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Please Visit Our Website
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To learn more about the overall Network, 

please review the Overview presentation3

https://www.impaactnetwork.org/sites/default/files/2

021-03/IMPAACT%20Overview_JAN2021-PDF.pdf

https://www.impaactnetwork.org/sites/default/files/2021-03/IMPAACT%20Overview_JAN2021-PDF.pdf
https://www.impaactnetwork.org/sites/default/files/2021-03/IMPAACT%20Overview_JAN2021-PDF.pdf


Network Organization
IMPAACT Network Manual of Procedures, 

Sections 1 and 2, Organization and Network Groups



▹ Formed in 2006 (preceded by PACTG)

▹ Successfully renewed in 2013 and in 2020

▹ Funded by US National Institutes of Health

▸ Division of AIDS (DAIDS), National Institute of 

Allergy and Infectious Diseases (NIAID)

▸ Eunice Kennedy Shriver National Institute of Child 

Health and Human Development (NICHD)

▸ National Institute of Mental Health (NIMH)

5 History



IMPAACT is comprised of: 

▹ Scientific and management 

leadership groups

▹ Central resources that support 

study operations, data collection 

and analysis, and laboratory 

testing for Network studies

▹ Clinical research sites where 

studies are conducted

6 Organization



Scientific Leadership Group 
(SLG)

Network Chair*

Network Vice Chairs*

SDMC Principal Investigator*

LC Principal Investigator*

Operations Center Director*
SMC Chair

ICAB Representative 

At-Large Investigators (4)

NIH Representatives*

*Management Oversight Group (MOG)

Oversight Groups
• Multidisciplinary Protocol 

Review Group (MPRG)

• Study Monitoring 

Committee (SMC)

• Network Evaluation 

Group (NEG)

• Publications Review Group

Laboratory 
Center (LC)

Statistical and 

Data Management 
Center (SDMC)

Leadership and 

Operations 

Center (LOC)

Scientific Committees 

(SC)
• Treatment

• ART-free Remission (“Cure”)

• Tuberculosis

• Complications and 

Co-morbidities

IMPAACT 

Community 

Advisory Board 
(ICAB)

Scientific Service 

Cores 

• Social Behavioral

• Pharmacometrics

External 

Scientific 

Advisory Group

JHU 
(Grantee org/Finance management)

FHI 360 
(Study/Network management)

Harvard
(Statistical and Data Analysis Center 

[SDAC])

Frontier Science
(Data Management Center [DMC])

UCLA
(Lab Support)
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IMPAACT Network Sites
As of April 2022



Protocol Chairs 

and Vice Chairs
IMPAACT Network Manual of Procedures, 

Section 4, Protocol Teams, Subsection 4.1.2



1010



Provide scientific leadership during the development, 

implementation, and reporting of the study and facilitate final 

decision making within the team

❖ Assume responsibility for completion of protocol team responsibilities and other 

study activities within the approved budget and timeline

❖ May delegate specific areas of responsibility to a vice chair, but decision-making 

authority and ultimate responsibility for the execution of the study rests with the 

protocol chair

❖ Plan and manage protocol team business with the Clinical Research Manager 

(CRM), in consultation and with the support of other protocol team members

Protocol Chair Responsibilities11



General Responsibilities
Throughout the lifecycle of the study

12

Leading and 
Ensuring 

Compliance

• Leading team 
meetings and calls

• Complying with 
ICH/GCP

• Complying with 
IMPAACT Network 
MOP

Coordinating and 
Collaborating

• Establishing and 
dissolving study-
specific groups

• With team member 
activities to meet 
study targets and 
timelines

• With team members 
on development and 
execution of study 
activities and 
materials

Monitoring

• Progress in relation to 
established timelines 
and working with 
team members as 
needed to address 
delays

• Quality and progress 
of study conduct & 
working with team 
members and sites

Communicating

• Providing status 
updates to IMPAACT 
leadership

• Acting as a liaison 
between the protocol 
team, the study 
sponsor, and network 
leadership and 
oversight groups

• Provide active and 
timely scientific and 
operational guidance 
to support sites



Pre-Implementation Responsibilities
From initiation of protocol development through first enrollment

13

Work with the CRM 
to complete the site selection 

process
(MOP Section 10)

