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	AE
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	AEFI
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	Council for International Organizations of Medical Sciences
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	Data Management Plan
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	Medical Dictionary for Regulatory Activities

	MVA-BN
	Modified Vaccinia Ankara-Bavarian Nordic

	NIP 
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	Principal Investigator
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	Programme Elargi de vaccination (Expanded Programme on Immunization)
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[bookmark: _Toc227414351]Introduction 
[bookmark: _Toc227414352]Purpose of the Operational Plan
The operational plan is a handbook that supplements the study protocol and guides the study’s conduct and operations. The operational plan outlines the standardized procedures for implementation of the Cohort Event Monitoring (CEM) Study of Adverse Events Following Immunization After Vaccination with MPOX Vaccines in [COUNTRY} across multiple study locations. The operational plan aims to: Standardize Procedures: Implement uniform procedures across all study locations to maintain consistency in study management, communication, training, oversight, and participant handling from identification through enrollment and follow-up.
Establish and Standardize Training and Supportive Supervision: Provide training and ongoing supervision and support to study teams to ensure adherence to the operational plan and address any issues promptly.
Align with Data Management Plan (DMP): Integrate operational activities with the DMP to ensure accurate and reliable data collection, analysis, and reporting.
Maintain Study Integrity: Ensure all procedures are conducted uniformly to uphold the integrity and reliability of study outcomes.
[bookmark: _Toc227414353]Change Control
This Operational Plan is a dynamic, version-controlled document that will be updated throughout the conduct of the study to reflect any protocol amendments or updates in study procedures, including lessons learned from ongoing implementation of the study alongside mpox vaccine rollout. As the study progresses, the study sponsor is responsible for this study and is accountable for documenting any recommended and approved changes to the operational plan and other relevant study plans, including training staff. The study protocol team will work together to identify revisions required and may work through a technical assistance provider to update the plan accordingly. The Operational Plan is version-controlled and approved by the. When the revisions are final, the study protocol team is responsible for training study personnel on the updates, and the Operational Plan will be made available to all study personnel. 
[bookmark: _Toc227414354]Study Background and Rationale
Vaccines approved for National Immunization Programmes (NIPs) are generally safe and effective, though not entirely risk-free. Occasional adverse events may occur, especially during emergency use when the safety profile is less understood. Public trust in vaccine safety is crucial, making systematic vaccine safety surveillance indispensable.

A Cohort Event Monitoring (CEM) observational prospective single-arm study will be conducted to monitor the safety of mpox vaccines (i.e., Modified Vaccinia Ankara-Bavarian Nordic [MVA-BN] and LC16m8) during outbreak response in. This study aims to detect adverse events in a cohort of vaccinated children and adults. It will take place at selected mpox vaccination centres, involving intensive enrolment and active follow-up periods.

Participants will be enrolled from the study's start date until the target sample size of 30,000 participants vaccinated with one or more doses is reached. Each participant will be followed for three months post-vaccination for single-dose vaccines (LC16 in children) and approximately four months for two-dose vaccines (MVA-BN in adults) given one month apart. Recruitment will target individuals receiving mpox vaccines as part of the DRC mpox outbreak response. Participation is voluntary and requires informed consent and assent (for minors 13-17 years of age). Inclusion criteria are signed informed consent and assent forms, vaccination with the first dose of any mpox vaccine at a participating site, accessibility by phone for follow-up, and belonging to the target population of the outbreak response campaign. Exclusion criteria include previous vaccination with any mpox vaccine outside the current campaign and inability or unwillingness to comply with study procedures.

[bookmark: _Toc227414355]Study Management, Communication, and Documentation
[bookmark: _Toc227414356]Study Management
The Principal Investigator (PI) is accountable and responsible for delivery of this study. This study will be performed collaboratively by the National Pharmacovigilance Centre (NPVC) and Expanded Program on Immunization (PEV), including the PI and research team named in the protocol who will assist the PI in study implementation, oversight, and smooth running of the project, including providing scientific and technical expertise, as needed. The sponsor will provide guidance, input, review, and approval of study processes, including the details included in this Operational Plan, study checklists, the DMP, and the Statistical Analysis Plan (SAP). 

The PI and all study staff will conduct the study in compliance with the [NAME] Ethics Committee approved version of this protocol. All personnel involved in the conduct of this study must be qualified by education, training and experience to perform their tasks.

Figure 1 provides an overview of the participant flow at an mpox vaccination site and demonstrates the importance of close collaboration between the health system staff responsible for routine vaccination duties and the study protocol team. Thus, roles and responsibilities for both are outlined in Tables 1 and 2 below.



Figure 1: Participant flow at a mpox vaccination site
[image: ]

Table 1: CEM Study Team Roles and Responsibilities.
	[bookmark: _Hlk187392846]Central Supervisor Team (PI, Co-PI, Study Manager, and Data Monitor)
· Plan, develop the data collection tool, and prepare study documents: protocol, consent form, assent form, translation of consent documents into local languages, etc. 
· Develop and manage the study budget. 
· Participate in meetings with various partners.
· Interaction with the Ethics Committee. 
· Select vaccination sites or teams to be included in the study.
· Recruit, train, and register enrollers in ODK.
· Ensure daily monitoring of the CEM project server in ODK to track the progress of data collection in the various vaccination sites across different vaccination teams.
· Follow-up with field teams in the event of incomplete or inaccurate data.
Carry out quality control of the data collected at the various vaccination sites (vaccination teams) involved in the CEM study by randomly calling 10% of those enrolled.
· Conduct field supervision visits as required.


	Principal Investigator / Co-Investigator
Responsibility for conduct of CEM protocol
Member of the Central Supervisor Team – see responsibilities listed above
Develops the final study report


	Local Supervisor
· Ensure the daily presence of study enrollers at the vaccination site (or on the mobile vaccination team).
· Maintain regular communication with enrollers on site and report any logistical or other problems for resolution.
· Ensure weekly reconciliation of the number and identity of enrollees with the data in the site's vaccination register.
· Participate in weekly evaluation meetings with the central-level team.

