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Ministry of Health and Social Welfare

Research clearance and independent ethics clearance system in Lesotho
A. Current situation

According to the Health Research Needs Assessment of 2010
, the current Research Ethics Committee (REC) at the Department of Health Services “needs revamping and it has not been trained neither does it have terms of reference.” Unfortunately, this situation has not changed since the policy was written in 2007. Currently, anyone wishing to carry out research for health and social welfare in Lesotho must send their proposal to the MOHSW to obtain research and ethical clearance. The proposal is reviewed for scientific and ethical soundness by the Research Unit (under Monitoring and Evaluation), who recommends approval or denial (or revisions) to the Director General of the MOHSW, who then reviews the proposal and signs the decision letter after consulting the appropriate focal persons when necessary.
B. Proposed system:

In the new system it is proposed and designed to have the Research Coordinating Unit (RCU) servicing a Central Institutional Review Board (C-IRB) to process and clear research protocols before submitting them to Central Research Ethics Review Committee (C-REC) for their review and clearance. The system comprises of the following steps:
B 1 Steps for C-IRB research clearance:
Step 5:
C-IRB session convenes and makes clearance for protocols that meet required standard; makes comments for PIs attention in relation to those that do not meet the standards.
Step 4: RCU submits protocols to reviewers and communicates date for CIRB session

Step 3:
PI submits research protocol to RCU (with evidence of Local IRB clearance)

Step 2: Local IRB scrutinizes and gives feedback as appropriate; otherwise if proposal is fine provides clearance to PI to submit to next level

Step 1:
PI submits research protocol to Local IRB

The current situation in Lesotho does not avail the presence of local IRBs except for Baylor Paediatric Hospital: In such cases (where there are no Local IRBs) PIs begin the process at step 3 above with a letter of recommendation from respective institutions addressed to the RCU.

At step 5 above there are two eventualities:
For protocols that do not meet the required standard, the RCU acting in capacity of secretariat to the IRB, shall communicate the C-IRB comments to PIs. 
For protocols that have attained C-IRB clearance the RCU shall submit them to the C-REC for their processing following the steps below. 
B 2 Steps for C-REC clearance:
Step 5:
RCU shall prepare certificates for approved protocols and get them signed by C-REC Chair and competent authority at MOHSW.
Step 4: The RCU shall communicate the C-REC decisions or comments to PIs with copies to IRBs.

Step 3:
The C-REC shall make decisions by consensus from the reviewers written comments. RCU shall record the C-REC decisions and present these for signature of the Chair and Secretary to indicate formal approval of the record.

Step 2: RCU shall announce date and venue for the C-REC and compile the Ethics Reviewers comments in readiness for the C-REC session.

Step 1:
PI submits research protocol to LREC if one has been established. Where there is no LREC (which is the case in majority of cases) the protocol shall be submitted by RCU to C-REC reviewers after C-IRB clearance.

Figure 1:
The web for Health Research Governance in Lesotho

Future organizational interaction of National Health Research Institute organs:

[image: image1]

Features to observe here include the corporate functionality of the Institute as a whole 

· that has roots in local institutions (which may have international affiliations and/ or collaboration);
· that achieves administrative and managerial functionality through the RCU;

· that achieves technical functionality through an effective IRB system;

· that maintains an interactive C-REC which at the same time is independent in its decision making space;  
The institute is comprised of the sum total of functionality of the constituent organs.
B 3 Proposal Clearance Flow Chart 
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The Principal Investigator (PI) presents a proposed research protocol to the Local IRB if there is one: Otherwise the PI submits the protocol to the RCU for onward forwarding to C-IRB reviewers. If satisfied the C-IRB shall issue a clearance decision. In cases where the PI presents to the local IRB, the proposals that satisfy the local IRB shall be submitted with a cover letter to the RCU. 