Work with the CRM 
to develop the study budget

(MOP Section 11.1.11)
budget negotiations with study partners 

are handled at the Network level

Work with the CRM to develop 
and carry out study-specific 

training plans
(MOP Section 16)

Ensure timely development 
and sign-off of study 

implementation plans and 
materials

(MOP Section 11)

Lead protocol development 
process with the CRM

(MOP Section 9)



Protocol Team Members
IMPAACT Network Manual of Procedures, 

Section 4, Protocol Teams, Subsection 4.2.1
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Formation of the protocol team is the first step in the process 

and is coordinated centrally by the IMPAACT Operations Center

Protocol Chair and Vice Chair
(one protocol chair and one vice chair are typically proposed in the concept sheet)

NIH Representatives

DAIDS Medical 

Officer

NICHD Medical 

Officer

NIMH Medical Officer
(if applicable)

DAIDS Pharmacist
(if applicable)

SDMC Representatives
(Harvard and Frontier Science)

Statistician Protocol 

Data 

Manager

Laboratory 

Data 

Manager

LC Representatives

Laboratory 

Center 

Representative 
(UCLA)

Laboratory 

Technologist

Clinical 

Research 

Manager
(FHI 360)

Community 

Representative

Pharmaceutical 

or Industry 

Representative

Investigators
Westat 

Representative
(if applicable)

Site 

Representatives



Protocol Team Member 

Roles & Responsibilities16

❖ All members are expected to 

provide scientific, operational, 

or site-specific input, as 

appropriate, to protocol team 

activities

❖ A listing of specific team 

member roles is provided in 

MOP Section 4, Table 4-1



Protocol Development
IMPAACT Network Manual of Procedures, 

Section 9



https://www.impaactnetwork.org/resources/manual-procedures

Section 9, Protocol Development and Modifications

Version 3.0, January 2021

IMPAACT Manual of Procedures18

https://www.impaactnetwork.org/resources/manual-procedures


19

Overview 

of Protocol 

Development 

Process



❖ Commitment from company to provide study product

❖ Availability of investigational agent in the formulation 

needed for the proposed study population

❖ Availability of data from prior studies of the 

investigational agent considered necessary to enable 

evaluation in the proposed study population

Necessary Precursors20



❖ In close consultation with IMPAACT leadership and DAIDS as 

applicable, protocol chairs communicate with pharma companies 

regarding study agent needs and other key considerations for the 

study-specific collaboration, including required timelines*

➢ DAIDS negotiates confidential disclosure agreements and 

clinical trial agreements

➢ Discussions between study chairs, Network leadership, and 

DAIDS related to study product acquisition take place

Necessary Precursors21

*Timelines must consider standard IRB and other regulatory reviews and approvals for 

international sites (~9-12 months) and single IRB reviews for US sites (~2-4 months)



❖ The Operations Center coordinates with other Network 

partners on the formation of the protocol team 

❖ IMPAACT Operations Center Clinical Research Manager 

(CRM) begins work based on the approved study 

concept and coordinates with the protocol chair to 

specify timelines and determine key writing assignments

❖ Protocol team meets frequently via conference call and 

actively communicates, drafts, and reviews sections 

between calls

Getting Started22
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Protocol Development Steps



❖ Protocols must adhere to the NIAID HIV Language 

Guide, which includes language suggestions for 

communicating about HIV and related topics 

❖ The Representative Studies Rubric (RSR) tool will also 

be used to guide and monitor enhanced representation in 

clinical research during protocol development

❖ The NIAID HIV Language Guide and RSR tool are 

available on the IMPAACT Website

Guidance Documents24

https://www.impaactnetwork.org/resources


Protocol Development 

through Team Sign-Off
IMPAACT Network Manual of Procedures, 

Section 9, Subsections 9.2.1-9.2.3



❖ The protocol team should prioritize development 

of the study schema, which includes the study 

objectives and design, and eligibility criteria 

first, followed by the schedule of evaluations.

❖ It is counterproductive to develop other sections 

before these sections are fully discussed and 

agreed upon by the team. Once agreement is 

achieved, these sections should generally not

be re-visited.