	Supervising Nurse or Health Zone Head 
· Ensure that CEM field activities within the health zone are not disrupted by factors unrelated to the research project.
· Visit the health centre or hospital where an enrolled participant has been treated to collect necessary information as per the study protocol (e.g., Serious Adverse Event (SAE), Adverse Event of Special Interest (AESI), etc.). 
· Enter gathered information into ODK.
· Upload scans or photos of medical records into the designated ODK field which is access restricted.
· If necessary and feasible, visit the home of a vaccinated participant who has been lost to follow-up or has experienced a fatal SAE to collect the required information, per the protocol and enter the data into ODK.

	Enroller
· Verify participant eligibility via review of inclusion/exclusion criteria. 
Obtain consent/assent, check vital signs (including temperature, blood pressure, pulse, respiratory rate, history of underlying diseases, and past drug history), collect participant information (including country, region, district, ward, health facility, etc.). Obtain mobile phone numbers of participant, parent (if minor), and family member(s).
· Enroll participant into the study.
· Collect information related to the vaccination (i.e., date of vaccination, name of vaccine, injection site, dose, batch numbers, prior doses, etc.) as required for CEM study purposes.
Takes a photo of the vaccination card and uploads it into ODK, noting that confidentiality is managed by data-access restriction, and no personally identifiable information will be disseminated beyond the study database.
· Collects solicited local and systemic reactions and remind the participant about the phone calls (visit dates) and the importance of answering questions openly, completely, and accurately during follow-up calls and reporting any adverse events.
· Enter all data collected on a password protected smartphone using the ODK mobile app.


1The details of staff assigned to work on this protocol and their associated roles are listed in Appendix I: Study Personnel.
2The details of staff assigned to work on this protocol and their associated roles are listed in Appendix I: Study Personnel.



Table 2: Routine Vaccination Team Roles and Responsibilities
	Mobilizer
· Engage with the community to raise awareness.
· Directs individuals interested in vaccination to appropriate sites daily.
· Ensures daily targets are met (e.g., 100 vaccinations in fixed locations, 50 in outreach, and 50 through mobile efforts).

	Security Officer
· Welcome and organize the crowd.
· Ensures hand disinfection and protective measures are taken, as appropriate.
· Selects target groups and excludes ineligible individuals from the vaccination process.
· Fills out the vaccination token/card and hands it to the potential vaccinee.
· Directs the potential vaccinee to the vaccination post.

	Agent CREC 
· Communicate risks and mpox prevention methods through direct interaction within the vaccination circuit.
· Educate individuals on the vaccine's benefits and the required number of doses for full immunization.

	First Vaccinator 
· Record the vaccine batch number on the token/vaccination card.
Prepare 0.5 mL of the MVA-BN vaccine using a 0.5 mL auto-disable syringe (different procedures for LC16m8).


	Second Vaccinator 
Administers the MVA-BN vaccine to individuals using a 0.5 mL auto-disable syringe (multiple puncture vaccination with a bifurcated needle for LC16m8).
· Provides information on possible adverse events following immunization (AEFI).
· Marks the vaccination token/card and directs the vaccinated participant to the next station.

	Pointer mpox 
· Ensure the token/vaccination card is accurately completed.
· Fill out the timecard and vaccination register.
· Return the token/vaccination card and refer the vaccinated participant to the physician for observation.

	Physician
Observe the vaccinated participant for 15 to 30 minutes after immunization, watching for any concerning signs (such as syncope, anaphylactic shock, etc.) to ensure quick and effective treatment at the vaccination site.
· Discharge the vaccinated participant if no alarming symptoms are observed, manage the situation if symptoms appear, or transfer the participant to the nearest healthcare facility if required.


[bookmark: _Toc227414357]Delegation of Responsibilities
The PI is responsible for personally conducting or supervising the study. However, the PI can delegate certain study-related tasks to study staff. When tasks are delegated, the PI is responsible for providing adequate supervision of those to whom tasks are delegated and is accountable for deviations from the EC approved protocol and documented study procedures resulting from failure to adequately supervise the study's conduct. The PI should anticipate the possibility of staff turnover during the conduct of the study and plan to ensure that there is adequate training of any replacement staff, including verification of training and experience to perform the study role.

The PI must ensure that study staff:
Have a specific understanding of the details of the protocol relevant to the tasks they will be performing.
Are aware of ethical requirements and any other national guidelines governing study implementation and trained on study specific processes and procedures.
Are competent and credentialed to perform the delegated tasks.
Are informed of any pertinent changes to the protocol or study processes and procedures during the conduct of the study and are educated or given additional training as appropriate.

A Delegation Log will be completed at each site by each site staff involved in the study. This log will contain details such as handwritten name, signature, vaccination site name, date of authorization, and delegated role and responsibilities. The PI or designee will personally sign and date to authorize roles and responsibilities delegated to each site staff. When any study site staff leaves/resigns from the site, the PI will personally sign and date for the end date for that person. When delegating study-related tasks to site study staff, the PI must ensure that designated individuals are qualified to perform such tasks and that training logs support the Signature and Delegation Log. The log should be completed appropriately. Examples of common observations/findings/errors in completed logs are shown below. The PI should ensure that these are avoided:
Start date not updated contemporaneously.
Task delegations without relevant training.
Stop date not updated for the resigned/left staff.
Staff signature/initials not consistent.
Inappropriate delegation of tasks, including delegation of tasks to inappropriate person.
Additional tasks/responsibilities delegated to site staff but not initialed and dated by the PI.
[bookmark: _Toc227414358]Communication plan 
[bookmark: _Toc227414359]Communication Flow: 
This communication flow ensures effective coordination between the sponsor, principal investigators, central supervisory team, Local Supervisor, and field teams (Figure 2). The structured communication allows for smooth operation, data integrity, and timely issue resolution, ensuring the study's success. For detailed responsibilities, refer to Table 1.

