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1.0  
Purpose and Objectives
1.1 The purpose of this Standard Operating Procedure (SOP) is to describe the required activities to

1.1.1 Establish procedures to document the blinding of clinical trials as part of protocol development and trial execution. 

1.1.2 Break the blind as part of trial execution e.g., performance of a data monitoring committee or in response to a serious or life threatening adverse event. This is a planned occurrence.

1.1.3 Maintain the blind in case it is accidentally broken (e.g., a subject matter expert is accidentally given access to a data set of treatment codes, or a clinician determines treatment codes due to some unexpected characteristic of the drug). This is an unplanned occurrence.

1.1.4 Create deliverables to document compliance with this SOP. Deliverables are designed; 1) to serve as a checklist to remind the user of all possible outcomes or correct actions, and 2) for quick creation of useful compliance documentation.

1.2  These required activities include maintenance of the blind among Sharlin Pharmaceuticals staff with access to

1.2.1 Patients

1.2.2 Data 

1.3 The intent of these procedures is to ensure sound and uniform decisions and practices for data analyses by Sharlin Pharmaceuticals during the planning and execution of clinical trial protocols, in support of current Good Clinical Practices (GCP). 

1.4  A double blind trial requires that the treatments to be applied during the trial cannot be distinguished (by appearance, taste, etc.) either before or during administration, and that the blind is maintained appropriately during the whole trial. (From ICH E9 guidance, Statistical Principles for Clinical Trials, Sept 1998.)

1.5  If any of the sponsor staff who are not involved in the treatment or clinical evaluation of the subjects are required to be unblinded to the treatment code (e.g., bioanalytical scientists, auditors, those involved in serious adverse event reporting), the sponsor should have adequate standard operating procedures to guard against inappropriate dissemination of treatment codes. (From ICH E9 guidance, Statistical Principles for Clinical Trials, Sept 1998.)

1.6  The reasons for the degree of blinding adopted, as well as steps taken to minimize bias by other means, should be explained in the protocol. For example, the sponsor should have adequate standard operating procedures to ensure that access to the treatment code is appropriately restricted during the process of cleaning the database prior to its release for analysis. (From ICH E9 guidance, Statistical Principles for Clinical Trials, Sept 1998.)

1.7  Possible problems that could invalidate the double blind include; (From ICH E9 guidance, Statistical Principles for Clinical Trials, Sept 1998.)

1.7.1 The treatments may be of a completely different nature, for example, surgery and drug therapy

1.7.2 Two drugs may have different formulations and, although they could be made indistinguishable by the use of capsules, changing the formulation might also change the pharmacokinetic and/or pharmacodynamic properties and hence necessitate that bioequivalence of the formulations be established; the daily pattern of administration of two treatments may differ. 

1.7.3 Apparent treatment induced effects. In such cases, blinding may be improved by blinding investigators and relevant sponsor staff to certain test results (e.g., selected clinical laboratory measures).

2.0
Scope

2.1
This SOP applies to all clinical trials conducted by Sharlin Pharmaceuticals. 

2.2
The responsibility for blinding may be transferred to a CRO (contract research organization)  

3.0
References
3.1
E9: ICH Harmonized Tripartite Guideline – Statistical Principles for Clinical Trials, Sept 1998. 

4.0
Definitions
4.1 Data Monitoring Committee (DMC):  An independent data monitoring committee that may be established by the sponsor to assess the progress of a clinical trial, safety data and/or the critical efficacy endpoints, and to recommend to the sponsor whether to continue, modify, or stop a trial.

4.2  DMC Charter:  The written operating procedures that provide the guidelines used by the data monitoring committee (DMC) for monitoring a study.  The charter includes, but is not limited to: identification of committee members and definition of their responsibilities, the statistical analysis plan for any interim analyses or review (e.g. data sets to be examined, pre-specified table formats, etc.), the plan for implementing the interim analysis, the plan for conducting the study assessment, rules and definitions for evaluation of the evolving study data, procedures for communicating recommendations regarding the study to the sponsor company (Sharlin Pharmaceuticals), the guidelines for the documentation and preservation (i.e. filling) of all deliberations and decisions made by the committee, and the DMC meeting schedule. 