First Things First26



27 Protocol

Section

Primary 

Author

To 

Team

Review 

Due Finalized

Schema

Eligibility

Design

SoE

Protocol

Section

Primary 

Author

Sent to 

Ops

To 

Team

Review 

Due

Back to 

Team

Review 

Due Sign-Off

1

5

6

7

8

etc.

Protocol Development Within the Team



28 Protocol

Section

Primary 

Author

To 

Team

Review 

Due Finalized

Schema Ops Dec 4 Dec 6 Dec 15

Eligibility Ops Dec 7 Dec 11 Dec 15

Design Ops Dec 7 Dec 11 Dec 15

SoE Ops Dec 15 Dec 20 Dec 22

Protocol

Section

Primary 

Author

Sent to 

Ops

To 

Team

Review 

Due

Back to 

Team

Review 

Due Sign-Off

1 Chairs Dec 22 Jan 8 Jan 15 Jan 22 Feb 5

At 

in-person

meeting

5 Ops+Rx Dec 22 Jan 8 Jan 15 Jan 22 Feb 5

6 Ops NA Jan 8 Jan 15 Jan 22 Feb 5

7 Ops NA Jan 8 Jan 15 Jan 22 Feb 5

8 Ops+Chairs Dec 22 Jan 8 Jan 15 Jan 22 Feb 5

etc. etc. etc. Jan 8 Jan 15 Jan 22 Feb 5

Protocol Development Within the Team



❖ Critical input is sought from all team members 

throughout the process but is most important 

upon first review of each section 

❖ Otherwise, prior decisions are more likely to be 

revisited, which leads to delays

❖ Internal organizational reviews should be 

discussed with the team and planned for in 

advance, aligned within the overall timeline

Team Member Input29



Common Hindrances30

Embedding 
preliminary 

components

Complex study 
design with add-

ons

Revisiting 
decisions or 
backtracking

Team members 
over-committed 
or not engaged

Lack of activity 
between calls 
and meetings

Divergence from 
approved 

proposal and 
template



Common Hindrances31

Embedding 
preliminary 

components

Complex study 
design with add-

ons

Revisiting 
decisions or 
backtracking

Team members 
over-committed 
or not engaged

Lack of activity 
between calls 
and meetings

Divergence from 
approved 

proposal and 
template

Protocol chairs are responsible for 

identifying when hindrances are 

occurring and taking action to address 

and escalate as needed.



Common Facilitators32

Clear 
understanding of 

regulatory 
commitments

Simplest possible 
design with no 

add-ons

No re-visiting or 
back-tracking 

throughout process

All team members 
engaged and 
responsive 

throughout process

All team members 
committed to 

timelines

Avoid divergence 
from DAIDS and 

IMPAACT 
standards



Common Facilitators33

Clear 
understanding of 

regulatory 
commitments

Simplest possible 
design with no 

add-ons

No re-visiting or 
back-tracking 

throughout process

All team members 
engaged and 
responsive 

throughout process

All team members 
committed to 

timelines

Avoid divergence 
from DAIDS and 

IMPAACT 
standards

Protocol chairs are responsible 

for identifying when facilitators 

may be especially useful to share 

and employ within the protocol 

team.



Preparing ahead of time for calls

− Review prior call summary and materials 

previously distributed 

− Think through agenda items and what's needed

− Prepare what’s needed with sufficient time for 

distribution in advance of next call

− Have relevant documents open on your 

computer

− Keep calls within time provided and ensure 

relevant agenda items are covered

− As needed, communicate with Network 

leadership to ensure key team members 

consistently attend conference calls

Practical Tips for Chairs34



❖ Frequently review timelines and progress towards meeting them

❖ Ensure issues are not being revisited, once decisions are made

❖ Follow Network Manual of Procedures and standard 

practices/language within the Network

❖ Establish a strong communication mechanism with the CRMs 

(e.g., through email, call summaries and other documents, or 

routine check-in calls)

Practical Tips for Chairs35



❖ CRM will follow up with individual team members as needed to 

ensure accuracy and consistency of protocol wording throughout 

the document 

❖ CRM, SDMC, and LC representatives will help ensure wording 

consistent with Network standards

❖ CRM, Statistician, and Medical Officers will identify issues likely 

to raise questions/comments/concerns in protocol review steps 

and make recommendations to avoid these

❖ Protocol team members based at a CRS should gather 

input from other CRS staff members, particularly on 

operational feasibility

Capitalize on experience and 

expertise within the team36



Protocol Team Sign-Off is met 

once approvals are obtained from:

−One protocol chair (chair, 

co-chair, or vice chair)

−One statistician/epidemiologist

−DAIDS medical officer

Protocol Team 

Member Sign-Off37

The Operations Center uses 

DocuSign to obtain signatures 

(email is not sufficient).