 (Sponsor) communicates directives to the Principal Investigator).

Principal Investigator and Co-PI are the leading members of the central supervisor team. They communicate study plans and tasks to the other Central Supervisor Team, who includes the Study Manager, Data Monitor, Investigator, Study Coordinators I-III and other research staff.

Central Supervisor Team is responsible for various tasks such as planning and developing documents, managing the budget, participating in partner meetings, interacting with the ethics committee, selecting sites and teams, recruitment and training of enrollers, and monitoring data.

Local Supervisor reports to the Central Supervisor Team and ensures the daily presence and communication with enrollers at the vaccination sites, handles logistical issues, reconciles enrollees' data, and participates in weekly evaluation meetings with the Central Supervisor Team.

Supervising Nurse and Health Zone Head reports to the Central Supervisor Team as well. They ensure that CEM field activities within the health zone are not disrupted by factors unrelated to the research project . Depending on a specific zone’s structure and the person best suited to conduct study duties, either the Supervising Nurse or Health Zone Head will be delegated the responsibilities as detailed in Table 1.

Enrollers report to the Local Supervisor and are responsible for recruiting, enrolling, and collecting data from participants following vaccination and throughout their follow-up until study close-out. 






Figure 2: Reporting Structure Overview
[image: ]

[bookmark: _Toc227414360]Study Meetings: 
The study meetings are designed to foster efficient communication among stakeholders, monitor study progress, promptly address challenges, and support collaborative problem-solving. Table 3 below details the interactions between the different teams, along with the meeting structure and frequency.
Table 3: Meeting Schedule* 
	Meeting Group
	Phase
	Frequency
	Format

	Central Supervisor Team with Partners, 
	Planning
	weekly
	Online

	
	Enrolment
	weekly
	Online

	
	Follow up
	Monthly
	Online

	
	Closeout
	Monthly
	Online

	Central Supervisor Team
	All phases
	Weekly
	Virtual or Face-to-Face

	Central Supervisor Team, local supervisor and Local Study Team
	Planning
	Weekly
	Virtual

	
	Enrolment
	weekly
	Virtual

	
	Follow up
	weekly
	Virtual

	
	Closeout
	Monthly
	Virtual

	Local Supervisor and Local Study Team
	Planning
	Weekly
	Face-to-Face

	
	Enrolment
	Weekly
	Face-to-Face

	
	Follow up
	weekly
	Face-to-Face

	
	Close Out
	Bi-weekly
	Face-to-Face


*Adhoc meetings will be held on a need basis to address an issue that arises during the study period.

[bookmark: _Toc227414361]Documentation:
Electronically maintained study documents, such as any EC-approved protocol amendments, EC-approved templates of ICF and assent forms, study team information, delegation logs, template data collection tools, and supervisory reports, will be stored in the ODK platform. Paper-based forms such as participant-signed ICFs and assents, and signed delegation logs will be stored in an access-controlled lockable cabinet. Any electronic material with patient information should be password-protected.

[bookmark: _Toc227414362]Version Control:
Final protocol, ICF, study plan, and study checklist versions will be identified using a date and version number. These documents will contain their own version change tables within the document that includes date, version # and details of revision. It is possible to incur changes in the protocol and not in the ICF and/or study plans and vice versa. For this reason, the most recent version of the protocol and the most recent version of the ICF and/or the most recent version of the study plans may not have the same version number.

[bookmark: _Toc227414363]Archival:
All study related documents and data, electronic or paper will be securely stored and managed in compliance with local requirements. Hardcopies forms, such as participant-signed ICFs and assents, the study protocol and checklists will be maintained in the investigator site file (ISF) binders managed by the Local Supervisor and will be stored in access-controlled, lockable cabinets at a location convenient to the local team.

At the central level, personnel documents, ethical review documentation, delegation logs and the contact list will be stored securely in lockable cabinets. Electronic data will be managed through the ODK repository server, with any electronic materials containing participant information being password-protected to ensure security. These documents will be archived at the NPVC for long-term storage and future reference for at least 5 years after the final report or first publication of study results, whichever comes later.

[bookmark: _Toc227414364]Quality assurance, monitoring and Reporting: 
[bookmark: _Toc227414365]Site visits and training
To ensure the site is ready to begin the study procedures and start data collection, a site initiation visit will be conducted (by principal investigators and) at each study site prior to study start. During this visit, study staff will be trained on the study procedures. Remote and, when possible, on-site monitoring of the study conduct will be performed throughout the study period to assess the accuracy and completeness of the data. The study site may be subject to a quality assurance visit. When onsite visits are required, the site will be contacted in advance to arrange monitoring and/or quality assurance visits. The site staff will guarantee direct access to all study documents for monitoring and quality assurance.
[bookmark: _Toc227414366]Interim analysis and reporting
The study team will perform interim analyses weekly for the performance monitoring. For the other outcomes, interim analyses will be performed every 10,000 recruited. Should the rates of adverse events be different from the expected rates (as per clinical trial data and reported in the summary product characteristic of a given product), the study team will inform the National Immunization Technical Advisory Group and the National Regulatory Authority for review. 
[bookmark: _Toc227414367]Final analysis 
Utilizing a finalized Statistical Analysis Plan, final analyses will be performed, and a full study report will be written within four weeks after the database lock. Study results will be shared with the national regulatory authorities for regulatory review and with the national immunization programme to inform policy decisions. Manuscript(s) will be prepared and submitted for peer-review in open access journals within three months of study completion. 

[bookmark: _Toc227414368]Ethical Considerations
This is an observational study without medical intervention or change in clinical and diagnostic practices, so regulatory approval is not required. To ensure the quality and integrity of research, this study will be conducted under the International Ethical Guidelines for Health-related Research involving Humans issued by the Council for International Organizations of Medical Sciences, guidelines for good pharmacoepidemiology practice (GPP), the ethical principles in the Declaration of Helsinki, local guidelines and any applicable national laws, regulations, and guidelines.

