The site PI or Study Coordinator is responsible for entering AEs and SAEs 
into the database and updating the information (e.g., date of resolution, action 
taken) as needed.  For serious adverse events (SAEs) that occur between the End 
of Study Treatment and the Six Week visit, complete Form 06 - Adverse Event under 
the last treatment day visit in WebDCU. If the study team learns of an SAE that 
occurred between the Six Week and 90 Day visit, the AE form that posts under the 6 
week visit in WebDCU can be used to document the event. Non-serious AEs must 
be reported and submitted within 5 days from time of discovery by site personnel, 
and SAEs must be reported and submitted within 24 hours of the time that the 
study team receives knowledge of the event. 

Serious adverse events are defined as meeting one of the following criteria: 

Death: All deaths occurring during the course of the study must be reported.  

Life-threatening: Report if suspected that the patient was at substantial risk of 
dying at the time of the adverse event, or use or continued use of the study 
treatment might have resulted in the death of the patient. 

Hospitalization (initial or prolonged): Report if admission to the hospital or 
prolongation of hospitalization was a result of the adverse event. Emergency 
room visits that do not result in admission to the hospital should be evaluated for 
one of the other serious outcomes (e.g., life-threatening; required intervention to 
prevent permanent impairment or damage; other serious medically important 
event). Hospitalization that is due to a planned or elective admission should be 
evaluated for one of the other serious outcomes (e.g., life-threatening; required 
intervention to prevent permanent impairment or damage; other serious 
medically important event). 

Disability or Permanent Damage: Report if the adverse event resulted in a 
substantial disruption of a person's ability to conduct normal life functions, i.e., 
the adverse event resulted in a significant, persistent or permanent change, 
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impairment, damage or disruption in the patient's body function/structure, 
physical activities and/or quality of life. 

Congenital Anomaly/Birth Defect: Report if you suspect that exposure to study 
treatment prior to conception or during pregnancy may have resulted in an 
adverse outcome in the child. 

Required Intervention to Prevent Permanent Impairment or Damage: Report 
if you believe that medical or surgical intervention was necessary to preclude 
permanent impairment of a body function, or prevent permanent damage to a 
body structure, either situation suspected to be due to the use of study treatment. 

Other Serious (Important Medical Events): Report when the event does not fit 
the other outcomes, but the event may jeopardize the patient and may require 
medical or surgical intervention (treatment) to prevent one of the other outcomes. 
Examples include allergic bronchospasm (a serious problem with breathing) 
requiring treatment in an emergency room, serious blood dyscrasias (blood 
disorders) or seizures/convulsions that do not result in hospitalization. 

The submission of an SAE will generate an automatic email notification to the 
SHINE Site Manager (SM). The SM will review the SAE for completeness of 
information in WebDCUTM. If the information is insufficient, the SM will send a 
query to the site on WebDCU™ indicating what additional information is required. 
The process triggers an automatic email notification that will be sent to the site PI 
and coordinator requesting the additional information. Once the SM feels that 
SAE has been properly entered and is ready for clinical review, they will indicate 
this in WebDCU™ which will prompt review by the Internal Quality and Safety 
Reviewer (IQSR). If the information is insufficient, the IQSR will either issue a 
DCR to request additional information OR will send this SAE for review back to 
the SM after indication on the CRF that the “information is clinically accurate = 
No” and contacts the SM with additional information required for review; based 
on this, SM issues DCR to site. SAE review process restarts requiring SM review 
when site responds to query and submits CRF. When the IQSR completes his or 
her clinical review, they will indicate this, prompting an automatic email 
notification to be forwarded to the Independent Medical Safety Monitor. The 
Independent Medical Safety Monitor will review SAEs to determine relatedness 
and whether expected or unexpected. This review must be completed and 
entered within 48 hours of notification. 

8.5.3 SAE Narrative and Templates 
In order to assure prompt and complete review of Serious Adverse Events or 
complications of intervention, kindly use the SHINE narrative template to provide 
us with as much information regarding the patient, SHINE Enrollment and 
treatment following general event reporting guidelines.   

It is important for narratives to describe the event, chronologically and 
contextually.   To help sites with the essential information that is needed to 
review an SAE, templates have been drafted and are located under “SAE 
Templates” in the SHINE Website under Toolbox.   

https://nett.umich.edu/clinical-trials/shine/toolbox 

https://nett.umich.edu/clinical-trials/shine/toolbox
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