The RCU shall identify a list of competent reviewers to support the C-IRB members as and when needed.
The RCU shall prepare folders carrying a number of protocols and send these to the reviewers [CIRB members and when necessary (from workload and technical sophistication) selection amongst listed reviewers] for their scrutiny. C-IRB members/ reviewers shall utilize agreed tool (see annex 1) for scrutinizing the protocols and write their comments. Reviewer comments (written) shall be shared in CIRB working session and clearance decision shall be captured in session minutes. RCU shall compile and present only C-IRB approved proposals to the C-REC. Those that shall be granted ethical clearance shall be registered and a clearance certificate signed by approved authorities shall be issued to the PIs. 
B 3.1
Review process

1. Proposals received are registered 
2. Each proposal is sent to three identified reviewers

3. RCU monitors and reports on progress with the reviews

4. Reviewers’ comments are captured in IRB working session and communicated to PIs for revising their proposals and resubmission to RCU within a month (with changes highlighted).

5. Re-submitted proposals are checked to determine the extent to which they have addressed reviewers’ comments and submitted to C-IRB for decision.
6. Approved proposals are sent to C-REC for ethical clearance.

7. PIs who do not respond to C-IRB and C-REC comments within three months of been communicated the review comments shall have their protocols de-registered.

B 4 
Review and clearance Mechanisms



Institutional Review Boards (IRB) – Research protocol review and clearance 
Central Health Research Ethics Committee (C-REC) – ethics review and clearance

B 5 
IRB Research protocol clearance procedure
The Central IRB shall convene working sessions three times (or more if need be) per year as approved by Chairperson after being consulted by the Secretariat. The MOHSW RCU shall constitute the Secretariat which shall have no voting right in the C-IRB. An extraordinary C-IRB may be convened under special emergent circumstances: In such cases the requesting entity shall bear the costs for convening and running the session.

Proposals for C-IRB clearance shall be mailed to Committee members at least two weeks ahead of the working session for their advance scrutiny. Members shall keep safe custody of the proposals in confidence and shall formally present their written review comments at the C-IRB working sessions. PIs may be invited to present and defend their protocols before the C-IRB, and thus give them an opportunity for capturing direct feedback from C-IRB members and instantly clarify issues and salient positions as needed.
For proposals that are not cleared and given feedback for modification the deadline for PIs resubmission to RCU is three months from the date of issue of feedback.
 All appointees to the C-IRB shall be compensated for the time they invest in reviewing the research protocols; for each reviewed protocol they shall be given an allowance as determined by Government based on available budget.
At the working session the attending members shall be paid an allowance as determined by Government based on available budget.
The C-IRB shall determine that the following requirements are met in the protocol:
· The standard format of research protocol (refer to Guidelines for submission) has been observed and the proposal has a clear title. 
· The PI and research team members have their CVs presented and these clearly show their qualifications to carry out the intended research.

· Does the proposal carry an informative summary
· Has a literature review been done and if yes determine the extent to which the subject to be investigated is elaborated.

· Clarity of the problem statement, research questions and hypothesis

· Clarity of objectives of the study and its link to the stated problem

· Type of study, population and area and relevance of intended methodology to the research question(s)

· Presence of a clear plan for data collection, analysis, report writing

· Dissemination plan
· Budget (realistic or not i.e costing figures inflated, size of budget too large to mobilize), and overall feasibility of the study. 
· Details on scrutinizing fulfillment of the foregoing requirements are elaborated in the IRB reviewers’ tool (annex 1 below). 

B6
Independent National Health Research Ethics Committee appointment and clearance procedure:

B 6.1
Appointment

As stipulated in the TOR for the C-REC the tenure of office for appointees shall be four years. At the end of the 4 years term 50% of members will be replaced to allow for members succession every two years for continuity and maintenance of expertise. Organizations that shall contribute names for appointment have been agreed at the first advocacy meeting. The advocacy meeting report spelt out qualities of nominees and preferred a transparent consultative process at the respective organizations be used to determine the names of prospective appointees. The names shall be submitted to MOHSW for Senior Management clearance through the Director General of Health Services. 
Appointees shall be mailed formal appointment letters from the Director General of Health Services stipulating that they shall serve for at least four years and their appointment can be renewed once contingent upon satisfactory performance and consistent adherence to application of ethical principles.