[bookmark: _Hlk183182792][bookmark: _Toc227414369] Ethics Committee	
[bookmark: _Hlk182919618]The Ethics Committee will provide ethical oversight of the study site. The EC will review and approve the study protocol, amendments, ICFs, and assent forms. The PI must receive EC approval(s) prior to implementing any protocol at any site. S/he is responsible for providing periodic updates, advising EC of study changes, and reporting Serious Adverse Events (SAEs) and other unanticipated events to the EC in accordance with local EC policies and procedures.

[bookmark: _Toc227414370]Protocol Amendments and ICF/Assent Revisions
Changes to the protocol will be documented in written protocol amendments.
Protocol amendments and any related revisions to the ICF and/or assents will be submitted to the EC for approval. In such cases, the amendment will be implemented only after approval has been obtained. 
Any amendment that could have an impact on an individual’s agreement to participate in the study will require renewed informed consent prior to continued participation in the study.
The central supervisor will support all EC submissions and communications.
The ethics committee will also be notified and approve of any changes to the PI, co-Investigator, or other staff named on the protocol.

[bookmark: _Toc227414371]Protocol Registration
The protocol is a national version of the WHO protocol registered as ERC.0004184. The study will be registered under the platforms to ensure compliance with relevant health research standards and facilitate transparency in the research process. This registration will allow for effective tracking, monitoring, and dissemination of the study's outcomes, contributing to the advancement of public health knowledge and practices.

[bookmark: _Toc227414372]Informed Consent and Enrollment Process
Reference to ICH-GCP E6 R2, Section 4.8 and mpox CEM_DRC Consenting Checklist
The Informed Consent Form (ICF) ensures that participants are fully informed about the study and voluntarily agree to take part. The process should be clear, respectful, and thorough. 
Below are some special considerations for parental consent and witnesses:
Parental Consent: If the participant is under 18, obtain consent from a biological parent or a legally acceptable representative (LAR).
Literate Parent: If the parent or guardian is literate, they can read, understand, and sign the ICF themselves.
Illiterate Parent: If the parent or guardian is illiterate, an impartial witness must be present to assist. The witness will read the ICF aloud and help the parent/guardian sign the form.
Impartial Witness: The impartial witness is independent of the trial and must sign the form to confirm the process was conducted properly.
Assent for Minors (Ages 13-17): In addition to obtaining parental consent, minors aged 13-17 must provide assent. This means they must agree to participate in the study themselves. Ensure the assent is obtained in an age-appropriate manner, and confirm the minor understands the study and is willing to participate voluntarily.

In this study, the following steps will help to guide the participant through the consent process:
The enroller will ensure that confidentiality is maintained to the best of their ability throughout the informed consent process, recognizing that complete privacy may not always be guaranteed due to the nature of the health facility setting. However, they will take every measure to protect participants' personal information, including securely handling data, limiting access to study records, and strictly adhering to protocols designed to uphold confidentiality. The enroller will also be trained to respect the participants' privacy and handle their personal information with the utmost care and discretion.

The enroller will conduct the consent process using the ICF version in the language that the participant understands best whether it be French or a local language. S/He will ensure that the consent process is always communicated in a language that is understandable to the participant or their guardian. If the participant or their guardian is unable to comprehend the consent document in the provided language, the enroller will ensure that appropriate translations or assistance are provided.

The enroller will clearly explain the study to the participant, using simple language to ensure they understand all aspects of the study, including its purpose, potential risks and benefits, the voluntary nature of participation, and the right to withdraw at any time without consequences. The enroller will provide ample time for the participant to ask questions and ensure that all concerns are addressed. Additionally, the enroller will allow the participant time to consider the information and ask further questions if needed. To assess understanding, the enroller will ask the participant structured questions after explaining the ICF to confirm that the participant is fully aware of what they are agreeing to.

If applicable, in the case where the participant is illiterate, an impartial witness will be present to read the ICF aloud and assist in the consent process. The impartial witness will also sign the ICF to confirm that the process was explained to the participant and/or participant’s parent appropriately.

Once the participant understands and agrees to the study, the enroller will ask them to sign the ICF. If the participant is illiterate, they may provide a fingerprint, and the impartial witness will sign on their behalf. Afterward, the enroller will also sign the ICF to finalize the process.

Once consent is complete, the enroller will ensure that an automatically generated ID is assigned to the participant in the ODK system (as outlined in the DMP). They will conduct a quality check of the signed ICF to verify that all information is accurate and complete before the participant leaves. If any issues arise during the quality check, the enroller will make the necessary corrections to the original document, ensuring that these changes are signed and dated, with a clear explanation of the reason for the modification. The enroller will provide a copy of the signed ICF and, if applicable, the assent form, to the participant to take home, and document in participant’s copy if the participant refuses to take a copy.

After completing the informed consent process, the enroller will document the following information: the date of consent/assent, the literacy status of the participant (and details of the impartial witness, if applicable), the site personnel present during the consent process, the language and version of the ICF used, any questions raised by the participant and the responses provided, and confirmation of continued consent at each subsequent visit.

If any protocol amendments require changes to the ICF or assent, the enroller will re-consent the participant. The re-consent process will follow the same steps as the initial consent process, including explaining the changes thoroughly, answering questions, and ensuring the participant fully understands the changes. The re-consent process will be documented in the same manner as the original consent, with any corrections or updates made to the ICF.

Finally, the enroller will upload a scan or photo of the signed signature page of the consent form (and assent form, if applicable) into the ODK system. The original signed ICF will be filed in the ISF and stored in a lockable cabinet with restricted access. 

[bookmark: _Toc227414373]Site Preparation
[bookmark: _Toc227414374]Site Selection
The vaccination campaign is managed by the Ministry of Health, and therefore, the mpox CEM study team will not conduct the initial site assessment as the sites are pre-established by the existing vaccination system. Study sites are defined as vaccination centres where mpox vaccines are administered to subjects in high-priority populations. Study sites will be selected based on the planning by the mpox outbreak vaccination response coordination and in areas with functional phone lines and good mobile phone penetration rate. The central supervisor will select the vaccination sites based on their capability to enroll the required number of participants. It is anticipated that at least 20 vaccination centres will be initially selected, with the possibility of selecting additional sites when necessary. Given the need to align study enrollment with outbreak response vaccination rollout, selected vaccination centres may not enroll simultaneously.

