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MILESTONE 3  

• Continuation of enrollment at the Hub 
 

16.5.2 Per Subject Payments 
SHINE sites will receive two per-subject payments based on the schedule outlined 
below. In order to qualify for payment for an individual subject, all associated CRFs must 
be complete and query free to show as ready for payment.  The site is then eligible to 
request payment by submitting an institutional acceptable invoice document to the 
subcontractor for payment.  Figures provided represent “total payments”, and thus 
include any Indirect Cost recovery. 

Payment 1 
 Payment 1 is provided when the following criteria are met: 

• Eligible subject is enrolled and completes initial study visit 
• All data for eligible visit is entered into WebDCU™ 
• All queries are resolved for the visit 
• Subject visit reads “Ready” in WebDCU™ 

 
Payment 2 
 Payment 2 is provided when the following criteria are met: 

• Subject is not lost to follow up 
• Eligible subject completes all required components of 3-month outcomes 

visit 
• All required data for second visit is entered into WebDCU™ 
• All queries are resolved for the visit 
• Subject visit reads “Ready” in WebDCU™ 

 
Contact Information for Milestones and Payments  
 
For NETT Hubs and Spoke Sites: 
All email correspondence regarding milestone payments should be sent to the SHINE 
study team at SHINE-milestone@umich.edu.  
 
For SHINE Ancillary Sites: 
All email correspondence regarding milestone payments should be sent to the SHINE 
Grants and Contracts Administrator: Emily Gray at shine_invoices@Virginia.EDU. 
 

17. Close-Out and Termination Stages 
17.1 Site Closeout 
Site Closeout procedures will be distributed and coordinated by the NETT-CCC Site 
Manager to ensure regulatory compliance.  Contact site manager with questions. 

17.2 Retention of Study Records 
Study records will be retained for a minimum of 5 years from the approval date of the 
sponsor’s final study report in accordance with contract or grant stipulations or until you 
are otherwise notified by NIH.  These include, but are not limited to: 
1. Patient CRF binders and informed consent forms 
2. Patient medical charts containing progress notes, laboratory reports, etc. 
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3. Regulatory Binders 
4. Study Reference Manual 
5. All other personal/site files and documents related to the trial  

 

18. Study Policies and Research Conduct 
18.1 Protection of Human Subjects 
Participating sites must maintain a human subjects protection program compliant with 45 
CFR 46 and 21CFR 50 and 56 and with state, local or institutional requirements related 
to the protection of human subjects, an approved Assurance for human subjects 
research and an IRB registration number. Enrolling local institutions must also ensure 
the safe and appropriate performance of the research at its institution. This includes, but 
is not limited to, monitoring protocol compliance, managing any major protocol violations, 
managing any serious adverse events occurring at the institution, ensuring qualifications 
of research staff and providing a mechanism by which complaints about the research 
can be made by local study participants or others. Prior to enrolling subjects in SHINE, 
each site must submit documentation that the study has been approved by the local IRB, 
including locally approved informed consent forms. 
Written, valid informed consent must be obtained from each SHINE participant as part of 
the subject enrollment process only after the investigator is satisfied that the participant 
understands the potential risks and benefits of participation in the study. 
 
See also:  

https://nett.umich.edu/sites/default/files/docs/sop_certification_for_protection_of_human_
subjects_final01.pdf 
  
18.2 The HIPAA Privacy Rule 
Under the Health Insurance Portability and Accountability Act of 1996 (HIPAA) Privacy 
Rule, SHINE investigators are required by the Department of Health and Human 
Services (HHS) or the Food and Drug Administration (FDA) Protection of Human 
Subjects Regulations (45 CFR part 46 or 21 CFR parts 50 and 56, respectively) to take 
measures to protect personal health information (PHI) from inappropriate use or 
disclosure. PHI includes identifiable health information about subjects of clinical research 
gathered by a researcher who is a covered health care provider. 
 
