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Objectives

= Overview of Spectrum of Clinical and Translational Research
= QOverview of Different Models for Carrying out Research
" |nvestigator-Initiated Research

= Consortium Research
" |ndustry-Sponsored Clinical Trials (Therapeutics, Vaccines, Interventions)

= Qverview of Different Types of Research Sponsors

= Federal

= Non-Federal
= Understand how the Pl Role/Responsibilities varies among these different types

of studies
= Timeline/Components of Embarking on a Research Study

" How to get involved as a Junior investigator
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Children’s Research Institute

= Children’s Research Institute
= Center for Neuroscience Research
= Center for Cancer and Immunology Research
= Center for Genetic Medicine Research
= Center for Translational Research
= Clinical and Translational Science Institute

= |nstitute for Surgical Innovation : Partnership with Biomed Engineering/

= Childrens’s National Research and Innovation Campus (2021)
= Center for Genetic Medicine/Rare Diseases Institute

= Jlabs partnership —Johnson and Johnson Innovation
Research Funding by Center
=Qverall Research Portfolio
= >594 million funding
= 77% Federal Funding (70% NIH)
= 1500 Active Clinical Research Projects o

29%
e Cancer and Immunology Research
e Genetic Medicine Research

16% X
e Neuroscience Research
o Sheikh Zayed Institute

Translational Research \
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Spectrum of Translational Research

BASICSCIENCERESEARCH
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New methods of Controlled studies

diagnosis, treatment, * leading to effective
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Phase 4 clinical
trials and clinical
outcomes research

Delivery of
recommended &
timely care to the

right patient
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TRANSLATION TO COMMUNITY

Population-level
outcomesresearch

True benefit
to society
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Spectrum of Clinical/Translational Research

="Natural History Studies
"Epidemiology/Risk Factor Studies

=|nterventional/Treatment Studies

"Comparative Efficacy (Existing o

Treatments) Studies e
H Invf)al‘:f::ent
"l ong Term Outcomes Studies
"Implementation Studies
Clinical Preclinical

] Popu |ation Stu d ies Research Research
»Disparities Research

Oy )
,sse"'linate the F"“d‘“g

"Quality Improvement Studies

Credit: National Center for Advancing Translational Sciences
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Different Models for Carrying out Research

* |nvestigator-Initiated Research (Traditional Model)
= Single investigator or team develops a hypothesis or research question
= Project usually carried out at a single center with defined population
Pl responsible for all aspects of the project
Multiple types of Funding

= Consortium Research

= Multicenter research, usually led by a lead center with multiple participating subsites

= Qverall PI, with multiple “Site PI’s”
= Usually 10-40 academic centers participating together

= Central Database, Data Center, Laboratory, Regulatory Oversight, Data Analysis, Biostats
= Examples: Collaborative Antiviral Study Group; Children’s Oncology Group, etc.

= Multiple types of Funding

= |ndustry-Sponsored Clinical Trials (Therapeutics, Vaccines, Interventions)
= Multicenter research, usually led by pharmaceutical manufacturer
* Funded by the pharmaceutical manufacturer
= QOverall PI, multiple “Site PI’s
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Pl Responsibilities - Investigator-Initiated Research: Single Center

= Develop Hypothesis and Study Design

= Develop Study Design and Biostatistical Analysis plan (With Biostats partner)
= Develop all Materials for Study : Case Report Forms, Clinical Data Base

= Submission of Project for Review by Institutional Review Board

= Selection and Supervision of Coinvestigators and Study Personnel (Research
Assistants, Research Coordinators)

= Develop Budget for Study

= Recruitment and Retention of Subjects into Study

= Carrying out Study Visits

= Data Analysis (With Data team)

* Dissemination/Authorship of Abstractsand Peer-Reviewed Publications
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Pl Responsibilities in Consortium Research: Lead Center vs.
Participating Center

= More common to be Site Pl of a Participating Center

= Central site (and Lead PI) develops Common Protocol, Study Materials with input from
broader group of Consortium members