[bookmark: _Toc227414375]Staff Training and Training Documentation 
The PI is responsible for ensuring that all team members are adequately trained and understand their role in conducting the study. It is the responsibility of each individual staff member to ensure that s/he thoroughly understands his/her roles and responsibilities and how to perform the tasks to which s/he is assigned. The amount of training an individual is required to take is based upon his/her responsibilities in the study. Some training topics are required for all site staff, while others are designed for specific roles.

The sites are required to maintain up-to-date records demonstrating the qualifications of professional team members such as Investigators, Study Physicians, and Study Nurses. These records include:
Curriculum Vitae (CV).
Proof of qualification/certifications for required staff, such as professional licenses.
Required Training for All Site Staff
· Data Integrity Principles
· GPP Training
· Investigators should ensure scientifically rigorous and ethically sound drug studies by emphasizing robust design, high-quality data, proper analysis, transparency, and stakeholder engagement.
· Protocol Training
· All study staff will receive role-specific training on the protocol and study plans as outlined in the following section, with additional training conducted if there are any changes in the protocol, tasks change, or new members join the team.
· Role-Specific Training will be tailored to a staff member's delegated responsibilities as identified below.

Table 3: Site Team Training Matrix Guide
	Role
	Central Supervisor Team 1
	Local Supervisor
	Supervising Nurse
	Health Zone Head
	Enroller

	 
	 
	 
	 
	 
	 

	Protocol & Protocol Amendments
	x
	x
	x
	x
	x

	Good Pharmacoepidemiology Practices
	x
	x
	x
	x
	 

	Data Integrity Principles 
	x
	x
	x
	x
	x

	Investigator Responsibilities 
	x
	 
	 
	 
	 

	Protocol Non-Compliance 
	x
	x
	x
	x
	x

	DMP
	x
	 
	 
	 
	 

	Operational Plan
	x
	 
	 
	 
	 

	Informed Consent Form
	x
	x
	 
	 
	x

	SAP 
	x2
	 
	 
	 
	 

	ODK system training: data entry 
	x
	x
	x
	x
	x

	ODK system training: performance monitoring 
	x
	 
	 
	 
	 

	Identifying, recording, and reporting adverse events 
	x
	x
	x
	x
	x

	SIV Agenda/Presentation
	x
	x
	x
	x
	x

	MedDRA
	x
	 
	 
	 
	 

	Work Instructions/Checklists 
	x
	x
	x
	x
	x


1Central Supervisor Team includes PI, Co-PI, Study Manager, Data Monitor, Finance/Admin/Logistics Manager
2SAP will only be for review and not a requirement for training.

Onsite training-The central supervisor, or designee, will complete a “training of trainers” conducted by the PI, Co-PI and study manager. These trainers will be sent onsite to complete site training prior to the start of the study at a specific site, including ODK system training. The central supervisor team will train the local study team.

[bookmark: _Toc227414376]Supervision Visits
The central supervisor will visit the site frequently and will be able to provide refresher training as well as training on any changes to the protocol or procedures that are required during the course of the study, including those that may be required based on supervisory visit findings.

[bookmark: _Toc227414377]Equipment and Supplies 
The central supervisor team are responsible for ensuring provision of necessary equipment and supplies to each site, including consent forms, adverse event reporting forms, internet modem and the ISF. The central supervisor is responsible for ensuring ODK database access for each required study team member. The Local Supervisor monitor supplies and requests resupply via the central supervisor, when required.

[bookmark: _Toc227414378]Study Period
There will be an intensive enrolment period from the date of the start of the national immunization programme until the predefined target number of 30,000 enrolled individuals have been reached, of whom the first 1,000 (for estimation of the incidence of local and systemic reactions) will be in the reactogenicity subgroup. The time point for enrolment will be first vaccination with any mpox vaccine in one of the participating sites. Study recruitment will be monitored during the study to assess whether recruitment goals are being reached. Each individual will be followed up for three months after the first dose of mpox vaccine. If a second dose is administered within three months of the first dose, the subject will be followed up until three months after the second dose. A three month follow-up period was chosen because this covers the most common risk windows for AESIs (42 days), with a similar amount of time after the risk window, to be used as a control period. Women of childbearing potential will also be followed up monthly for the duration of three months to obtain information on pregnancies during vaccination with mpox vaccine. Pregnant women inadvertently exposed to mpox vaccine will be followed until the end of the pregnancy and the neonate will be followed up until the age of one month. Breastfed neonates/infants/children will be followed up for three months following the last vaccine dose received by the mother.

[bookmark: _Toc227414379]Screening, Enrolment and Vaccination
Screening and enrollment visits should take place when individuals arrive at the selected participating sites for their first vaccination with the approved mpox vaccine (Refer to participant flow in Figure 1 ). The enroller will approach potential participants and inform them about the study. If they agree to enroll, s/he will perform the following tasks before the administration of the first mpox vaccine:
Obtain consent/assent via the consent processes outlined in Section 5. 
Complete the participants’ baseline information (demographic and vital signs) 
Collect contact information for the participant and their next of kin.
Screened for eligibility based on the inclusion and exclusion criteria below:
Inclusion criteria. 
Ability and willingness to participate based on signed informed consent (a parent or a guardian has to sign for children below 18 years old) and on signed assent form (for minors aged 13 to 17 years old). 
Individuals vaccinated with the first dose of any mpox vaccine at one of the vaccination centres participating in the study. 
Must be reachable by phone (must have an active phone number of his/her own or in the household) throughout study participation. 
Must be from the populations targeted in the outbreak response campaign, vaccinated with the first dose of any mpox vaccine at one of the vaccination centres participating in the study. 