IMPAACT 

Multidisciplinary Protocol 

Review Group Review
IMPAACT Network Manual of Procedures, 

Section 9, Subsections 9.2.4



The purpose of MPRG review is to ensure IMPAACT protocols are 

scientifically rigorous, accurate, consistent, complete, and 

standardized to the extent possible. The MPRG critically reviews 

protocols for scientific and design integrity, operational feasibility, 

focusing on key issues such as site participation, infrastructure and 

capacity, relevance to the community, and any ethical, logistical, or 

potentially regulatory concerns. The MPRG conducts reviews on 

behalf of the SLG. The review is multidisciplinary to streamline and 

avoid multiple sequential review steps. 

IMPAACT MPRG Review39



Composition of MPRG40

Network Chair 
or Vice Chair

Scientific 
Committee 

Chair or Vice 
Chair

External Expert

Operations 
Center 

Representative

Statistical and 
Data 

Management 
Representative

Laboratory 
Center 

Representative

ICAB 
Representative

IMPAACT 
Pharmacist

NIH 
Representatives



❖ Reviews are scheduled as needed – protocols can be 

submitted any time after team sign-off

❖ Reviews are conducted via conference call, with 

written comments prepared in advance and then 

finalized after the review takes place

❖ Protocol chairs are invited to join an open review 

session during the review call

❖ Multiple MPRG reviews may be required

❖ Final review summary is provided to the team as soon 

as possible

MPRG Process41



DAIDS Scientific Review
IMPAACT Network Manual of Procedures, 

Section 9, Subsection 9.2.5



Protocol Team Sign-Off is met 

once approvals are obtained via 

DocuSign from:

−One protocol chair (chair, 

co-chair, or vice chair)

−One statistician/epidemiologist

−DAIDS medical officer

Protocol Team 

Member Sign-Off43

The Operations Center uses 

DocuSign to obtain signatures 

(email is not sufficient).



Evaluates the research plan specified in the protocol on the basis of:

• NIAID’s and other co-sponsoring institutes’ research agenda, priorities, 

and other NIH clinical studies

• Scientific merit and study design

• Human subjects considerations and participant safety

• Compliance with US federal regulations and ethics

• Study oversight and monitoring

• Feasibility of timely completion

• Pharmacy and regulatory considerations

• When appropriate, plans for interim monitoring and analysis

Clinical Science Review Committee44



❖ Reviews are scheduled on Thursdays

❖ Protocols must be submitted at least two weeks in advance

❖ Protocol chair and other (limited) team members are invited to 

attend remotely, provide a brief presentation, and respond to 

selected review comments

❖ Final review summary is provided two weeks after the review

CSRC Process45



Subsequent DAIDS 

Review Steps
IMPAACT Network Manual of Procedures, 

Section 9, Subsections 9.2.6-9.2.9



❖ Regulatory Review

❖ Medical Officer Review and Sign-Off

❖ Final Regulatory Affairs Branch Review and Sign-Off

- Review comments are provided within two weeks

- Responses are typically completed within one week

- Completion of the final review step results in submission 

of the protocol (Version 1.0) to the FDA (for IND studies) 

or final DAIDS approval (for non-IND studies) and 

distribution to sites for submission to their review bodies

DAIDS Review Steps after CSRC47



DAIDS Review Steps after CSRC48

DAIDS 
Regulatory 

Review

•CRM submits the “Regulatory Review Version” of the draft protocol with the 
ClinicalTrials.gov checklist 