= Responsible for carrying out all aspects of the Common Research Protocol and Versions
Thereof

= Responsible for Submitting Protocol to Local IRB for approval and/or delegation to central
IRB

= Attendance/Participation at Joint Study Team meetings/trainings
= Responsible for Carrying out Study visits and supervision of the local site study team
= Co-authorship as part of Consortium for dissemination of research findings

= Monitoring Visits

W
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Industry-Sponsored Clinical Trials (Therapeutics, Vaccines, Devices)

* Usually large national and/or international Phasel, Il or lll studies to evaluate
new drug, vaccine or device safety and efficacy

e Sponsoris generally the manufacturer of whatever is being studied

* Central IRB

* Site Pl with same responsibilities as in the case of a Consortium study
* Monitoring Visits

e Usually site Pl has less academic input into the study design, and less
control/participation in the data analysis or authorship/dissemination of the
findings
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Varying Types of Research Sponsors

= Federal
= NIH (National Institutes of Health)
= HHS (Department of Health and Human Services)
= CDC (Centers for Disease Control and Prevention
= AHRQ (Agency for Healthcare Research and Quality)
= ASPR (Administration for Strategic Preparedness and Response)
= BARDA (Biomedical Advanced Research and Development Authority)

= Non-Federal
= Private Foundations
= Disease-based, PCORI
* Philanthropy (Private Donors)
" |ndustry-Sponsored

" |nternally Funded (Departmental, Institutional) @
\
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Steps to Embarking on a Research Study (Months before Research Starts)

Multicenter Consortium or Industry-Sponsored:
Confidential Disclosure Agreement (CDA)
Feasibility Questionnaire: Assess Patient Population as well as Site Resources to carry out study
Site Selection/Startup Visit
Investigator-Initiated
Meet with Biostatisticians
. Study Design, Power Calculations, Establish appropriate controls, Data Analysis Plan
All:
IRB Submission
Meet with Grants and Contracts
Pre-Award Grants Management
Establish Budget
Develop and Execute Contract
Post-award Grant Management
Invoicing Sponsor for Payment
Managing and Certifying Effort for Study Personnel
Regular Meetings with Study Team while Conducting the Research
Monitoring Visits @
Children’s National ..



Ways to Get Started as a New Investigator

Complete Human Subjects Training Courses (CITI)
Join as a Co-Investigator on an existing active trial with a more senior Pl

“Tagalong” with a more senior member of a Consortium Site Pl at National
Meetings where results are presented

Start a small defined project within your own Department with Mentor

A\
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Personal Evolution of Research Experience -1

® Undergraduate and Medical School 1984-1992
= Boston University/University of Virginia School of Medicine
= No interest in pursuing research at this stage

= Internship and Residency - Univ. of California Davis 1992-1995
= First Foray into Research: Basic Science Congenital CMV/molecular diagnostics

= Pediatric Infectious Diseases Fellowship —Denver Children’s Hospital 1996-2000
= Basic Science research focused on Viral pathogenesis/Apoptosis, Encephalitis

» Pediatric Faculty — University of Colorado/Children’s Colorado 2000-2005
= Continued Viral Pathogenesis Bench research: Encephalitis and Myocarditis
= KO8, Veteran’s Admin Career Development, IDSA Award
= Clinical/translational research through national study consortia

= Encephalitis, Congenital Viral Infection \
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Personal Evolution of Research Experience -2

= Children’s National, DC 2005- present
= Masters of Science in Clinical and Translational Research
= C(Clinical Trials training from FDA
= Markedly expanded personal and divisional clinical research portfolio
= |nvestigator-initiated
= Vaccine Trials in partnership with Pharma
= NIH : NIAD-CN/CRI Partnership: Lyme, COVID
= Multicenter Collaborations with basic /translational scientists in national research consortia
= Fetal and Congenital Infection (CMV, HSV, Enterovirus, Zika)
= COVID, MIS-C
= Lyme (NIAID/CTSI Consortium; Lyme Clinical Trials Network)

A\
14 Children's National ..



