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expectedness.  This review must be completed and entered within 48 hours of 
notified.  After 48 hours, WebDCU™ will close the review process.  Should the ISM, 
IQSR or SM require changes and/or additional information about the SAE, a data 
clarification request will be entered alerting the site of the query.  If additional information 
is required by a site in order to make a designation of causality and severity, the 2 day 
data entry deadline will be extended in order to gain the necessary information.    

All AEs, regardless of seriousness, will be coded centrally via MedDRA.  All AEs, 
regardless of seriousness, will be aggregated and provided via quarterly safety reports 
via the unblinded statistician to the ISM for review.  These reports will present all SAEs 
and AEs by treatment arm as well as by treatment relation and severity.  Relative risks 
with 95% confidence intervals will be reported for treatment related SAEs. 

If any safety concerns arise, the ISM will report these concerns to the DSMB chair via the 
DSMB liaison.  

11.3 Blinding 
This is a single blinded trial with double blinded outcome assessments. Patients will 
remain blinded throughout the trial as they all will receive an IV infusion and SQ 
injections. The treating team (physicians/nurses) will be unblinded to treatment to assure 
appropriate patient safety. The outcome assessments will be performed by blinded 
investigators who did not participate in the acute care. The subjects will not be told of 
their actual treatment until the trial completion. The protocol adherence team monitors 
unblinding questionnaire responses in aggregate and by site.   
 
The DSMB is partially unblinded for the closed reports. However, if it so wishes, it may 
be completely unblinded at any time during the trial. If the DSMB wishes to be unblinded 
on a particular subject only, the NINDS Liaison to the DSMB should email the request to 
the unblinded SDMC biostatistician. 
 
At the time of the scheduled follow-up assessments, the blinded assessor and subject 
each complete the blinding assessment CRF.  
 

11.4 Emergency Unblinding 
No emergency unblinding is anticipated.  Any emergency unblinding requests must be 
directed to the SHINE Study Hotline (800-915-7320). 

 
12. Pharmacy Manual 

12.1 Study Design 
SHINE is a Phase III, randomized, single-blinded, controlled trial of approximately 1400 
patients at approximately 60 US sites.  The study is composed of two treatment groups:  

Intervention Group: continuous IV insulin + subcutaneous meal insulin or saline 
injections (Target blood glucose: 80-130 mg/dL)  

Control Group: IV saline + subcutaneous sliding scale insulin (Target blood glucose: < 
180 mg/dL) 

Study drugs are NOT supplied by the sponsor. Study-specific accountability is not 
required. Sites must establish and adhere to pharmacy procedures for the preparation 
and storage of study medications required for the SHINE treatment protocols.   
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12.2 Study Drug Descriptions 
The following drugs will be used for the intervention and control group protocols.   

i) Intravenous Insulin 
(1) Human regular insulin (Humulin R or Novolin R) will be the only insulin used 

intravenously. The concentration of the insulin infusion will be 1:1 (e.g. 100 Units 
of human regular insulin in 100 mL of normal saline (0.9% NaCl)) unless a site-
specific exception is approved. 
 

ii) Subcutaneous Insulin 
(1) Intervention Group 

(a) Only rapid acting analog insulin will be used for the subcutaneous insulin 
(meal insulin) in the intervention group. These insulins are Lispro (Humalog), 
Aspart (Novolog) or Glulisine (Apidra), and the choice of the insulin will be 
determined by the local hospital formulary.  

(b) Human regular insulin (Humulin R and Novolin R) is NOT to be used for 
subcutaneous injections in the intervention group. 

(2) Control Group 
(a) Only Human Regular Insulin (Humulin R or Novolin R) is to be used in the 

control group. Choice of this insulin type is determined by local hospital 
formulary. 

(b) Basal Insulin [Glargine (Lantus)] at a dose of 40% of the total insulin 
requirement in the previous 24 hours for patients who progress to Level 3.   

(c) Rapid Acting Analog Insulins (Humalog/Novolog/Apidra) are NOT to be used 
in the control group. 

iii) Saline 
(1) Intervention Group 

(a) Saline will be stored according to local site procedures and drawn up from 
multidose vials/single dose ampoules ONLY for study patients in the 
intervention group who are NOT eating or are receiving continuous tube 
feeds.  Subcutaneous saline injections are to be administered for these study 
patients around 09:00 and 21:00 and associated with a glucose check. 

(2) Control Group 
(a) The saline infusion (normal saline (0.9% NaCl)) will be prepared according to 

local site procedures.   
 

iv) Dextrose 50% in Water (D50) (for both the Intervention and Control Groups) 
Each clinical unit where a randomized subject is being treated should – per hospital 
policy- have ready access to D50. If such hospital policy does not exist, the site study 
team will ensure that D50 is stored to allow immediate availability at the bedside in the 
units in which randomized subjects are to be admitted. D50 will be stored at an 
appropriate secure and readily accessible location as per local site procedures.  
 

12.3 Method for Assigning Patients to the Treatment Group 
After the site study team has identified a patient as eligible for the study and informed 
consent has been obtained, the patient will be randomized using WebDCUTM.  Site 
pharmacists are not required to access the WebDCUTM.   
 
A copy of the randomization assignment with the SHINE study ID and treatment 
allocation will be provided to the pharmacist according to site procedures 
(deliver/fax/email).   
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12.4 Drug Labeling 
The IV infusion bag for insulin (intervention group) and saline (control group) should be 
labeled SHINE Study Drug.   

    

A sticker with a blue background and the text SHINE Study Drug will be provided for the 
IV insulin bag.  A sticker with an orange background and the text SHINE Study Drug will 
be provided for the IV saline bag.  Stickers will be supplied at the time of site activation, 
and the site study team will provide to the pharmacy.  The label MUST only be applied 
by the pharmacist who is preparing the IV infusion.  Contact site study coordinator to 
request additional stickers. 

See Appendix 10 for the SHINE Pharmacy Guidance and Instructions for Developing 
Study Orders. 

13. Source Documentation and Monitoring 
13.1 Source Documentation 

Source documents are any documents on which study data are recorded for the 
first time. Source documents include, but are not limited to, medical records 
(inpatient and outpatient), worksheets developed for study use, standardized test 
forms and laboratory reports.  The source documents are necessary to validate 
the information that has been entered into WebDCU™.  The source documents 
also will need to be readily available during site monitoring visits. These 
documents should be in good order and should be placed in a study-titled binder 
or clearly marked file. 
 
 

13.2 Site Monitoring 
Monitoring visits will be conducted to ensure that the conduct of the trial is in 
compliance with the current version of the IRB approved protocol, the GCP/ICH 
Guidelines and all applicable regulatory requirements.  It is paramount that the 
trial is performed in accordance with all regulatory requirements and protocol 
criteria and that the rights and well-being of human subjects are protected. A 
project monitor from the NETT-CCC will perform the on-site monitoring for all 
SHINE study sites.  Project monitors are selected and managed by the NETT-
CCC. In accordance with the GCP Guidelines, monitoring of clinical sites will take 
place on a periodic basis – at least once each year for sites that have enrolled 
within the year, and a final close-out visit upon completion of the trial. More 
frequent monitoring visits will be determined by the site manager and the project 
monitor based upon factors such as rate of enrollment, findings of previous 
monitoring reports, etc.  
 
The Site Monitor will coordinate/perform the on-site monitoring for the SHINE 
study sites.  At each monitoring visit, the investigator(s), study coordinator(s), 
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