An appointed member shall sign a confidentiality agreement regarding meeting deliberations, applications, information on research participants, and related matters; in addition, all administrative staff (RCU) should sign a similar confidentiality agreement.

A member shall be disqualified from the appointment when a formal complaint has been lodged and substantiated by evidence pointing to gross personal misconduct that undermines the integrity and public trust of the C-REC. The complaint has to be registered formally with the RCU, whose team leader shall bring the matter to the attention of the appointing authority. In collaboration with the C-REC Chair (if the complaint does not point at the Chair) the appointing authority shall convene a hearing session where the complainant and the accused member shall be given a chance to present and defend the case respectively. When the verdict of guilty is held against the member he/she shall be issued with a letter of disqualification from membership. If the complaint is directed at the C-REC Chair the appointing authority shall identify a senior public figure to sit in the hearing.
A member of the C-REC may tender a resignation from the Committee by giving three months advance written notice to the appointing authority after exhausting discussions with the Chair of the C-REC. The appointing authority may summon the member who has tendered a resignation for further reflections if the authority deems this to be of merit. 

A replacement for a member who has either resigned or been disqualified shall be sought from the organization that nominated him/ her following a transparent consultative process. The replacement shall be effected within two months of the position falling vacant.

At the formal inaugural session the members shall, by secret ballot, elect one amongst them to be the Chairperson of the C-REC. The DG of Health Services and the RCU Team Leader shall supervise and administer the process of electing a Chairperson.
 Each C-REC member shall undergo at least one basic training in research ethics within one year of appointment, and thereafter, should undergo continued ethics education at least once every two years.
 The RCU shall establish a standing list of, independent consultants who may provide special expertise to the C-REC on proposed research protocols. These consultants may be specialists in ethical or legal aspects, specific diseases or methodologies, or they may be representatives of communities, patients, or special interest groups. The independent consultants list shall be scrutinized and approved by the C-REC.
B 6.2
Ethics clearance procedure
The C-REC shall convene working sessions thrice or more per year as approved by Chairperson after being consulted by the Secretariat. The MOHSW RCU shall constitute the Secretariat which shall have no voting right in the C-REC. An extraordinary C-REC may be convened under special emergent circumstances: In such cases the requesting entity shall bear the costs for convening and running the session.
Standard operating procedures for the C-REC shall be made publicly available. The procedures are the following:

1. Only C-IRB cleared proposals shall be presented by RCU for C-REC review and clearance.

2. The RCU shall mail proposals for ethical review and clearance to Committee members at least two weeks ahead of the working session for their advance scrutiny. Members shall keep safe custody of the proposals in confidence and shall formally (written) present their review comments at the C-REC working session.

3. A session shall be considered constituted when at least 45% of members are in attendance with at least three or more disciplines represented including a health research scientist, a human rights activist and a community interest representative. The C-REC shall carry out is working session in accordance to stipulations of the law that provides its mandate. 
4. The RCU shall provide secretariat functions to the C-REC and shall observe procedures and functions spelt out in RCU terms of reference, the TORs for the REC and this guide on clearance procedures.
5. The roles and functions of the C-REC shall be observed and followed as outlined in the C-REC terms of reference.

6. All appointees to the C-REC shall be compensated for the time they invest in reviewing the research protocols; for each reviewed protocol they shall be given an allowance as determined by Government based on available budget.