Examples of Synergy between Clinical Care and Translational Research

e EmergingInfectious Diseases Response - Ebola

e Institutional plan, coordination of stakeholders

= HHS funding as Pediatric Treatment Center

= Conversionto HHS COVID /Highly contagious Resp Virus funding
= Continuous2015-2023 funding to support operations/academics

e COVID

15

HHS funding supported care for >12,000 patients; 2500 hospitalized
Built MISC/COVID Taskforce — 250 patients(multidisciplinary),
publications

Post-COVID clinic— interdisciplinary PMR, ID, Psychology

Lead to PECOS 5-year longitudinal study in partnership with NIAID
S38 million

Lead to Pediatric Pandemic Network — HHS funded 10 institutions,
CNH lead, S40 million

Lead to UO1 with UCSF — PREVAIL Machinelearning funding X 5 years
Lead to participation in multicenter MUSIC NHLBI funding

Children's National ..




L N IS SRS
:
S

Examples of Synergy Between Clinical Care and Translational Research - 2

e NIAID/CNH Partnership for Infectious Diseases, Allergy/Immunology, Neuroinflammatory
e Increased synergy in infrastructure, program coordination, education (fellowship) amongst
different programs
e Resulted in funding for Pediatric Lyme Outcomes study
e Led to Foundation funding for Lyme Clinical Trial Network
e Hopkins, Columbia, CNH as the peds component

e Congenital Infection Program:
= Began as collaboration with Fetal Medicine for Zika response
= |ncluded international/ Fetal med/ Advanced radiography/ Longitudinal developmental programs
= Provided a “Destination of Excellence” for clinical and research access for pregnant women
= Colombia and US
= Deployed telemedicine effectively for clinical and research access
= Led to CDC contracts for our expertise in international populations
= Led to WHO collaborations and ongoing multinational project
= Led to Junior faculty research program
= Thrasher, then R0O1 funding for Zika longitudinal assessments in both countries X2

= Extension of model to in utero COVID and Lyme infection — additional funding
A\
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Examples of Synergy Between Clinical Care and Translational Research -3

e Lyme Clinical Trials Network
o Worked with Foundation to acquire philanthropic funding
o Lead to 3 node (CNH, Hopkins, Columbia) consortium

o Multidisciplinary: ID, psych, Anesthesiology/Pain
o New pilot funds for internal and network initiatives
o Complements Lyme meningitis clinical trial (multicenter),

Lyme vaccine trial (multisite) and NIAID/CTSI Lyme

Outcomes work

o Building Center of Excellence for Infection-Associated
Syndromes

A\
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Successes — Full Spectrum of Translational Research

Fidaxomicin — C. Diff

Zanamivir and High Titer IVIG —Influenza
Lipophilic Cidofovir — Adenovirus/Neonatal HSV

Valganciclovir — Congenital CMV

BENCH

Basic Science Research

Preclinical Studies
Animal Research

|

Myocarditis

Targeting Apoptosis

CF Microbiome

BEDSIDE PRACTICE
Human Clinical Research Clinical Practice
T ' T2
Case Series Controlied Observational Delivery of Recommended Care
Phase 1 and 2 Studies to the Rnght Patient at .tr've Right ﬁme
Clinical Trials Phase 3 Clinical Trials Identificaticn of New Clinical Questions
and Gaps in Care
TRANSLATION
TO HUMANS
T2 Practice-Based Research T3
Guideline Development Dissemination
Meta-analyses Phase 3 and 4 Clinical Trials Research
Systematic Reviews Observational Studies Implementation
Survey Research Research
TRANSLATION 7\ TRANSLATION
TO PATIENTS TO PRACTICE
T ¢ COVID Vaccine T
: : ; * Antiretroviral Adherence
¢ Complicated Pneumonia * Llyme Vaccine MIS.C
[ ) =
*  Encephalitis * -COVID
. Malaria Outcomes
* Lyme Outcomes




Children’s National Teams for Infectious Diseases Research

Infectious Diseases and
Infection Control Divisions

Special Pathogens Isolation
Unit and Response Team

Congenital Infection/Zika Program

n . =
’ \
Cara Biddle Dorothy Bulas
MD, MPH MD, FACR
Diagnostic Imaging and
Children's Health Cente: Radology
) pe .