Exclusion criteria 
Individuals already vaccinated with any mpox vaccine before study enrolment during the vaccination campaign, irrespective of the brand. 
Individuals unable or unwilling to comply with study procedures (illiterate when no impartial witness is available for consent, no mobile phone available in the household or compound), or who do not have the abilities to describe their symptoms.) 
During vaccine preparation and administration, the enroller will collect data related to the mpox vaccination, confirm that the vaccination card is correctly completed, take a photo, and upload it into the ODK system, collect data on any adverse events (AEs) and remind the participant of the importance of answering phone calls throughout the study.

[bookmark: _Toc227414380]Participant Follow-up 
The enroller will follow each participant for three months after the first dose of the mpox vaccine.
If a second dose is administered one month following the first dose (including up to a three month window period), follow-up will continue until three months after the second dose. Participant follow-up after routine vaccination will be completed according to Figure 3.

Figure 3: Follow-up Duration
[image: A screen shot of a computer

Description automatically generated]
Data collection and timing for all study participants, and additional data collection for participants in the reactogenicity subset; illustrated for two doses of mpox vaccines 28 days apart (timing between doses may differ)

[bookmark: _Toc227414381] Follow-up for Women of Childbearing Potential
The enroller will contact them via phone monthly for 3 months to gather information on pregnancies during vaccination.

[bookmark: _Toc227414382]Pregnant Women 
Participants who are reported to be pregnant during follow-up period will be followed by the supervising nurse who is also the surveillance focal point person as per national guidelines. 

The enroller will continue with phone contact follow-up until delivery or the end of their pregnancy, and the pregnancy outcome will be recorded (Refer to Figure 4 below).

The supervising nurse will conduct phone follow-up for neonate/infant until one month of age.

[bookmark: _Toc227414383]Breastfed Neonates/Infants/Children 
The enroller will follow them up via phone contact for up to three months after the last vaccine date of the mother.

[image: A diagram of pregnancy

Description automatically generated]Figure 4: Pregnancy follow up

[bookmark: _Toc227414384]Study Questionnaires
An Enroller will complete study questionnaires at predefined time points during follow-up.
[bookmark: _Toc227414385]First Month: 
Weekly telephone calls after each vaccination on Day 7 (D7), Day 14 (D14), Day 21 (D21), and Day 28 (D28), with Day 0 (D0) being the day of vaccination.
[bookmark: _Toc227414386]Subsequent Follow-up Visits: 
Monthly telephone calls on Day 56 (D56) and Day 84 (D84) following each vaccination (i.e., participants who receive a two-dose vaccination series will be followed through Day 112 (D112) which is D84 post second vaccination).
[bookmark: _Toc227414387]Reactogenicity Subset:
 Additional follow-up during the first 14 days after each dose on Day 1 (D1), Day 4 (D4), Day 7 (D7), and Day 14 (D14).
An Enroller will contact participants via phone to collect information and confirm the person on the phone is the participant.
[bookmark: _Toc187409212][bookmark: _Toc187409325][bookmark: _Toc187409442][bookmark: _Toc187409213][bookmark: _Toc187409326][bookmark: _Toc187409443][bookmark: _Toc187409214][bookmark: _Toc187409327][bookmark: _Toc187409444][bookmark: _Toc227414388]Withdrawal from the study/lost to follow-up 
[bookmark: _Toc227414389]Withdrawal:
Participants will have the right to withdraw from the study for any reason at any time. Withdrawn participants will not be replaced after the enrolment period has ended. Should a participant decide to withdraw from the study information collected cannot be used for study purposes. Attempts will be made to determine if the underlying reason for withdrawal is related to a health issue or and an adverse event following vaccination. A referral to the appropriate care will be made should withdrawal be linked to an AEFI.

[bookmark: _Toc227414390]Loss to follow up:
A participant will be considered lost-to-follow-up after three documented unsuccessful attempts to contact them by phone, followed by three documented unsuccessful attempts to contact their next of kin, followed by a household visit by the Supervising Nurse or Health Zone Head, with no participant response. Participants agree for the study team to contact the next of kin during the consent process. Participants that are lost to follow up will not be replaced after the enrolment period has ended. 

[bookmark: _Toc227414391]Study completion and end of safety
Participants will be considered to have completed the study when they have completed:
The follow-up questionnaire three months after their last mpox vaccine or
For pregnant women inadvertently exposed to mpox vaccine, follow-up will continue through delivery for the pregnant woman and one-month post-delivery in the neonate.

End of study is defined as the point at which the last subject enrolled has reached the three month follow-up period, or as above for pregnant women and neonates.

[bookmark: _Toc227414392]Monitoring and Reporting of Adverse Events
The CEM protocol focuses on follow-up of adverse events of special interest resulting in hospitalization and serious adverse events. All other adverse events will be assessed at the population level, with no individual causality assessments conducted as part of the study. Individual causality assessments will occur per the national PV centre (NPVC) system processes and procedures that are outside the scope of this protocol. 

The Central Supervisor will code participant diagnoses identified during follow-up using the Medical Dictionary for Regulatory Activities (MedDRA). If a safety signal is detected, the supervising nurse or the head of the health zone or the national pharmacovigilance centre or immunization programme may contact the participant's healthcare provider with the potential safety issue, for further investigation through the routine national surveillance programme.
[bookmark: _Toc227414393]Adverse Events of Special Interest Resulting in Hospitalization
As part of their duties, the supervising nurse/head of health zone will be monitoring for the following AESIs (Refer to the list in Table 4 below) during their visits to the health centre(s) and hospital(s), as well as during home visits when required.