7. At the working session the attending members shall be paid an allowance as determined by Government based on available budget.
8. The C-REC reviewers shall determine that the following requirements are satisfied in the research protocol:

8.1 Risks to subjects are minimized by using sound procedures or already tested practiced and accepted procedures (especially in cases of diagnosis and treatment)
8.2 Risks to subjects in relation to the anticipated benefits are reasonable (consider only risks and benefits that may result from the research).
8.3 Equitable selection of subjects (consider special problems of research involving vulnerable populations)
8.4 There is clear elaboration of process to attain informed consent from each subject or their legally authorized agent and that the informed consent will be documented appropriately.
8.5 Provisions to protect privacy and maintain confidentiality of subjects are far as needed.
8.6 Be satisfied of safeguards against populations vulnerable to coercion (such as when all subjects are children, pregnant women, prisoners, handicapped or mentally challenged persons, the poor or educationally disadvantaged)
8.7 Plans to ensure safety of subjects at data collection are in evidence as deemed appropriate.
8.8 There is clear elaboration on how confidentiality of the collected data will be observed.
9 In the event of conflict of interest, a Committee member should NOT participate in reviewing a particular proposal in conflict. Every member of the Committee shall sign a form declaring no conflict of interest before reviewing any proposal; the duly filled and signed form shall be submitted at the working session together with the member’s comments.
10 The C-REC Members’ comments shall be discussed and a common position of the Committee shall be compiled and mailed (by RCU) to the PI not later than two week after the Committee’s Working Session.
11 Minutes of the C-REC shall be compiled and sent for the C-REC Chair’s comment not later than two days after the working session. C-REC members shall be mailed copies of the commented minutes immediately after been seen by the Chair. Should there be members’ observations to rectify minutes these shall be made known to the RCU with a copy to the Chair within a week after the session to avoid delays in communicating to PIs. After the rectification of minutes has been settled a final set of minutes is signed by the Chair, and copied to all members.
12 The signed minutes shall be used as a base to extract the C-REC decisions to be communicated to the PIs.
13 Three weeks after the C-REC session a signed ethical clearance certificate shall be issued to PI by the Secretariat, quoting relevant clearance minute decision of the C-REC. The clearance certificate shall be signed by both the Chair and the DG.
14 For proposals that are not cleared and given feedback for modification, the deadline for PIs resubmission to RCU is three months from the date of issue of feedback. 
15 The proposals lost-to-follow-up 6 months after the date of submission are automatically de-registered and if they want clearance they need to be re-registered
16 The C-REC shall strive to uphold the highest standard of integrity and impartiality in its deliberations and in dispensing research protocol clearance decisions. A C-REC member shall not appropriate the submitted proposal for his or her own use; and C-REC members shall not compel investigators to submit to unnecessary repetition of review.
. 
B 7

Suspension or termination of REC Approval of Research

B 7.1 The C-REC shall have authority to halt, suspend or terminate approval of research that is not being conducted in accordance with the C-REC’s requirements or that has been associated with unexpected serious harm to research participants or that contravenes the stipulated guidance on ethical practice. The C-REC may suspend research when, for instance:

i. It finds that the investigator has implemented major changes in the research protocol without the prior approval of the C-REC,

ii. When the investigator has failed to follow specific procedures or requirements prescribed by the C-REC in its initial review of the research protocol, or

iii. When there is unexpected serious harm to the participants including, but not limited to, serious physical injury or death.

B 7.2 Any suspension or termination of approval shall include a written statement of the reasons for the C-REC’s action and shall be reported promptly to the investigator(s) and appropriate institutional officials.
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Annex 1:
Tool for research protocol clearance for use by IRB reviewers: 
Protocol Reg. number: ……………..

1. Title
1.1 What is the title of the study and protocol registration number?

Title:………………………………………………………………………………………………………………………………………

………………………………………………………………………………………………………………………………………………

………………………………………………………………………………………………………………………………………………

1.2 Is it a clear and concise title?


Yes                 No 
1.3 Has the research levy been paid?                            Yes                 No    

2. Authors and institutional affiliations

2.1 PI’s and the rest of research team CVs – do they evidence they are qualified for the intended research study?                                                          Yes               No                  
Remarks: ………………………………………………………………………………………………………………………………..

……………………………………………………………………………………………………………………………………………….