4.3 Double-blind trial is one in which neither the subject nor any of the investigator or sponsor staff involved in the treatment or clinical evaluation of the subjects are aware of the treatment received. This includes anyone determining subject eligibility, evaluating endpoints, or assessing compliance with the protocol. This level of blinding is maintained throughout the conduct of the trial, and only when the data are cleaned to an acceptable level of quality will appropriate personnel be unblinded. (From ICH E9 guidance, Statistical Principles for Clinical Trials, Sept 1998.)

4.4 Double dummy: A technique for retaining the blind when administering supplies in a clinical trial, when the two treatments cannot be made identical. Supplies are prepared for Treatment A (active and indistinguishable placebo) and for Treatment B (active and indistinguishable placebo). Subjects then take two sets of treatment; either A (active) and B (placebo), or A (placebo) and B (active). (From ICH E9 guidance, Statistical Principles for Clinical Trials, Sept 1998.)

4.4 Life-threatening adverse drug experience. Any adverse drug experience that places the patient, in the view of the initial reporter, at immediate risk of death from the adverse drug experience as it occurred, i.e., it does not include an adverse drug experience that, had it occurred in a more severe form, might have caused death. (From 21 CFR 312.32, IND Safety Reports)

4.5 Open-Label Trial: the identity of treatment is known to all. (From ICH E9 guidance, Statistical Principles for Clinical Trials, Sept 1998.)

4.6 Serious adverse drug experience: Any adverse drug experience occurring at any dose that results in any of the following outcomes: Death, a life-threatening adverse drug experience, inpatient hospitalization or prolongation of existing hospitalization, a persistent or significant disability/incapacity, or a congenital anomaly/birth defect. Important medical events that may not result in death, be life-threatening, or require hospitalization may be considered a serious adverse drug experience when, based upon appropriate medical judgment, they may jeopardize the patient or subject and may require medical or surgical intervention to prevent one of the outcomes listed in this definition. Examples of such medical events include allergic bronchospasm requiring intensive treatment in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse. (From 21 CFR 312.32, IND Safety Reports)

4.7 Single-blind trial the investigator and/or his staff are aware of the treatment but the subject is not, or vice versa. (From ICH E9 guidance, Statistical Principles for Clinical Trials, Sept 1998.)

4.8 Soft Lock. A snap shot of the SAS datasets before the final database audit is completed. This version of the data is used to create version #1 of the tables, listings and figures (TLFs). After the final database lock, the final version of TLFs are produced. 

4.9  SOP: Standard Operating Procedure. Specific procedures that define, in detail, the requirements of a task. 

5.0 
Responsibilities 
Responsibilities for completion of the four is divided between staff of Sharlin Pharmaceuticals and the assigned CRO
6.0 
Procedure
The required procedures to for blinding and unblinding a trial are divided into three parts. 

1) Before the trial begins

2) During trial execution

3) At the conclusion of the trial

6.1 The following steps should be performed before the trial begins  

6.1.1 List all staff who will have access to treatment codes 

6.1.1.1 Complete deliverable #1, “Sharlin Pharmaceuticals (or CRO) Staff With Access to Treatment Codes Before the Trial Begins” 

6.1.2 List all events and situations that could reveal treatment codes to a blinded staff member 

6.1.2.1 Complete deliverable #2, “Unplanned  Events That Could Unblind A Trial”

6.1.3 Identify all events that require a blinded person to learn the treatment codes. Planned events that could unblind a trial include;

6.1.3.1 Safety monitoring by a data monitoring committee identifies one patient or a group of patients that must be withdrawn from treatment 

6.1.3.2 Execution or interpretation of a planned interim analysis

6.1.3.3 Preparation of information for a meeting of the data monitoring committee

6.1.3.4 Analysis or interpretation of lab data, pK data or other information where the response of a treated patient clearly distinguishes treated from control patients.