Table 4: Adverse Events of Special Interest (AESIs) 
	Category
	Associated AESIs

	General Vaccine-Associated AESIs
	Proven association with immunization that is true for most, if not all, vaccines 


	
	Proven association with a known vaccine platform or adjuvant that is being used in any mpox vaccine 


	
	Proven association with small pox vaccine 

	
	Theoretical concern based on immunopathogenesis of mpox disease


	
	Emerging safety signal during vaccine development and/or deployment

	SPEAC Guidelines AESIs
https://doi.org/10.5281/zenodo.13785131
	Rash

	
	Encephalitis

	
	Pneumonitis

	
	Anaphylaxis

	
	General convulsive seizure

	
	Thrombocytopenia

	MVA-BN platform 
	
Myocarditis/pericarditis


	LC16 platform 
	Robust take

	
	Myocarditis/Pericarditis

	
	Generalized Vaccinia

	
	Eczema vaccinatum

	
	Inadvertent autoinoculation

	
	Ocular Manifestations

	Pediatric populations 
	LC16 platform: Severe Vaccinal Eruption or Local Reactogenicity(Hives, Erythema, Poor healing, Scarring); Febrile seizure.

	
	For any vaccine: Increased frequency of generalized vaccinia, eczema vaccinatum, Inadvertent inoculation, encephalitis, myocarditis, pneumonitis, keratitis.

	
	Secondary infections (bacterial) 

	Pregnant populations

	Stillbirth

	
	Spontaneous Abortion/Miscarriage

	
	Fetal Vaccinia (Congenital infection)

	
	Congenital Anomalies

	
	Preterm delivery/birth

	
	Neonatal vaccinia/mpox infection in infant of mother vaccinated in pregnancy

	
	Antenatal hemorrhage

	
	Preeclampsia/Eclampsia

	
	Thrombotic events (if pertinent for platform, e.g. adenoviral vector)

	Immunocompromised Population AESIs 
(Including People with HIV)
	Autoimmune Reactions including Reactive arthritis, autoimmune hepatitis, ITP, rheumatic diseases, vasculitis

	
	Progression of HIV

	
	Opportunistic infections

	
	Progressive vaccinia

	
	Increased frequency and severity of any disease- or vaccine-associated AESI listed above



[bookmark: _Toc227414394]Serous Adverse Events Reporting 
The team will identify SAEs that require overnight hospitalization or result in death. These SAEs will be assessed at the population level without conducting individual causality assessments as part of the study. SAEs that result in inpatient hospitalizations will be reported by the participant or their next of kin, and SAEs that result in death will be reported by their next of kin, including a verbal autopsy via review of next-of kin in the absence of a medically attended event with proper documentation. Study team investigation and reporting of cases will occur based on the following steps and a summary of SAE reporting requirements is provided in Table 5.
Step 1: A participant or their family member reports SAE that results in in-patient hospitalizations to the Enroller at the vaccination site.
Step 2: The Enroller will collect details of the hospital and relay the information to the Supervising Nurse. 
[bookmark: _Hlk185227296]Step 3: The Supervising Nurse or the Head of the Health Zone will visit either the health centre or hospital, or the participant's home if necessary, to verify and collect information on SAEs or AESIs. They will enter this information into ODK and scan or photograph the medical records to upload them into ODK.
Step 4:  Central Supervisors will use MedDRA to code these diagnoses (if not auto coded).
Step 5: Central Supervisor team will review the coded SAEs and AESIs on the ODK. 
Step 6: All SAEs detected and reported in this study will also be reported through the routine AEFI surveillance system. As per local PV guidelines, any serious adverse event triggers a case investigation organized at the health zone level to collect as much information as possible and constitute a dossier. The dossier is shared at the national level, where the national AEFI committee will conduct a casualty assessment. The supervising nurse and the head of the health zone who are involved in the CEM protocol implementation will be informed about such occurrences and will act in accordance with routine practice.
Table 5: Immediate reporting of SAEs
	Event Type
	Notified To
	Reporting Timeframe
	Report Format
	Reported By

	All SAEs
	Sponsor and EC 
	Within 24 hours of awareness1
	Email-Sponsor
Email/Hardcopy-EC
	Central Supervisor Team 

	Fatal and life-threatening SAEs
	National Pharmacovigilance Centre
	Within 7 calendar2 days
	Routine AEFI surveillance system
	Local Study Team

	All other non-fatal, non-life threatening SAEs
	National Pharmacovigilance Centre/NPI/National Regulatory Authorities/

	Within 15 calendar2 days
	Routine AEFI surveillance system 
	Local Study Team 


1 The date the PI/study protocol team becomes aware of the event.
2 Business days including weekends (Saturday and Sunday) and public/bank holidays that fall on weekdays.

[bookmark: _Toc227414395]Reactogenicity and all common AEFIs 
The first 1000 participants will be enrolled in the reactogenicity and all AEFI subset. Information on all events will be collected in this subset. Reactogenicity will be categorized as local or systemic reactogenicity. Local reactogenicity is defined as the presence of pain, redness, warmth, swelling, hardening/induration, hematoma, or itching at, or near, the injection site. Systemic reactogenicity is defined as the presence of fever, chills, headache, nausea, muscle ache, joint pain, or malaise. Local and systemic reactogenicity (including grade) will be solicited and recorded daily for 14 days following each vaccination (D0, D1, D3, D7 and D14, where D0 is the day of vaccination). 

[bookmark: _Toc227414396]Maternal and perinatal outcomes 
Pregnant women (intentional and inadvertently exposed) who are vaccinated with mpox vaccine will be identified through the follow-up call/home visits monthly for three months. Once pregnant women are identified, they will be followed up until the end of pregnancy, and the neonate/infant will be followed up one month after birth. Additionally, exposure of neonates/ infants/children through breastfeeding will also be followed up for three months after the last vaccination of the mother.

[bookmark: _Toc227414397]Monitoring and Quality Assurance
[bookmark: _Toc227414398]Site Initiation Visit
A site initiation [visit (preferred if feasible)/telephone call] will be conducted prior to study start at a specific study site to ensure the site is ready to begin the study and start data collection. This visit will include training of the site study team by a Central Supervisor Team of “train-the-trainers”. The trainers will train study staff on the study procedures. 
[bookmark: _Toc227414399]Remote/Onsite Monitoring 
Monitoring of study conduct will be performed by the Central Supervisor Team throughout the study period to assess the accuracy and completeness of the data (as per Table 1: Central Supervisor Roles and Responsibilities). 