2.2 How adequate is the research team for the proposed study?
Good level 


Fair level 

Low level    


2.3 To which institutions are the researchers affiliated?

List: ………………………………………………………………………………………………………………………………..

……………………………………………………………………………………………………………………………………….

……………………………………………………………………………………………………………………………………….

3. Summary

3.1
Has an adequate summary been provided? [Adequacy would include brief background, rationale, objectives, methodology, timeframe and total budget]Yes

No
4.
Background and literature review

4.1
Has the topic to be researched been adequately reviewed?   Yes

No 
4.2
Are references appropriately quoted or acknowledged? Check that there is no plagiarism tendency.






       Yes 

No 
4.3
Will the proposed study bring new knowledge?

       Yes

No 
5.
Problem statement and research question(s)
5.1
Is there a problem warranting the study?

       Yes 

No 
5.2
Has a problem analysis been elaborated?

       Yes 

No 
5.3
Have research questions been elaborated?

       Yes 

No 
5.4
Is there a clear hypothesis to be tested? (if applicable)
       Yes 


5.5
What is to be gained from the study?


……………………………………………………………………………………………………………………………..


…………………………………………………………………………………………………………………………….

5.6
Does the study design avail to providing answers to the research questions? Y 
N
6.
Objectives of the study
6.1
Are the objectives clear? 



Yes 

No 

       6.2  Do they address the problem intended for research?
Yes 

No 
6.3
Do the objectives show linkage to answering the research questions raised? Yes 

No
6.4
Are the objectives realistic? Can they be achieved within the time frame and resources?









Yes 

No 

7.
Study area and population

7.1
Does the protocol elaborate where the study will be carried out?
Yes 
No 
7.2
Are the selected area and population for the proposed study appropriate? Yes
    No
7.3
Is it feasible to carry out the study in the targeted area and population?
   Yes
     No 
7.4
Does the protocol clearly define the study population and study units?
   Yes 
     No 
7.5
Is the sampling method proposed for selecting the study population and study units appropriate?





Yes 

No 
7.6
Would the selected population fulfill representativeness criteria for the community from which the sample has been drawn? 



Yes 

No 
8.
Methodology

8.1
Have proposed methods been clearly elaborated?

Yes  
No 
What type of study is to be undertaken? (Qualitative vs quantitative vs mixed; Prospective vs retrospective etc) …………………………………………………………………………………………………………………….
8.2
Is there a clear elaboration of variables being tracked in the study? Yes 

No 
8.3
Will the proposed methods make it possible to attain answers to the research questions?










Yes 

No 

8.4
Have the data collection and processing procedures been elaborated?










Yes 

No 

8.5 Is there a precise description of all proposed procedures and interventions, including the duration of the study?





Yes 

No 
8.6
Have data collection tools been attached? Are these logically relevant to the research questions and variables (independent vs dependent)?



Yes 

No 
8.7
Is there a clear plan for data storage, retrieval and analysis?
Yes 

No 
8.8
Is there any provision for capacity building for local collaborator(s)?









Yes 

No 
8.9
Is there an elaboration of limitations of the study?

Yes 

No
12.
Constraints

12.1 Have any constraints that might require social attention been foreseen? Yes 
 No 
12.2 Are there strategies proposed to address the constraints? 
Yes 

No 

Clarity on how effects of the constraints on study output will be minimized? …………………………
………………………………………………………………………………………………………………………………………………….

13.
Dissemination plan

13.1 Does the protocol bear a plan for dissemination of results?
Yes 

No 
13.2 Does the dissemination plan target the critical stakeholders (multilevel) considering the scope of the study?






Yes 

No 
14.
Budget
14.1 Does the budget provide sufficient detail to enable understanding of feasibility of the study?










Yes

No  

14.2 Is the budget realistic?





Yes 

No 
14.3 Does the protocol contain a satisfactory justification of the budget? Yes

No
14.4 Have research participants been considered and payment appropriate to their circumstances indicated?







Yes 

No 
14.5 Is there clarity on how the budgeted resources shall be mobilized and secured?










