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Protocol Synopsis
	TITLE
	A Comparison of Transversus Abdominis Plane Blocks versus Continuous Intravenous Lidocaine for Postoperative Analgesia after Kidney Transplant Surgery

	
	

	PRINCIPAL INVESTIGATOR
	Neil A. Hanson, MD

	CO-INVESTIGATORS
	Wyndam Strodtbeck MD, Joseph Strunk MD, Genna Saunders RN, Christine Oryhan MD, Daniel Warren MD, Jared Brandenberger MD, Nick Cowan MD, Christian Kuhr MD, FACS

	
	

	FUNDING ORGANIZATION
	Department of Anesthesiology

	NUMBER OF SITES
	Single-site study

	
	

	RATIONALE
	In this prospective, randomized, noninferiority study, we propose to formally evaluate the analgesic efficacy of transversus abdominis plane block against continuous intravenous lidocaine. Our hypothesis is that there will be no clinically relevant difference in postoperative opioid consumption between the two interventions within the first 24 hours following surgery. Should our hypothesis prove correct, it would have important implications on the management of acute postoperative pain. Currently, practice standards for the treatment of acute pain following kidney transplant surgery are heterogeneous and despite robust evidence that TAP blocks improve analgesia, this intervention has not been universally adopted by all institutions. Cost and technical expertise have potentially limited this particular nerve block in becoming standard of practice. If the act of initiating a continuous intravenous lidocaine infusion provides similar analgesia to a TAP block, then potentially more transplant recipients will begin to receive higher quality acute pain management with potentiallyless risk. While opioid medications are the default treatment for pain at many institutions, they have a tremendous burden on the healthcare system by increasing patient morbidity and mortality. Consequently, any intervention which facilitates opioid reducing strategies in a surgical population is of significant benefit to the healthcare system at large. This is especially true in patients receiving such a resource-intense intervention such as an organ transplant.

	
	

	STUDY DESIGN
	Renal transplant patients participating in pre-surgery optimization at Virginia Mason Medical Center will be approached to participate in this study. Subject pre-screening will include a review of the subject’s health history and current medications. Those subjects meeting criteria and consenting to participate, will be randomized in a 1:1 fashion to one of two groups with a computer generated arm assignment. One group will receive a TAP block (TAP Group) and the other group will receive a continuous infusion of intravenous lidocaine (Lido Group) for postoperative pain immediately following induction of general anesthesia.
Investigators will visit subjects in the hospital on the first and second postoperative days to formally evaluate subjects’ satisfaction with analgesia, pain scores (numerical rating scale), opioid consumption, opioid-related adverse events, medication-related adverse events, and advancement of diet. All other clinical outcomes and demographic patient information will be extracted from the electronic medical record. The attending anesthesiologist on the Acute Pain Service will have clinical discretion to adjust or discontinue any ongoing continuous intravenous lidocaine infusions. Thirty days following discharge from the hospital, subjects will be contacted at home via telephone and asked what the intensity of their surgical pain (numeric rating scale) is and whether they are currently taking prescribed opioids.

	
	

	PRIMARY OBJECTIVE
	To determine any differences in cumulative opioid consumption between interventions following surgery

	
	

	SECONDARY OBJECTIVES
	· Satisfaction with postoperative analgesia
· Identifying the incidence of opioid-related and medication-related adverse events
· Frequency of chronic opioid use after hospital discharge

	
	

	NUMBER OF SUBJECTS TO BE ENROLLED
	124 subjects undergoing kidney transplant surgery

	
	

	SUBJECT SELECTION
CRITERIA
	Inclusion Criteria
· Age ≥ 18 
· Kidney transplant recipient
· Consent to participate in the study

Exclusion Criteria
· Age < 18 years
· Refusal to participate
· Pregnant or lactating
· Chronic opioid use 
· Allergy to local anesthetics
· Severe hepatic disease
· Seizure disorder

	
	

	TEST PRODUCT, DOSE, AND ROUTE OF ADMINISTRATION
	Lidocaine Hydrochloride in 5% Dextrose Injection, USP, 2 gram/250 mL (8 mg/mL) in VIAFLEX Plastic Container. Liquid Premix. NDC 0338-0411-02

	
	

	CONTROL ANALGESIC
	0.25% bupivacaine with 1:400,000 epinephrine

	



	

	dURATION OF SUBJECT PARTICIPATION AND DURATION OF STUDY
	Subjects will likely be in study for approximately 35 days
Treatment:  Day of Surgery (DOS) 
Follow-up:   24 hours (±4 hours) following surgery, 48 hours (±4 hours) following surgery, and 30 days following discharge from hospital (±5 days)
The total duration of the study is expected to be up to 35 days for subject recruitment and final subject follow-up.