6.2 The following steps should be performed during trial execution 

6.2.1 Document any occurrence of a staff person who should be blinded during the trial, but learns the treatment assignment of one or more patients

6.2.2 Document any occurrence of a patient who learns their treatment assignment. Answers to the following question should be documented (if applicable);

6.2.2.1 Was the reason for unblinding planned or unplanned? 

6.2.2.2 Will this patient be included in the per protocol population? (Y/N)

6.2.2.3 Will this patient be included in the safety population? (Y/N)

6.2.2.4 Will this patient be included in the intent to treat population? (Y/N)

6.3 The following steps should be performed the conclusion of the trial  

6.3.1 Confirm that all activities that must be performed while blinded have been finished 

6.3.1.1 Complete deliverable #3, “Activities That Must Be Completed Before the Blind is Broken”. 

7.0
Deliverables
The intention of a deliverables is to serve as a reminder checklist of possible actions that a staff member could take to meet the requirements of the SOP and FDA regulations. The deliverable produces required documentation and serves to educate the user about the universe of situations and responses. It is expected that for some trials, additional actions might be added to a checklist 

	
	List of Four Deliverables for SOP on Blinding During a Clinical Trial

	
	Deliverable
	Purpose
	Benefit

	1
	List of staff with access to treatment codes before the trial begins
	Confirms that only necessary staff with a need to know have access to treatment codes. These people are identified before the trial begins.
	Verify that the number of unblinded people is as small as possible. Goal – minimize the opportunity for bias.

	2
	List of unplanned events that could unblind a trial
	Document a process that identifies in advance situations and circumstances that could accidentally unblind a trial. 
	Once identified, actions can be taken to prevent or avoid these events.

	3
	Activities that must be completed before the blind is broken
	Identify all activities that must be completed before the blind is broken, otherwise the bias introduced could invalidate trial results and conclusions.
	Ensure that all activities that require blinding are completed before unblinding occurs. 

	4
	Checklist for when an unplanned person becomes unblinded
	List of information and actions that should be recorded when a person becomes unblinded after the trial begins 
	Document all unblinded staff. Record when and why unblinding occurred. Develop procedures to prevent future occurrences. 


6.4 List of staff with access to treatment codes during trial execution

	Deliverable #1 of 4 for SOP on Blinding During a Clinical Trial

	List of Staff With Access to Treatment Codes Before the Trial Begins

	Study Identification

	Purpose of deliverable - confirm that only necessary staff with a need to know have access to treatment codes. These people are identified before the trial begins.

	Benefit of deliverable - Verify that the number of unblinded people is as small as possible. Goal – minimize the opportunity for bias.

	Drug name
	

	Protocol #
	

	Protocol name
	


	
	 Staff With Access to Treatment Codes Before the Trial Begins 

	
	Name
	Company & Title
	Reason for access to dataset of treatment codes (1) 

	1
	
	
	

	2
	
	
	

	3
	
	
	

	4
	
	
	


(1) Possible reasons include: (a) participated in the randomization process, (b) conducted or supported analysis for a data monitoring committee, (c) member of team evaluating serious adverse events

	A Signature in This Block Confirms That the List 

of Unblinded Staff is Complete and Correct 

	Title
	Name
	Signature
	Date

	Functional area head for biostatistics (or designee) 
	
	
	

	Lead Biostatistican
	
	
	


6.5 List of unplanned activities that could unblind the trial

	Deliverable #2 of 4 for SOP on Blinding During a Clinical Trial

	Unplanned Events that Could Unblind the Trial

	Study Identification

	Purpose of deliverable - Identify in advance situations and circumstances that could accidentally unblind a trial.

	Benefit of deliverable - Once identified, actions can be taken to prevent or avoid these events.