Roberta DeBiasi [
MD, MS A

COVID/MIS-C Taskforce

Infectious Diseases: DeBiasi
Cardiology: Harahsheh, Krishnan
Rheumatology: Srinivasalu, Tovis, Sule
Hematology: Suvankar,

Critical Care: Bell, Sharron

Hospitalist Medicine: Smith, Parikh
Emergency Medicine: Pershad, Kline
Lab Medicine: Delaney, Campos




Principal Investigator Roles
and Responsibilities

Marc Siegel, MD
Professor of Medicine

Director, Division of Infectious Diseases
The George Washington Medical Faculty Associates



My Path into Research

* Internal Medicine Residency, Georgetown 1998-2001
* Internist, York, ME 2001 to 2007

* ID fellowship, George Washington 2007-2009

e Co-investigator in investigator-initiated study at DC VAMC on POC HIV testing
for inpatients. Presented at ID Week 2008, published in JAIDS

* Published 3 case reports, 1 Letter to Editor

e Assistant Professor, GW MFA 2009
e 2010: Site PI for HIV clinical trial
 Division Director had me take over outpatient HCV care
e 2012-2016: Site PI for 4 pharma sponsored HIV/HCV clinical trials




Collaborative Research

e 2010: S40,000 MFA Collaborative Research Award, HDL Proteomics
e Collaboration with Dr Bukrinsky (MITM)

« 2011: $50,000 CTSI-CN award, Genomic Analysis of Respiratory Pathogens
e Collaboration with Dr McCaffrey (MITM), Dr Eric Hoffman (CNMC)

e 2014: $50,000 DC-D-CFAR pilot award, Markers of Immune Activation in
HIV/HCV Co-infected Patients

* Collaboration with Dr Tyagi (MITM)
* 2020: RO1 (Dr Soriano)-yo T cells in HIV latency
* 2022: R21 (Dr Soriano)- Allogeneic yo T cell immunotherapy for HIV cure

e 2024: ACTG Small Clinical Trial, Alendronate Impact on HIV Reservoir
* Dr Soriano, Dr Malvestutto (OSU), Dr Hanke (Oxford University)



HIV Prevention Trials Network

. Collaboratlon with Dr Magnus, GW HPTN CRS Leader, Milken SPH
2012: Co-l, study lead for HPTNO69, NEXT-PrEP (Phase 2)
e 2013: Co-l, study lead for HPTNO73 (Demonstration study)
e 2015: Co-l, study lead for HPTNO77 (Phase 2)
e 2016: Co-PI, study lead for HPTNO83 (Phase 3)
e 2016: Co-PI, study lead for HPTNO85 (Phase 3))
e 2020: site Pl for HPTN092 (Phase 1)

* Dec 2020: Funded as Clinical Trials Unit (DC CTU)
e 2020-Present: HPTN CRS Leader
e 2022- Present: DC CTU MPI

e 2021: Protocol Co-Chair, site Pl for HVTN 140/HPTN101 (Phase 1)
2024: site Pl for HPTN102 (PURPOSE 3)

* DC CFAR:
e 2015: $100,000 AIDS Research Award, Advancing PrEP Delivery in Black MSM
e 2016: $200,000 DC CFAR AIDS Research Award, Financial Incentives and Social Media in PrEP



Study Start Up Activities

Site feasibility survey
* |dentify PI, confirm potential study population, facility resources, time to activation

Site selection visit (SSV)
* Meeting with key research staff, tour of facility, pharmacy, lab