	E
	

	CONCOMITANT MEDICATIONS
	All subjects should be maintained on their current medications throughout the entire study, as medically feasible.  

	
	

	EFFICACY EVALUATIONS
	There will not be an interim efficacy evaluation performed during the course of this study.

	
	

	STATISTICS
Sample size calculation
	In order to perform a non-inferiority trial on a continuous variable like opioid consumption, we determined that the mean opioid use at our institution in IV morphine equivalents for the first 24 hours following kidney transplant surgery was 16.9 mg with a standard deviation of 14.7 mg. Our non-inferiority margin has been predetermined to be 8 mg based on clinical relevancy. Using these numbers, with a significance level of 5% and a power of 90%, our required sample size is 58 subjects per group. We plan on recruiting 62 per group (124 total) to account for inter-subject variability and drop out.




[bookmark: _Toc528604319]BACKGROUND 
Peripheral nerve blocks, or the injection of local anesthetic adjacent to targeted nerves, have been demonstrated to improve pain scores and decrease opioid consumption in the immediate postoperative period (1-2). Specifically, the transversus abdominis plane (TAP) block, has successfully achieved both of these outcomes following kidney transplant surgery (3-4). While the procedure itself is rather simple to perform and relatively safe (5), TAP blocks still carry inherent risks to the patient (e.g., bleeding, infection, and nerve injury) and require a degree of expertise to perform successfully. Most recently, continuous infusion of intravenous lidocaine has been shown to provide opioid-sparing analgesia to a wide range of surgeries (6-7). Unlike peripheral nerve blocks, the administration of intravenous lidocaine requires minimal expertise and very little additional cost. To date, there have been few studies comparing perioperative continuous administration of intravenous lidocaine to peripheral nerve blocks for postoperative analgesia. 
[bookmark: _Toc528604321]STUDY RATIONALE
In this prospective, randomized, noninferiority study, we propose to formally evaluate the analgesic efficacy of transversus abdominis plane block against continuous intravenous lidocaine. Our hypothesis is that there will be no clinically relevant difference in postoperative opioid consumption between the two interventions within the first 24 hours following surgery. Should our hypothesis prove correct, it would have important implications on the management of acute postoperative pain. Currently, practice standards for the treatment of acute pain following kidney transplant surgery are heterogeneous and despite robust evidence that TAP blocks improve analgesia, this intervention has not been universally adopted by all institutions. Cost and technical expertise have potentially limited this particular nerve block in becoming standard of practice. If a continuous intravenous lidocaine infusion provides similar analgesia to a TAP block, then potentially more transplant recipients will begin to receive higher quality acute pain management with potentiallyless risk. While opioid medications are the default treatment for pain at many institutions, they have a tremendous burden on the healthcare system by increasing patient morbidity and mortality (8-9). Consequently, any intervention which facilitates opioid reducing strategies in a surgical population is of significant benefit to the healthcare system at large. This is especially true in patients receiving such a resource-intense intervention such as an organ transplant.  
[bookmark: _Toc528604322]Risk / Benefit Assessment
All peripheral nerve blocks carry with them the risk of bleeding, infection, systemic local anesthetic toxicity and nerve injury. The infusion of intravenous lidocaine carries with it the risk of systemic local anesthetic toxicity, which may manifest as: tinnitus, perioral numbness, seizures, or altered mental status. These adverse events are well described in the literature but extremely rare (5,10) and judiciously monitored for postoperatively. Local anesthetic systemic toxicity has a recorded incidence of less than 1 in 1000. As both TAP blocks and intravenous pain management techniques are routinely used in surgical patients at Virginia Mason Medical Center, subjects in this study will not have an undue burden of risk associated with their participation. All patients receiving continuous intravenous lidocaine have serum lidocaine levels drawn on the first postoperative day per standard of practice. Infusions are adjusted or discontinued based upon the resulting value and is at the discretion of the anesthesiologist rounding on the Acute Pain Service.
[bookmark: _Toc528604323]STUDY OBJECTIVES
[bookmark: _Toc452882879][bookmark: _Toc469201416][bookmark: _Toc469205364][bookmark: _Toc119767663][bookmark: _Toc528604324][bookmark: _Toc448649959]Primary Objective
[bookmark: _Toc128391930][bookmark: _Toc128533564][bookmark: _Toc128534171][bookmark: _Toc452882880][bookmark: _Toc469201417][bookmark: _Toc469205365][bookmark: _Toc119767664]To determine any differences in cumulative opioid consumption between interventions 24 hours following surgery.  

