
SHINE Manual of Procedures                        75 
Version 6– December 19, 2016 
 

6. Event Visits 
6.1 Study Visit Schedule 

Abbreviated schedule of events in SHINE trial 

 
Event 

 
Screen* 

 
Baseline* 

Up to 3 
days of 
Rx 

Complete 
Rx/ D/C** 

 
6 wks 

 
90 days 

Informed Consent  X      
Eligibility Assessment X      
Randomization   x     
Study drug given   x --- ------►    
POC glucose check X x --- ------►    
mRS     x x 
BI      x 
NIHSS  x x (daily) x  x 
SSQOL      x 
SAE/AEs*   x --- ------► -------► -----► x 
Protocol Deviations  x --- ------► ------► ------► x 
Neuro worsening   x --- ------► -------►   
Lacunar subtype    x   
*Screening is during eligibility assessment; baseline is at time of randomization. AEs will be 
followed through the treatment period only. SAEs will be reported throughout the study. 
**Completion of 72 hr treatment period unless discharged prior to 72 hrs 

 
 

6.2 Assessments 

6.2.1 Blinding of follow up visits 
The 6 week and 3 month follow up assessments should be completed by a 
blinded study team member.  SAEs can be assessed by a study team member 
who is unblinded to study treatment assignment. 

6.2.2 mRS29-31 
The modified Rankin Scale (mRS) is a stroke outcome scale used to assess 
functional status after stroke. It consists of six levels (0-5) not including death (6). 
Zero indicates no residual symptoms at all and 5 indicates severe disability 
(bedridden).   

The mRS will be scored at all time-points by a certified investigator. The person 
collecting the mRS score at 6 weeks should be blinded to the subject’s initial 
treatment.  It is mandatory that the 90-day mRS be scored by a study team 
member who is blinded to the subject’s treatment group. 

The mRS is always assessed using the level of function at the current time and 
should never be retrospective. 

6.2.2.1 mRS Scoring Instructions 
Instructions for scoring the pre-stroke modified Rankin Scale: 
1. Use all available information (patient, caregiver, medical record, and 

neurological examination) to determine which answer is most accurate. 
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2. If the patient had a stroke before the currently acute stroke, score zero only if 
all signs and symptoms from the previous stroke have resolved. Otherwise, 
score 1-5 according to the mRS definitions. Note that only patients with a 
prior stroke can have a mRS score of 1. 

3. If the patient has never had a stroke before, in order to score 0 they must 
have been capable of living independently and walking without assistance 
from another person. (Necessary devices for walking are not considered 
assistance.) 

 
 
Instructions for scoring the modified Rankin Scale during follow up: 
1. Use all available information (patient, caregiver, medical record, and 

neurological examination) to determine which answer is most accurate. 
2. Follow the mRS definitions found: 1) on CRF form 00 and 2) in the NETT 

mRS training video located onthe NETT SHINE trial website under education.  

 

6.2.2.2 Modified Rankin Scale (mRS) Training and 
Certification 

The NETT CCC will provide mRS training and certification* to SHINE study team 
members.  The training and certification will be located on the SHINE Education 
page (https://nett.umich.edu/clinical-trials/shine/education-and-training).  A 
training video will contain two training vignettes.  The certification will consist of 
correctly scoring a set of vignettes.  The certification will be valid for two years.   

* The NETT mRS training and certification was informed by the following 
publications: 

van Swieten JC, Koudstaal PJ, Visser MC, Schouten HJ, van GJ. Interobserver 
agreement for the assessment of handicap in stroke patients. Stroke 
1988;19:604–607. 



SHINE Manual of Procedures                        77 
Version 6– December 19, 2016 
 

Quinn TJ, Dawson J, Walters MR, Lees KR. Variability in modified Rankin 
scoring across a large cohort of international observers. Stroke 2008;39:2975–
2979. 

Bruno A, Akinwuntan AE, Lin C, Close B, Davis K, Baute V, et al. Simplified 
Modified Rankin Scale Questionnaire: Reproducibility Over the Telephone and 
Validation With Quality of life. Stroke 2011;42:2276-2279. 

6.2.3 BI32 
The Barthel Index (BI) is a scale that measures a person’s ability to perform 
Activities of Daily Living (ADLs). Higher scores indicate a greater chance of living 
independently. 

The BI must be assessed at the Day 90 visit by a blinded assessor. 

6.2.4 NIHSS33-35 
The National Institutes of Health Stroke Scale (NIHSS) is an assessment tool 
that quantitatively measures stroke-related neurologic deficits. The NIHSS will be 
obtained prior to randomization (baseline) by a certified investigator.  The NIHSS 
score used to determine eligibility must be the score closest to the time of 
randomization and must have been done within 30 minutes of the time of 
randomization.  

Based on the NIHSS scoring instructions, untestable is only considered for the 
following: 
Question 5: Motor Arm (UN: Amputation or joint fusion) 
Question 6: Motor Leg (UN: Amputation or joint fusion) 
Question 7: Limb Ataxia (UN: Amputation or joint fusion) 
Question 10: Dysarthria (UN: Intubation or other physical barrier) 
 
This only includes patients who are intubated or who have other physical barriers 
to assess the NIHSS during the entire screening period.  If the NIHSS cannot be 
scored for any of these reasons within 30 minutes prior to randomization, the 
patient is not eligible.  Intubation during the screening period will be exclusionary 
if the NIHSS cannot be assessed with 30 minutes of randomization or if 
medications or neurologic worsening are confounding neurological assessment.   
 