	Drug name
	

	Protocol #
	

	Protocol name
	


	Unplanned Events that Could Unblind the Trial

	
	Event  

(This list is not intended to be all inclusive, events unique to one trial are possible.)
	Applies to this trial? (Y / N)
	Actions to Prevent Occurrence

	1
	Unauthorized or accidental access to SAS dataset of treatment codes
	
	Assign read and write passwords to the dataset

	2
	Unauthorized or accidental access to a closed data monitoring committee meeting
	
	Be aware when treatment codes are discussed and clear the room

	3
	Unauthorized or accidental access to meeting minutes of a closed data monitoring committee meeting
	
	Assign read and write passwords to MSWord doc of meeting minutes 

	4
	Unauthorized or accidental access to lab data
	
	Assign read and write passwords to the dataset

	5
	Unauthorized or accidental access to pK data
	
	Assign read and write passwords to the dataset

	6
	Due to an unexpected release of information, a site learns the meaning of treatment codes
	
	Use special care with information that directly or indirectly reveals the meaning of treatment codes


	A Signature in This Block Confirms That the List 

of Unexpected Events is Complete and Correct 

	Title
	Name
	Signature
	Date

	Functional area head for biostatistics (or designee) 
	
	
	

	Lead Biostatistican
	
	
	


6.6 Activities that must be completed before the blind is broken

	Deliverable #3 of 4 for SOP on Blinding During a Clinical Trial

	Activities That Must Be Completed Before the Blind is Broken

	Study Identification

	Purpose of deliverable - identify all activities that must be completed before the blind is broken, otherwise the introduction of bias could invalidate trial results and conclusions.

	Benefit of deliverable - Ensure that all activities that require blinding are completed before unblinding occurs.

	Drug name
	

	Protocol #
	

	Protocol name
	


	Activities That Must Be Completed Before the Blind is Broken

	
	Activity

(This list is not intended to be all inclusive, activities unique to one trial are possible.)
	Applies to this trial? (Y / N)
	Completion Date (and time, if available)
	Name and Title of Person Approving Completion of Activity

	1
	Database lock
	
	
	

	2
	Per protocol population defined 
	
	
	

	3
	SAP is signed off
	
	
	


	A Signature in This Block Represents Approval to Unblind the Trial

	Title
	Name
	Signature
	Date

	Functional area head for biostatistics (or designee) 
	
	
	

	Lead Biostatistican
	
	
	


6.7 Checklist for a person unblinded after the trial starts 

	Deliverable #4 of 4 for SOP on Blinding During a Clinical Trial

	Checklist For A Person Unblinded After the Trial Starts

	Purpose of deliverable – List of information and actions that should be recorded when a person becomes unblinded after the trial starts.

	Benefit of deliverable - Record when and why unblinding occurred. Develop procedures to prevent future occurrences of an unplanned person becoming unblinded.

	Study Identification

	Drug name
	

	Protocol #
	

	Protocol name
	


	Checklist For A Person Unblinded After the Trial Starts

Complete this checklist for each person that becomes unblinded

	
	
	

	1
	Name
	

	2
	Company
	

	3
	Title or job description
	

	4
	Work location of the person
	

	5
	Date of unblinding (mm/dd/yy)
	

	6
	Reason why the person became unblinded 
	Write an explanation at the end of this form

	7
	Was the reason for unblinding planned (e.g. evaluate serious AE) or unplanned (e.g., treatment codes were revealed by mistake)
	

	8
	How many patients’ treatment assignment were revealed to this person?
	

	9
	List patient IDs whose treatment codes were revealed to this person
	

	10
	List site IDs whose treatment codes were revealed to this person
	


	A Signature in This Block Confirms That the Listed 

Person Was Unblinded Staff for the Stated Reasons  

	Title
	Name
	Signature
	Date

	Functional area head for biostatistics (or designee) 
	
	
	

	Lead Biostatistican
	
	
	


SOP Revision History

	Rev #
	Issue Date
	Summary of Changes

	1
	dd mmm 10
	

	0
	dd mmm 10
	


SOP Signatures

	Title / Dept
	Printed Name
	Signature
	Date (dd/mm/yy)

	(1)
	
	
	

	(2)
	
	
	

	(3)
	
	
	


(1) Author

(2) Supervisor / owner

(3) Quality Assurance