[bookmark: _Toc528604325]Secondary Objectives
· Cumulative opioid consumption 48 hours following surgery
· Satisfaction with postoperative analgesia
· Identifying the incidence of opioid-related and medication-related adverse events
· Frequency of chronic opioid use after hospital discharge

In addition to the above, we will be tracking numerous secondary outcomes through the electronic medical record: duration of hospitalization, readmission rates, time to regular diet, postoperative graft function, serum lidocaine levels, and other critical hospital incidents.
[bookmark: _Toc452882881][bookmark: _Toc469201418][bookmark: _Toc469205366][bookmark: _Toc532634096][bookmark: _Toc119767665][bookmark: _Toc528604326][bookmark: _Toc448649961]STUDY DESIGN
Renal transplant patients participating in pre-surgery optimization at Virginia Mason Medical Center will be approached to participate in this study. Subject pre-screening will include a review of the subject’s health history and current medications. Those subjects meeting criteria and consenting to participate, will be randomized in a 1:1 fashion to one of two groups with a computer generated arm assignment. The sealed envelopes will be opened prior to induction of general anesthesia. One group will receive a TAP block (TAP Group) and the other group will receive a continuous infusion of intravenous lidocaine (Lido Group) for postoperative pain.
All subjects enrolled in this study will receive preoperative acetaminophen (975 mg), as is standard of practice at our institution. Induction of general anesthesia will be administered as determined by the attending anesthesiologist once the subject is in the operating room. After the trachea is successfully intubated, those subjects in the TAP group will have the site of their incision confirmed. After prepping the skin with chlorhexidine gluconate (Chloraprep), a clear sterile drape placed over the area. The appropriate anatomical planes will then be identified with a high-frequency linear ultrasound transducer (Sonosite, M-Turbo, 6 to 13 MHz). A 22-gauge echogenic block needle will be inserted with ultrasound guidance and sterile technique, from an anterior to posterior direction through the external and internal oblique muscles. 30 mL of 0.25% bupivacaine with 1:400,000 epinephrine solution will then be deposited between the internal oblique and the transversus abdominis muscles. Subjects randomized to the Lido Group will instead have an intravenous infusion of lidocaine (Lidocaine Hydrochloride in 5% Dextrose Injection, 2 gram/250 mL, Baxter) begun at a rate of 0.5 – 1 mg/kg/hr of ideal body weight. This infusion will continue for up to 48 hours postoperatively, as is standard of practice at our institution. All intra-operative opioid administration will be confined to intravenous fentanyl and titrated to the hemodynamic response of surgical stimulation.
Investigators will visit subjects in the hospital at 24 hours and 48 hours postoperatively to formally evaluate subjects’ satisfaction with analgesia, pain scores (numeric rating scale), opioid consumption, opioid-related adverse events, medication-related adverse events, and advancement of diet. All other outcomes and demographic patient information will be extracted from the electronic medical record (e.g., duration of hospitalization, readmission rates, time to regular diet, postoperative graft function, serum lidocaine levels, and other critical hospital incidents). The attending anesthesiologist on the Acute Pain Service will have clinical discretion to adjust or discontinue any ongoing continuous intravenous lidocaine infusions. Thirty days following discharge from the hospital, subjects will be contacted at home via telephone and asked what the intensity of their surgical pain is and whether they are currently taking prescribed opioids.
[bookmark: _Toc528604328]Sample Size Calculation 
In order to perform a non-inferiority trial on a continuous variable like opioid consumption, we determined that the mean opioid use at our institution in IV morphine equivalents for the first 24 hours following kidney transplant surgery was 16.9 mg with a standard deviation of 14.7 mg. Our non-inferiority margin has been predetermined to be 8 mg based on clinical relevancy. Using these numbers, with a significance level of 5% and a power of 90%, our required sample size is 58 subjects per group. We plan on recruiting 62 per group (124 total) to account for inter-subject variability and drop out.
[bookmark: _Toc528604329]SAFETY EVALUATIONS
[bookmark: _Toc528604330]Safety Monitoring
As with any medication there is always the risk of an adverse reaction.  The risk of any amide local anesthetic causing serious harm, or death, is extremely low.  Due to the extensive and safe use of these medications, we do not anticipate any serious side effect that would warrant a data safety monitoring board.    
Participants will be able to contact the Principal Investigator (PI) for any questions or concerns and any adverse events will be formally assessed and documented by staff before discharge and at follow-up as needed.  For emergencies, subjects will be able to contact Dr. Neil Hanson’s or Dr. Wyn Strodtbeck’s 24-hour emergency number at 206-223-6600.  
[bookmark: _Toc128391937][bookmark: _Toc128533571][bookmark: _Toc128534178][bookmark: _Toc528604331]Safety Evaluations
An adverse event (AE) is any symptom, sign, illness or experience that develops or worsens in severity during the course of the study.  Intercurrent illnesses or injuries should be regarded as adverse events.  
A serious adverse event is any AE that is: 
· fatal
· life-threatening
· requires or prolongs hospital stay
· results in persistent or significant disability or incapacity
· a congenital anomaly or birth defect
· an important medical event
Important medical events are those that do not fit the other definitions of serious adverse events, but the event may jeopardize the patient and may require treatment to prevent one of the listed serious adverse events.
Adverse events will be reported if they occur between the time of informed consent and hospital discharge. All unresolved adverse events will be followed by the PI until resolution, the adverse event is otherwise explained, or the participant is lost to follow-up. At the last study visit, the PI and/or study staff will instruct each participant to report any subsequent event that the participant, or participant’s personal physician, reasonably believes may be related to the study. 
[bookmark: _Toc128391939][bookmark: _Toc128533573][bookmark: _Toc128534180][bookmark: _Toc128391941][bookmark: _Toc128533575][bookmark: _Toc128534182][bookmark: _Toc528604332]SUBJECT SELECTION