•Regulatory review is expected within 10 working days of receipt

•Comments are sent back to the CRM to address with the team’s input, as needed

•Anticipate submitting for next step within ~5 working days of receipt

DAIDS 

Medical 

Officer 

Review

•CRM submits the “Medical Officer Review Version” of the draft protocol

•DAIDS MO review is expected within 10 working days of receipt

•Comments are sent back to the CRM to address with the team’s input, 
as needed

•Timeline for submitting for next step depends on the scope and nature of 
comments

Final DAIDS 

RAB Review

•CRM submits the “Final Version” of the protocol

•RAB review is expected within 10 working days of receipt

•Approval is sent to the CRM (either submission to FDA 
[IND studies] or approval [non-IND studies])

•CRM distributes final protocol to team and sites



Study Development Sequencing49

To help teams efficiently manage protocol 

development, Network leadership has begun 

sequencing protocol development timelines 

and priorities. 



Site Selection
IMPAACT Network Manual of Procedures, 

Section 10



❖ Earlier involvement of site investigators, 

coordinators, and other key site staff in protocol 

development and preparation for study 

implementation 

❖ Improved ability to determine study feasibility 

and predict timing of key study milestones based 

on projections for each site

❖ Increased site investment in successful study 

implementation

Objectives of the Site Selection Process51



❖ Unless there are strong scientific rationale or 

unless there is a concern around post-study 

access to the investigational product, all 

IMPAACT sites should be invited to participate

❖ Protocol team members should clearly state the 

key evaluation criteria in the site selection 

materials

All currently supported IMPAACT sites 

should be invited to participate52



▸ Short application to determine site interest and rule out sites 

that cannot meet minimum study-specific requirements

▸ Protocol team members (minimally, protocol chair, vice 

chair(s), and CRM) review the applications to determine next 

steps.

▸ Sites should ideally be selected and approved by MOG prior to 

submitting the protocol for MPRG review.

Process Initiated Soon After Protocol 

Development Begins53



Given site experience and Network knowledge of IMPAACT 

sites, most studies have confirmed site selection through use of 

a site application only. However, if additional information is 

needed to determine appropriate sites, teams may consider a 

two-step process, to include a Site Implementation Plan (SIP).

Sites that meet minimum requirements submit a SIP, including 

sufficient operational detail to optimize selection

Process Initiated Soon After Protocol 

Development Begins54



❖Protocol team members, minimally including the protocol chair, 

vice chair(s), and CRM, should critically review all site 

applications and determine which sites meet minimum 

requirements to conduct the study

❖Chairs should consider the requirements of the study, optimizing 

allocation of Network resources and involving site investigators 

and other key staff early in protocol development

❖CRM can help incorporate estimated timelines for site activation 

(including IRB/EC approval timelines)

Protocol Chair Role During Site 

Selection55



Process results in site 

selection and 

participant accrual plan 

for review and approval 

by the IMPAACT 

Management Oversight 

Group (MOG)

56 Site Selection and Accrual Plan



Beyond Protocol 

Development
IMPAACT Network Manual of Procedures, 

Sections 11, 12, 13, 14, and 19
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Background/

Development

• The Operations Center 
develops the study-specific 
budget inclusive of:

• Site and protocol-specific 
specialty laboratory costs

• Costs for central resources 
(Operations Center, SDMC, 
and LC)

• Any other study-specific 
costs as needed

Team Review

• The Operations Center 
requests input from the 
protocol chair and other 
team members as 
appropriate

Timing

• The Operations Center 
typically coordinates 
MOG review of the study 
budget soon after the 
draft protocol is 
reviewed by the MPRG

Study Budget



Study Implementation Responsibilities
From first enrollment through closing to follow-up

59

❖ Participate in study data reviews consistent with the study 

monitoring plan

❖ Together with the protocol statistician, report on the status of the 

study to the Study Monitoring Committee (SMC) and/or Data 

and Safety Monitoring Board (DSMB)

❖ Lead the study Clinical Management Committee

❖ Ensure timely development of study closure plans and materials



Study Implementation Responsibilities
From first enrollment through closing to follow-up

60

❖ Ensure appropriate and timely communication with sites, Network leadership, 

study sponsors

▪ With sites: study progress, milestones, key reminders, and other study-specific 

considerations

▪ With Network leadership: may be formal (e.g., through memoranda) or informal 

emails or calls to escalate key study issues or concerns

▪ With sponsor: may be formal (e.g., through memoranda or FDA communications) or 

via protocol team calls and communications through the DAIDS Medical Officer

Notify Network leadership as soon as possible of any issues that could significantly 

compromise study outcomes or integrity, require additional time or resources to 

resolve, affect other Network studies, and/or require specific communications with 

pharmaceutical collaborators.