Compliance with HIPAA regulations is considered a local context issue and remains the 
purview of the local institution and local IRB. The HIPAA Privacy Rule is concerned with 
the risk to the subject's privacy associated with the use and disclosure of the subject's 
PHI, and permits researchers, as health care providers and therefore covered entities, to 
use or disclose PHI for research under certain circumstances and conditions, including if 
the subject of the PHI has granted specific written permission through an Authorization 
that satisfies section 164.508 and if the PHI has been de-identified in accordance with 
the standards set by the Privacy Rule at section 164.514(a)-(c) in which case, the health 
information is no longer PHI. 
 
The individual SHINE IRBs will act as Privacy Boards (required by HIPAA) to review the 
use and disclosure of PHI and to determine whether subjects should sign a Subject 
Authorization for Release of PHI for Research in addition to the consent to participate in 
research, or if a Waiver of Authorization may be granted analogous to a Waiver of 
Consent under the Common Rule. 

https://nett.umich.edu/sites/default/files/docs/sop_certification_for_protection_of_human_subjects_final01.pdf
https://nett.umich.edu/sites/default/files/docs/sop_certification_for_protection_of_human_subjects_final01.pdf
https://nett.umich.edu/sites/default/files/docs/sop_certification_for_protection_of_human_subjects_final01.pdf

	SHINE Manual of Procedures Version 6.final
	December 19, 2016
	Abbreviation   Description

	1. Introduction
	1.1 Study Overview
	1.2 Study Objectives

	2. Study Process Flowchart
	3. Screening
	3.1 Subject Identification
	3.2 Screening Overview
	3.3 Eligibility Criteria
	3.3.1 Inclusion Criteria
	3.3.2 Exclusion Criteria

	3.4 Justification and Explanation of Eligibility Criteria
	3.5 Screen Failure Log
	3.6 Prohibited Therapy

	4. Enrollment Procedures
	4.1 Obtaining Informed Consent
	4.2 Sample Informed Consent
	4.3 Enrollment
	4.3.1 Randomization by WebDCU™
	4.3.2 Emergency Randomization Procedures

	4.4 Successful Enrollment

	5. Study Treatment Procedures
	5.1 Treatment Procedures
	5.1.1 Intervention and control group protocols
	5.1.2 Intervention Group
	(1) IV insulin preparation
	(a) Drug preparation
	(i) Upon randomization, the SHINE site study team will contact the pharmacy to communicate the randomization allocation.  Study treatment must begin as soon as possible following randomization.
	(ii) Orders for study intervention group protocol should be entered by study investigator per site procedures.
	(iii) The pharmacy will provide the study IV insulin per site procedures.
	(iv) The concentration of the IV 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. See Section 12-Pharmacy Manual.
	(b) Study patient preparation
	(i) The study team/clinical nurse will gather supplies for the IV insulin infusion protocol (IV catheter, IV tubing, infusion pump, syringes, etc.).
	(ii) The SHINE study will encourage that 1 vial of Dextrose 50% in Water (D50) be stored to allow immediate availability at the bedside.  If hypoglycemia occurs, patients in the intervention group will receive an individualized dose of D50 as indicate...
	(iii) An IV for study medication only will be placed.  All other IV medications should be administered separately from the IV for study insulin infusion.
	(iv) Upon receipt of the IV insulin bag from the pharmacy, the study team/clinical nurse will hang it with an infusion pump. The IV infusion pump should be programmed to maintain the blind (i.e., the display on the infusion pump should read SHINE Stud...
	(v) The IV insulin bag will be labeled with a BLUE sticker that says SHINE study drug.  The label MUST only be applied by the pharmacist who is preparing the IV infusion.
	(vi) The background for the GlucoStabilizer® screens will be BLUE for the intervention group.  Verify that these match to assure that the correct study drug has been provided.