[bookmark: _Toc528604333]Study Population
We plan to enroll subjects at Virginia Mason Medical Center who undergoing kidney transplant surgery.  
[bookmark: _Toc528604334]Recruitment and Screening Procedures
Study staff will identify potentially eligible study subjects through the institution’s transplant coordinators. Study staff will contact potential subjects to pre-screen according to the inclusion and exclusion criteria and determine willingness participate. Pre-screening will occur in-person depending when the subject is summoned to the hospital prior to transplant surgery.  
If a potential subject is not eligible or not interested in participation, this will be noted in the study recruitment log.
[bookmark: _Toc528604335]Inclusion Criteria
· Age ≥ 18
· Kidney transplant recipient
· Consent to participate in the study
All subjects will be recruited regardless of race, ethnicity and gender. 
[bookmark: _Toc528604336]Exclusion Criteria
· Age < 18 years
· Refusal to participate
· Chronic opioid use 
· Allergy to local anesthetics
· Severe hepatic disease
· Seizure disorder
[bookmark: _Toc528604338]Concurrent Medications
[bookmark: _Toc513456515]All subjects should be maintained on their current medications throughout the entire study, as medically feasible, preferably with no introduction of new chronic therapies.    
[bookmark: _Toc528604339]STUDY TREATMENTS
Lidocaine Infusion
Lidocaine Hydrochloride and Dextrose (Baxter, NDC: 0338-0411-02) will be used in this study.  The drug is formulated as a suspension for intravenous injection.  Investigational product will be prepared and dispensed by qualified and trained member of the study staff as permitted by local, state and institutional requirements.  
[bookmark: _Toc528604342]Supply and Storage of Study Drug at the Site
The investigational product will be supplied commercially and obtained by the site in accordance with local and legal regulatory requirements.  The lidocaine solution will be stored according to manufacturer’s instructions at temperatures by the Virginia Mason (VM) Investigational Drug Services (IDS) Pharmacy.  The VM IDS Pharmacy will prepare and distribute an individual dose to the attending anesthesiologist performing the operation once ordered.  The lidocaine solution will be administered intravenously and according to the manufacturer’s instructions and clinical physician’s orders.  
[bookmark: _Toc528604343]Study Drug Accountability
The Virginia Mason (VM) Investigational Drug Services (IDS) Pharmacy will be responsible for maintaining accurate and current accountability of all use and unused investigational product.  The investigational drug accountability record at study site will include the following:
· Date and quantity for receipt of IP
· Date, subject number for IP dispensed
· Date, subject number for return of IP (if applicable)
Documentation of the infusion will be maintained on the electronic medical record. 
[bookmark: _Toc128391956][bookmark: _Toc128533590][bookmark: _Toc128534197][bookmark: _Toc513456520][bookmark: _Toc528604344]STUDY PROCEDURES AND GUIDELINES
Except for pre-screening, written informed consent and the Health Insurance Portability and Accountability Act (HIPAA) authorization must be signed and dated by the subject or subject’s legal representative prior to the conduct of any study-related activities.  
[bookmark: _Toc528604345]Informed Consent Process
If the subject agrees to participate in the study, the following will occur:
· Before randomization will occur, written informed consent will be obtained from the participant or his/her legal representative. 
· Whether study materials are given ahead of time or presented in-person, adequate time for the participant/LAR to review the consent materials will be provided. The consent administrator will review all aspects of the consent and provide the participant/LAR the opportunity to ask and have answered questions prior to obtaining written consent.
· Study staff will sign and date consent materials and provide business contact information after the subject/LAR has signed. The subject/LAR will receive a signed copy of the consent materials for their records. Consent is valid until withdrawn by the subject/ LAR. Subjects will receive a Frequently Asked Questions sheet provided by the Center for Disease Control concerning the vaccine.  Additionally, subjects will receive post blood draw donation instructions. 
Study Medications
Lidocaine Hydrochloride and Dextrose (Baxter, NDC: 0338-0411-02)
Subject Reimbursement 
Subjects will not be compensated for their involvement in this study.
[bookmark: _Toc128391962][bookmark: _Toc128533596][bookmark: _Toc128534203][bookmark: _Toc528604346]EVALUATIONS 
Once written informed consent is obtained, demographic data will be collected using approved study data collection forms. Investigators will then visit subjects at the VM main campus at 24 hours and 48 hours following their surgery. Finally, a phone call will be made 30 days after subjects are discharged.
[bookmark: _Toc528604347]Screening and Intervention Randomization (Day 0)
The following activities will occur the day of surgery at the VM main campus:  
· Collect signed study consent form from subject once informed.
· Record subject demographic information.
· Randomize to either TAP or Lido Group and perform appropriate intervention.
[bookmark: _Toc514853193]24-Hour Postoperative Visit 
The following activities will occur at the VM main campus and fall within the first 24 (± 4) hours following surgery:
· Record cumulative opioid consumption
· Record pain scores
· Record opioid-related and/or medication-related adverse events
· Record subject’s satisfaction with analgesia
· Record current diet
· Record serum lidocaine level
· Record current rate of lidocaine infusion (N/A if patient received TAP Block)
[bookmark: _Toc514853195][bookmark: _Toc514253717][bookmark: _Toc514253718][bookmark: _Toc514253720]48-Hour Postoperative Visit  
The following activities will occur at the VM main campus and fall after the first 48 (± 4) hours following surgery:
· [bookmark: _Toc514853197][bookmark: _Toc514253722][bookmark: _Toc514253723][bookmark: _Toc514253725][bookmark: _Toc128391970][bookmark: _Toc128533604][bookmark: _Toc128534211][bookmark: _Toc528604350]Record cumulative opioid consumption
· Record pain scores
· Record opioid-related and/or medication-related adverse events
· Record subject’s satisfaction with analgesia
· Record current diet
· Record current rate of lidocaine infusion (N/A if patient received TAP Block)
30 Days after Discharge (±5 days) Telephone Call
The following will occur via telephone:
· Record any current opioid consumption for surgical pain
· Record pain scores