The NIHSS will be repeated at least once daily during the treatment period, and it 
is strongly recommended that this be completed by a certified investigator.  The 
daily NIHSS should be documented in the medical record or other source 
documentation but is not captured in WebDCUTM unless there is an adverse 
event with neurological worsening.  Per the study protocol, the full NIHSS must 
be assessed daily; however, in cases when this has not been captured, the 
documented neurological exam from that day can be converted to attain a 
retrospective NIHSS score.34, 35 

It is required that the Day 90 NIHSS is scored by an NIHSS-certified study team 
member who is blinded to the treatment assignment.  Based on the NIHSS 
scoring instructions, untestable is only considered for the following: Question 5: 
Motor Arm (UN: Amputation or joint fusion), Question 6: Motor Leg (UN: 
Amputation or joint fusion), Question 7: Limb Ataxia (UN: Amputation or joint 
fusion), Question 10: Dysarthria (UN: Intubation or other physical barrier).   
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If any item is untestable at follow up, select UN for the response in WebDCUTM, 
leave the total field blank and make a note in the general comments.  

 
 
6.2.5 SSQOL36 
The SSQOL must be assessed at the Day 90 Visit by a blinded assessor or the 
subject/blinded family or LAR may self-complete. 

The Stroke Specific Quality of Life (SS-QOL) Scale is a validated 49-item, 12-
domain (mobility, energy, upper extremity function, work/productivity, mood, self-
care, social roles, family roles, vision, language, thinking, and personality) scale. 
It was designed specifically for stroke patients with input from such patients. 
Scores range 1.0-5.0 with 5.0 being best. Scores tend to follow a normal 
distribution and can be analyzed as continuous variables. The total score and the 
individual SS-QOL domains can be analyzed separately. This scale takes 10-15 
minutes to administer and caregivers can answer the scale questions for patient 
who are unable to do so. 

6.2.6 SSQOL Administration  
The SSQOL has been validated for face-to-face and telephone administration. 
Both modes of administration require about 12 minutes. In interviewer-
administering the questionnaire, several basic guidelines apply:  

• Read all introductory text verbatim. This helps to frame the questions for the 
patient and introduces the reference time frame (the past week).  

• Read each item verbatim.  

• Read each response option clearly and without any influence, such as 
expression, tone of voice or eye contact changes. You may wish to give the 
patient a laminated sheet with the two different response sets for ease of 
reference during the interview.  

• Repeat the time reference (“During the past week…” every 4-5 items to remind 
the patient that you are asking about how they were in that specific time frame.  

• If a patient responds that they are unsure, remind them that there are no right or 
wrong answers, read all the response choices again and then ask them to 
choose the answer that seems best.  

• If a patient responds that s/he doesn’t do a particular task and so can’t answer 
that (e.g. says that they don’t use stairs because they live in a one-level house) 
ask them to imagine how they would do if they had to perform the specific task in 
question. 

6.2.7 Neuro Checks and Neurological Worsening 
Any clinically relevant neurological change or decline will trigger a clinical 
assessment (“neuro check”) and glucose measurement.   

Any blood glucose < 70 mg/dL will also trigger a neuro check.  Neuro checks 
must be repeated every 15 minutes when the glucose is < 70 mg/dL.  Any patient 
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with neurological worsening will be assessed for hypoglycemia and for 
relatedness of the hypoglycemia to neurological worsening if present.   

The SHINE study definition of neurological worsening is any clinical change 
lasting greater than or equal to 24 hours that is associated with a ≥4 point 
increase on the NIHSS score from baseline.  (Baseline is considered to be the 
most recent daily NIHSS.)  
 
The SHINE study definition of 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 (lasting greater than or equal to 24 hours) and 
associated with glucose concentration of < 55 mg/dL is a required SAE. 
Transient neurological decline may or may not be an SAE per the judgment of 
the site PI. 
 
If a patient is intubated, it is recommended that an NIHSS score is completed 
immediately prior to intubation.  An NIHSS should also be assessed immediately 
after intubation and this most recent daily score should be used to determine if 
there is a ≥ 4 point increase. 
 
6.2.8 Lacunar Stroke Etiology 
The small vessel occlusion (lacunar) subtype is a common data element and the 
definition for scoring is traceable to the TOAST criteria37 and the Causative 
Classification System38.   
 
Small vessel occlusive stroke (lacune) is defined for the SHINE study as:  
1. Lacunar syndrome with or without evidence of ischemic lesion less than 

1.5cm in diameter in the brainstem or subcortical white matter (TOAST 
criteria)  
 
OR 
 

2. Imaging evidence of a single and clinically relevant acute infarction less than 
20mm in greatest diameter within the territory of basal or brainstem 
penetrating arteries in the absence of any focal pathology in the parent 
artery at the site of origin of the penetrating artery (focal atheroma, parent 
vessel dissection, vasculitis, vasospasm, etc.) (CCS criteria).   

 
Lacunar Stroke Etiology is assessed at the End of Treatment Visit. 
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