	5.1.3 Control Group Protocol
	(i) The clinical nurse and/or study team will gather supplies for the IV saline infusion (catheter, tubing, infusion pump),) and will follow site procedures for obtaining supplies for the subcutaneous insulin injections.
	(ii) Human Regular Insulin (Humulin R or Novolin R) must be used for the subcutaneous insulin injections in the control group.
	(iii) If the patient advances to Level 3 on the sliding scale, a one-time dose of basal insulin will be given at 48 hours.  Glargine (Lantus) must be used for this one-time subcutaneous basal insulin injection  at a dose equal to 40% of previous day’s...
	(iv) The D50 will be stored to allow immediate availability at the bedside.  If a patient in the control group becomes hypoglycemic (< 80 mg/dL), IV D50 25 mL (1/2 amp D50) will be given.
	(v) The nurse will place an IV for study medication only.  All other IV medications should be administered separately from the IV for study saline infusion.
	(vi) Upon receipt of the IV saline bag from the pharmacy, the clinical nurse will hang it with an infusion pump. The IV pump should be programmed to maintain the blind (e.g. This should read SHINE Study Drug rather than saline).
	(vii) The IV saline bag will be labeled with an ORANGE sticker that says SHINE study drug.  The label MUST only be applied by the pharmacist who is preparing the IV infusion.
	(viii) The background for the study laptop screens will be ORANGE for the control group.  The nurse should verify that the screen and sticker match to assure that the correct study drug has been provided.

	5.1.4 Considerations for Study Coordinators during the Treatment Period
	5.1.5 Concomitant or Ancillary Therapy


	6. Event Visits
	6.1 Study Visit Schedule
	6.2 Assessments
	6.2.1 Blinding of follow up visits
	6.2.2 mRS29-31
	6.2.2.1 mRS Scoring Instructions
	6.2.2.2 Modified Rankin Scale (mRS) Training and Certification

	6.2.3 BI32
	6.2.4 NIHSS33-35
	6.2.5 SSQOL36
	6.2.6 SSQOL Administration
	6.2.7 Neuro Checks and Neurological Worsening
	6.2.8 Lacunar Stroke Etiology


	7. Data Collection and Management
	7.1 SHINE CRF Collection Schedule
	7.2 Overview
	7.3 Data Acquisition and Central Study Database
	7.4 Case Report Forms and Worksheets
	7.4.1 Overview of Forms and Requirements

	7.5 Guidelines for Completion of Specific CRFs (See Appendix 8)

	8. Adverse Events
	8.1 Definitions
	8.1.1 Adverse Event
	8.1.2 Serious Adverse Event

	8.2 Anticipated Adverse Events
	8.2.1 Clinically Important Adverse Events
	8.2.1.1 Severe Hypoglycemia (glucose < 40 mg/dL)
	8.2.1.2 Neurological Worsening Associated with Hypoglycemia

	8.2.2 Assessing Relatedness of Hypoglycemic Events After End of Treatment Period

	8.3 Adverse Event Exceptions
	8.4 Algorithm to Determine Relatedness
	8.5 Adverse Event Collection and Reporting
	8.5.1 Study Site AE Screening
	8.5.2 Adverse Event Reporting
	8.5.3 SAE Narrative and Templates


	9. Protocol Adherence
	9.1 Protocol Deviations
	9.2 Corrective Action/Preventative Action Plans
	9.3 Protocol Adherence Monitoring Procedures

	10.  Management of Hypoglycemia
	10.1 Hypoglycemia Protocols
	10.1.1 Initiating hypoglycemia protocol (Glucose concentration < 80 mg/dL)
	10.1.2 Extra steps for hypoglycemia < 70 mg/dL
	10.1.3 Severe Hypoglycemia (Glucose concentration < 40 mg/dL)
	10.1.4 Determining Symptomatic Hypoglycemia
	10.1.5 Additional steps for ≥ 3 episodes of hypoglycemia (Glucose concentration < 70 mg/dL) in 24 hour period
	10.1.6 Additional steps for severe hyperglycemia (Glucose concentration ≥ 500 mg/dL)