[bookmark: _Toc514253728][bookmark: _Toc528604352]DISCONTINUATION And Replacement of subjects
[bookmark: _Toc528604353]Early Discontinuation or Withdrawal from Study 
A subject may be discontinued or withdraw from the study at any time if the subject or investigator feels that it is not in the subject’s best interest to continue.  
If a subject is withdrawn from treatment due to an adverse event, the subject will be followed and treated by the Investigator until the abnormal parameter or symptom has resolved or stabilized.  
All subjects are free to withdraw from participation at any time, for any reason, specified or unspecified, and without prejudice.
Reasonable attempts will be made by the investigator to provide a reason for subject withdrawals.  The reason for the subject’s withdrawal from the study will be specified in the subject’s source documents.
[bookmark: _Toc514853203][bookmark: _Toc128391978][bookmark: _Toc128533612][bookmark: _Toc128534219][bookmark: _Toc528604355]DATA COLLECTION, RETENTION AND MONITORING
[bookmark: _Toc528604356]Monitoring
In accordance with applicable regulations, Good Clinical Practice (GCP) and our internal procedures, the internal BRI Regulatory Compliance monitor will periodically conduct visits confirming the following:
· Check the progress of the study
· Review study data collected is complete
· Conduct source document verification
· Confirm items appropriately reported to the Sponsor-Investigator, IRB and Institution as applicable
· Identify any issues and address their resolution