Yes

No
Annex 2:
Tool for Research Ethics Committee (REC) clearance of a protocol for use by ethics reviewers:

Protocol Reg. number: …………….

On reviewing the protocol the reviewer should look for the following
1. Title

1.1 Is the title clear and explains the intended research?

Yes

No
1.2 Is the title concise (brief and to the point)?


Yes

No
2. Authors and institutional affiliations
2.1 Name and contact address of PI and study team members have been provided










Yes

No
2.2 Are their CVs provided as part of the submission in the protocol? Yes

No
2.3
Do the CVs show evidence they are qualified for the research? (capability)










Yes

No

2.4 Any previous experience with research of similar nature?
Yes

No
2.5 Is the team sufficient to carry out the study?


Yes

No
2.6 Which institutions are they affiliated to and are these relevant to the intended research?

…………………………………………………………………………………………………………………………………………

………………………………………………………………………………………………………………………………………..

3
Summary
3.1
Has an adequate summary been provided? [Adequacy would include brief background, rationale, objectives, methodology, timeframe and total budget]
Yes

No
3.2
Is the study scientifically sound? (What is its likelihood of coming up with valid results).










Yes

No
 4.
Ethical consideration

4.1
In general is it ethical to carry out the study?


Yes

No
4.2
Have ethical principles related to the study been considered? 

· Autonomy (respect people – human dignity being upheld?)

· Beneficence (the study will benefit the research participant)

· Non-maleficence (the research will do no harm to the research participants)

· Justice (equal distribution of risks and benefits in the study)









Yes

No
4.3
Have risks to benefit clearly been elaborated?


Yes

No
4.4
Have social-cultural factors been considered that may transgress individual privacy?









Yes

No 
4.5
Have procedures for recruitment of research participants been elaborated (inclusion and exclusion criteria, means of contact etc).


Yes

No
4.6
Is there a clear procedure for seeking informed consent?  Determine adequacy, completeness, and understandability of written and oral information to be given to the research participants.









Yes

No
4.7
Has freedom of choice of research subjects been considered?
Yes

No
4.8
Are necessary instruments and procedures clarified to assure safety of subjects?










Yes

No

4.9
Has participation compensation of subjects (where relevant) been considered and budgeted for?`







Yes

No

Is there elaboration of what type of compensation, how administered and how much?









Yes

No

4.10 Are there provisions for compensation/treatment in the case of the injury/disability/death of a research participant attributable to participation in the research?
Yes

No
(Respond only if applicable)
4.11 How will Research Participants’ confidentiality be protected? Is there a listing of persons who will have access to participants’ personal bio data and measures to ensure that these persons shall observe confidentiality and security of personal information concerning the research participants?









Yes

No

4.12 Is there a clear justification for the intention to include in the research individuals who cannot consent, and a full account of the arrangements for obtaining consent or authorization for the participation of such individuals?




Yes

No
4.13 Does the protocol have a clear assurance that research participants will receive information that becomes available during the course of the research relevant to their participation (including their rights, safety, and well-being)?




Yes

No
4.14 Have provisions been made for receiving and responding to queries and complaints from research participants or their representatives?


Yes

No
4.15  Is there provision for ensuring confidentiality of collected data?
Yes

No
4.16 What is the content of community considerations in the protocol? [Has impact and relevance of the research on the local community been discussed? What steps were be taken to consult with the concerned communities during the course of designing the research? Has the influence of the community on the consent of individuals been considered? Is there a proposed community consultation during the course of the research?]


Yes

No
4.17 How will the results of the research be made available to the research participants and the concerned communities? Is this clearly elaborated?


Yes

No
5.0
C-REC decision

5.1
A clear statement of the decision reached shall be recorded in minutes.
5.2
In cases of conditional decisions, clear suggestions for revision and the procedure for having the application re-reviewed shall be specified
5.3 
A negative decision on an application should be supported by clearly stated reasons captured in minutes.
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