Publications61

❖ Oversee analysis and writing teams (MOP Section 19)

- Designate writing team members

- Review schedules

- Monitor progress

- Prioritize analyses

- Communicate publication plans

- Respond to IMPAACT Publications Committee review

- Advocate for additional resources as required

❖ Ensure review and approval of all study-related manuscripts, 

abstracts, and presentations



Other IMPAACT Protocol Chairs
Study Chairs

IMPAACT 2037, Open-Label, Phase I Study of the Safety and 

Pharmacokinetics of PGT121.414LS alone and in combination with 

VRC07-523LS in Infants Exposed to HIV-1

Coleen Cunningham, Univ California, Irvine, United States

Elizabeth (Betsy) McFarland, Univ Colorado Denver, 

United States

IMPAACT 2039, Phase I/II Study of the Safety, Immunogenicity, 

Efficacy of HIVconsvX Vaccines in Children Living with HIV

Mark Cotton, FAMCRU/Stellenbosch, South Africa

Avy Violari, PHRU Chris Hani Baragwanath, South Africa

Elizabeth (Betsy) McFarland, Univ Colorado Denver, 

United States

IMPAACT 2040, Phase I/II Pharmacokinetics, Safety, and Tolerability 

of Long-Acting Injectable Cabotegravir and Rilpivirine in People with 

Virally Suppressed HIV-1 during Pregnancy and Postpartum 

(CRAYON)

Rachel Scott, MedStar, United States

Adrie Bekker, FAMCRU/Stellenbosch, South Africa

Concept 5032, Safety and Pharmacokinetics of 

Glecaprevir/Pibrentasvir (GLE/PIB) in Pregnant Persons with 

Hepatitis C with or without HIV

Proposed: Ahizechukwu Eke, JHU, United States

Nathan Furukawa, CDC, United States

Capsule 554, Phase I Study of the Infectivity, Safety and 

Immunogenicity of two Recombinant, Live-Attenuated, 

Bovine/Human, Parainfluenza Virus Type 3 (B/HPIV3) Vector 

Vaccines Expressing the Fusion Glycoprotein of Respiratory 

Syncytial Virus (RSV) Engineered for Increased Immunogenicity, 

Delivered in Single Doses as Nose Drops to HPIV3-Seronegative 

Infants and Children 6 to 18 Months of Age

Proposed: Coleen Cunningham, Univ California, Irvine, 

United States

Elizabeth (Betsy) McFarland, Univ Colorado Denver, 

United States



Additional Resources



❖ Developing protocols: https://rsc.niaid.nih.gov/networks-protocol-

teams/developing-protocols

❖ SCORE manual, in particular, Introduction to DAIDS Systems: 

https://www.niaid.nih.gov/research/daids-score-manual

❖ Manual for EAE Reporting to DAIDS: 

https://rsc.niaid.nih.gov/clinical-research-sites/manual-expedited-

reporting-adverse-events-daids

❖ Grading Tables: https://rsc.niaid.nih.gov/clinical-research-

sites/daids-adverse-event-grading-tables

❖ DAIDS and NICHD Medical Officers

DAIDS and NICHD64

https://rsc.niaid.nih.gov/networks-protocol-teams/developing-protocols
https://www.niaid.nih.gov/research/daids-score-manual
https://rsc.niaid.nih.gov/clinical-research-sites/manual-expedited-reporting-adverse-events-daids
https://rsc.niaid.nih.gov/clinical-research-sites/daids-adverse-event-grading-tables


❖ Network Manual of Procedures: 

https://www.impaactnetwork.org/resources/manual-

procedures

❖ Staff from the Network Central Resources (Clinical 

Research Managers, Statisticians, Protocol Data 

Managers, Laboratory Center representatives)

❖ Network Chairs and Vice Chairs

IMPAACT Central Resources65

https://www.impaactnetwork.org/resources/manual-procedures
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THANKS!
Any questions?