This will be done in order to verify the:
· Data is authentic, accurate and complete
· Safety and rights of subjects are being protected
· Study is conducted in accordance with the currently approved protocol (and any amendments), GCP and all applicable regulatory requirements
[bookmark: _Toc528604357]Data Collection
Records to be kept
· Data Collection Sheets (facilitated by clinical research staff)
· Compiled Electronic Database
[bookmark: _Toc528604358]Subject Identification 
Each subject will be given a unique research ID number at the time of entry into the database. The password-protected database is contained on a dedicated server at VM and maintained by the Information Technology (IT) department. 
[bookmark: _Toc514253737]Documents containing identifying information and their associated data will be kept in a locked cabinet, in a locked office at VM. 
[bookmark: _Toc528604359]Confidentiality
· Documents containing identifying information and their associated data will be kept in a locked cabinet, in a locked office at VM. Data stored on the database can be accessed only by authorized study and database personnel; 
· Participant files/charts are kept in a locked environment
· No subject will be identified in any publication
[bookmark: _Toc528604360]Study Records Retention
Information on the Data Collection Sheets, and the results of experimental data will be kept for a period of 10 years unless patient makes a written request to the principal investigator to be removed from the study.
[bookmark: _Toc528604361]Sharing of Research Results
[bookmark: _Toc528604362]Clinical information will not be released without written permission of the subject, except as necessary for monitoring by IRB, the OHRP, the Sponsor, or the Sponsor’s designee.
Quality Assurance
This study will abide by the standards of Good Clinical Practices (GCP).The study will be reviewed by the BRI Institutional Review Board before initiation.  Patient privacy and confidentiality will be respected and maintained.  All patients will have an informed consent which will provide information about the study and allow a competent adult to make an informed decision about participating.  The subjects will receive a signed copy of the informed consent for their own records and be informed that they may withdraw at any time during the study.
In accordance with applicable regulations, GCP and our internal procedures, the internal Regulatory Compliance monitor will periodically conduct visits to assure protocol compliance, ethical standards, regulatory compliance and data quality at the clinical sites, including review of records, consent forms, etc. 
[bookmark: _Toc528604363]Subject Confidentiality
· Data is stored in a database accessed only by authorized study and database personnel.   
· Participant files/charts are kept in a locked environment.
· No subject will be identified in any publication.
· Clinical information will not be released without written permission of the subject, except as necessary for monitoring by IRB, the OHRP, the Sponsor, or the Sponsor’s designee.
[bookmark: _Toc514253744][bookmark: _Toc528604364]ADMINISTRATIVE, ETHICAL, REGULATORY CONSIDERATIONS
[bookmark: _Toc528604365]Protocol Amendments
Any amendment to the protocol will be written by the Investigator-Sponsor.  Protocol amendments will not be implemented without prior submission to FDA and prior written IRB approval except as necessary to eliminate immediate safety hazards to patients.  A protocol amendment intended to eliminate an apparent immediate hazard to patients may be implemented immediately, provided the IRBs are notified within five working days.
[bookmark: _Toc528604366]Institutional Review Boards and Independent Ethics Committees
This protocol and the informed consent document and any subsequent modifications will be reviewed and approved by the IRB at Benaroya Research Institute at Virginia Mason.  A signed consent form will be obtained from each subject or legally authorized representative (LAR).  The consent form will describe the purpose of the study, the procedures to be followed, and the risks and benefits of participation. A copy of the consent form will be made available to the subject. 
[bookmark: _Toc528604367]Informed Consent Form 
Informed consent will be obtained in accordance with the Declaration of Helsinki, ICH GCP, US Code of Federal Regulations for Protection of Human Subjects (21 CFR 50.25[a,b], CFR 50.27, and CFR Part 56, Subpart A), the Health Insurance Portability and Accountability Act (HIPAA, if applicable), and local regulations.
The written consent document will embody the elements of informed consent as described in the International Conference on Harmonisation and will also comply with local regulations. 
A properly executed, written, informed consent will be obtained from each subject prior to entering the subject into the study.  Information should be given in both oral and written form and subjects must be given ample opportunity to inquire about details of the study.  If a subject is unable to sign the informed consent form (ICF) and the HIPAA authorization, a legal representative (LAR) may sign for the subject.   A copy of the signed consent will be given to the subject and the original will be maintained with the subject’s records.
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