A central supervisor from the Central Supervisor Team will ensure daily monitoring of the mpox CEM project server in ODK to track the progress of data via a dashboard containing performance variables, including checking the time of data entry, tracking of the data entry rate, identifying missing or inconsistent data, examining data trends (consistency, range, variability), reviewing outstanding queries, and will generate data query reports that are distributed to sites.

The central supervisor will follow up with field teams in the event of incomplete or inaccurate data.
The central supervisor will carry out a quality control of the data collected at the various vaccination sites (vaccination teams) involved in the mpox CEM study by randomly reviewing 10% of those enrolled.
The central supervisor will compile the information from these reviews into study-wide and site-specific monitoring reports, which will be provided to the central team for review and discussion at study meetings.
The central supervisor will also create monthly study reports and share with the study team. Further details on this are described in the DMP.

[bookmark: _Toc227414400] Protocol Deviations
[bookmark: _Toc227414401]Deviations
The PI and study site staff should conduct the study in compliance with the approved study protocol. Sites should not implement any deviation from or changes to protocol procedures without agreement by the sponsor and prior review and documented approval from the EC, except where necessary to eliminate an immediate hazard(s) to a study participant.

Any changes from protocol-specified procedures and study-related SOPs during the conduct of the trial that do not result in harm to the trial participants and do not significantly affect the study outcomes or data integrity or ethical conduct will be documented and reported as protocol deviations during the annual renewal report. Examples of deviations may include, but are not limited to:
A missed protocol visit or a protocol visit date deviation outside the study visit window.
Isolated incident of a missed or incomplete study procedure. 
A major protocol deviation is any departure from the approved protocol, trial documents or any other information relating to the conduct of the study which may affect the safety of trial participants or study outcomes. Examples include:
Failure to obtain informed consent (i.e. no documentary evidence).
Enrollment of participants that do not meet inclusion/exclusion criteria.
Failure to report AE or SAEs.

Major or repeated protocol deviations will require assessment of the root cause and implementation of corrective and preventive action plans. They may constitute grounds to interrupt the trial at a study site as required per the PIs or Sponsor. Protocol deviations will be reported to EC in accordance with the requirements of the committees involved.

Once a departure is noted, the protocol study team will assess the impact of the departure and determine its likely impact on study data. The protocol study team will also review the events leading to the departure and determine if a course of action is required to correct a problem (corrective action) or prevent future problems from occurring (preventive action). 

All departures from the protocol and standard procedures as study plans and checklists should be noted, documented on either a Protocol Deviation tracker at the central level and have their impact assessed.
[bookmark: _Toc187409229][bookmark: _Toc187409342][bookmark: _Toc187409459][bookmark: _Toc227414402]Reporting Deviations
The requirements for reporting Protocol Deviations vary in both the level of seriousness for which events must be reported and in the reporting timeframes according to EC policies and procedures.
The protocol study team must maintain constant awareness of their local EC policies and procedures for the reporting of protocol deviations. 
It is the responsibility of the PI to ensure that all protocol departures meeting local EC requirements are reported within the stated timeframes.

[bookmark: _Toc227414403]Data Management 
Data management will be conducted according to the data management plan (DMP). This plan documents the processes and procedures employed to promote consistent, efficient, and effective data management practices for the mpox CEM study. The DMP serves as the authoritative resource, documenting data management practices and decisions that are agreed upon during study initiation.

[bookmark: _Toc227414404]Site Closeout Procedures and Study Completion
Study closeout activities will be performed at the end of a site’s participation in the study to confirm that the PI’s study obligations have been met and post-study obligations are understood. Study close-out activities for each site will be conducted according to the following study close-out plan:
Verification that study procedures have been completed, data have been collected, and supplies are returned to the party responsible or prepared for destruction.
Assurance that all data queries have been completed.
Assurance that correspondence and study documents are accessible for external audits.
Source records for all participants are complete, available and ready for archival in the ODK repository(refer to the DMP for further details) and site has made necessary arrangements for the archival of hardcopy study documents at the NPVC.

At the end of the study, the Central Supervisor Team will review the above details for the full study, prior to notifying the EC of study completion and filing a copy of the EC notification and any related correspondence in the study files.

[bookmark: _Toc227414405]Record Storage and Archiving
The Central Supervisor Team will provide each study site with an ISF, which will be used to file site-specific documents, including but not limited to the protocol, checklists, ICFs, etc. 
The Local Supervisor will maintain, and store securely, complete, accurate and current study records throughout the study.

The Local Supervisor will ensure all the study documents are included in the ISF, which will be transferred to the central supervisor team (NPVC) to keep until at least 5 years following the end of the study.

In addition, the Central Supervisor Team will make provision for any related participant medical records to be kept for the same period of time. 

Data will be archived for at least 5 years after final report or first publication of study results, whichever comes later, as per Guidelines for Good Pharmacoepidemiology Practices (GPP), and will then be destroyed. No data will be destroyed without the permission of the Sponsor. 

The sponsor will inform the Central Supervisor Team in writing of the need for record retention and will notify the site investigator in writing when the trial related records are no longer needed.

The study documents need to be stored safely and securely for an extended period and therefore, the archival facility must be checked for the following:
Fireproof Room: Installation of smoke detectors, Installation of fire extinguishers, and Proper electric wiring of the room (to avoid short-circuits); no inflammable material should be stored in this room.
Fireproof Cabinets: No wooden cupboards.
Seepage/Leakage Proof Room: The room should not have any seepage or leakage in rainy season as these would destroy the paper quality of the study documents.
Pesticide Proof Room: The archival room must be pests/rodents proof; therefore, how frequently pesticides are applied to the room would be important.



Appendix I: Study Personnel

The following lists study staff at the time of the Operational Plan finalization. 
	Role 
	Name 
	Start Date 
	End Date 
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