	11. Safety Monitoring
	11.1 Safety Reporting
	11.2 Safety Review Process
	11.3 Blinding
	11.4 Emergency Unblinding

	12. Pharmacy Manual
	12.1 Study Design
	12.2 Study Drug Descriptions
	12.3 Method for Assigning Patients to the Treatment Group
	12.4 Drug Labeling

	13. Source Documentation and Monitoring
	13.1 Source Documentation
	13.2 Site Monitoring
	13.3 Queries/Data Clarification Requests (DCRs)
	13.4 Regulatory Documentation and E-Binder
	13.5 Change in Study Personnel
	13.5.1 Change in Site PI
	13.5.2 Change in Other Study Personnel
	13.5.3 Notifying SDMC about Changes in Study Personnel


	14. Reports
	14.1 Monthly Report
	14.2 Enrollment Reports
	14.3 Newsletter
	14.4 DSMB Reports
	14.5 Recruitment and Retention Reports

	15. Site Recruitment, Training and Initiation
	15.1 Site Start-Up and Initiation
	15.2 Training for Study Personnel
	15.3 Training for Site Clinical Personnel (Non-Study Team Members)
	15.4 Training Investigator Meeting
	15.5 Site Re-Training (Due to Lack of Subject Enrollments in 6 Months)

	16. Patient Recruitment and Retention
	16.1 Recruitment
	16.2 Retention
	16.2.1 Retention and Study Participation
	16.2.2 Lost to Follow Up

	16.3 Use of People Locating Service (OmniTrace)
	16.4 Discontinuation of Study Participation
	16.4.1 Discontinuation of Study Participation
	16.4.1.1 Initiated by Subject or LAR
	16.4.1.2 Initiated by Treating Investigator or Treating Physician
	16.4.1.3 Discontinuation of Treatment for Other Reasons

	16.4.2 Procedures for Withdrawal of Informed Consent
	16.4.2.1 Required Documents
	16.4.2.2 Procedures


	16.5 Milestones and Subject Payments to Clinical Sites
	16.5.1 Milestone
	16.5.2 Per Subject Payments


	17. Close-Out and Termination Stages
	17.1 Site Closeout
	17.2 Retention of Study Records

	18. Study Policies and Research Conduct
	18.1 Protection of Human Subjects
	18.2 The HIPAA Privacy Rule
	18.3 Protocol Amendments
	18.4 Ancillary Studies
	18.5 Publications and Presentations Policies and Procedures
	18.6 Data Sharing Policy and Procedures

	19. Study Organization and Contacts
	19.1 Administrative Structure
	19.1.1 SHINE Organizational Chart
	19.1.2 SHINE Committee Responsibilities and Charges
	19.1.2.1  Executive Committee
	19.1.2.2  Publications Committee
	19.1.2.3  WebDCUTM
	19.1.2.4  Neurological Emergencies Treatment Trials (NETT) Network
	19.1.2.5 DSMB

	19.1.3 Medical Decision Network (GlucoStabilizer®)

	19.2  SHINE Trial Contacts
	19.3 Quick Reference Table

	20. References
	21. Appendices

	1-SHINE Trial Protocol v2 23OCT2012
	2 - SHINE Screen Failure log and tool
	2-SHINEScreenFailureLog
	sfl.decision tool
	Screen Failure Log Entries


	3-shine_icf_template_vr_3.1_01132016
	4 - nett_webdcutm_user_manual_v19
	5-Daily Care Log
	6 - SHINE Hypoglycemia Protocol and Symptomatic Questionnaire
	7-Site Visit Report Template
	8 - SHINE CRF Completion Guidelines v2
	9 - Site Recruitment.final
	10-SHINE Pharmacy Plan Guidance and Instructions for Developing Study Orders 19DEC2016
	11-SHINE Protocol Adherence Monitoring Procedures 16DEC2016
	NIH-NINDS Sponsored Trial

	12-SHINE - Use of OmniTrace People Locating Service
	OmniTrace and SHINE - Introductory Memo 21JAN2016
	Copy of Patient Information Form - SHINE
	OmniTrace LTFU FAQs