Pre-award processes
» Office of Sponsored Projects- federally funded studies

» Office of Clinical Research- industry funded studies
e Study Intake Form

* PI, Co-Is, primary CRC, IRB identification, ancillary sites (lab, pharmacy, radiology, other sites)
* CTA, Protocol, ICF, IB, budget
* CTMS buildout

Site initiation visit (SIV)

Post-award grant management
* |dentify post award specialist
* Set up Project Task Award (PTA), expense management



Study Team

Principal Investigator/Investigator of Record

Research Staff

» Co-investigators (Physicians, PAs, Research Nurse)
Research manager

Research coordinator

Research assistants

e Data management team

Laboratory
e Lab director
e Lab technicians

Pharmacy
* Pharmacist of record
* Pharmacy technicians



FDA Form 1572

* Filled out by PI for clinical trial studying
investigational drugs/biologics (IND)

 Name and qualifications of Pl conducting the
study

* Location of clinical locations, all laboratory
facilities, pharmacy

e Name of IRB

* Names of sub-investigators/CRCs directly
involved but not those performing ancillary or
intermittent care

e Can delegate specific functions to sub-
investigators

* Holds the Pl accountable for any and all
action taken in the conduct of the trial

FOOD AND DRUG ADMINISTRATION
STATEMENT OF INVESTIGATOR

DEPARTMENT OF HEALTH AND HUMAMN SERVICES

Farm Approved: OMB No. 0810-0014
Expiration Date: March 31, 2025
See OME Statement on Reverse.

NOTE: Na investigatar may paricpate in an

(TITLE 21, CODE OF FEDERAL REGULATIONS (CFR) PART 312) inaeatigeton unll Belshe ey the sponsor oi
. a compleled, signed Stalement of Investigator, Foem
(SEQ instructions on reverse side.) FDA 1572 (21 CFR 312.53(e))
1. NAME AND ADDRESS OF INVESTIGATOR
Mame of Chnical investigator
Address 1 Addreas 2
City Stele/Provinca’Region COLIFI'IF_J ZIP or Postal Code

THE DRUG FOR THE USE UNDER INVESTIGATION. ONE OF THE FOI

|_| Curiculum Vilae

2. EDUCATION, TRAINING, AND EXPERIENCE THAT QUALIFY THE INVESTIGATOR AS AN EXPERT IN THE CLINICAL INVESTIGATION OF

LLOWING IS PROVIDED (Sedect ofne of the falowing. )

__| Oiher Stalement of Qualifications

WHERE THE CLIMICAL INVESTIGATION(S) WILL BE CONDUCTED

3. NAME AND ADDRESS OF ANY MEDICAL SCHOOL, HOSPITAL, OR OTHER RESEARCH FACILITY

CONTINUATION PAGE
for Hem 3

Mame of Medical School. Hospital, or Other Research Facility

Address 1

Address 2

City Sisle/Province/Region

Coundry ZIP or Postal Code

4. NAME AND ADDRESS OF ANY CLINICAL LABORATORY FACILITIES T

0 BE USED IMN THE STUDY

CONTINUATION PAGE
for item 4

Mame of Chnical Leboratory Faciity

Address 1

Andreas 2

City SialeProvinceRegion

Coundry ZIP or Postal Code

5. NAME AND ADDRESS OF THE INSTITUTIONAL REVIEW BOARD (IRE) THAT IS RESPONSIELE FOR

CONTINUATION PAGE

REWIEW AND APFPROVAL OF THE STUDY[IES) for Iem B
Mame of IRB
Address 1 Andreas 2
City Siste/Provincalfegion Couniry ZIP or Postal Code

B. NAMES OF SUBINVESTIGATORS (If not applicable, enfer Monme?

CONTINUATION PAGE - for lem & I

7. NAME AND CODE HUMBER, IF ANY. OF THE PROTOCOLIS) IN THE IND FOR THE ETUDY(IES) TO BE CONDUCTED BY THE INVESTIGATOR

FORM FDA 1572 (3/22)

PREVIOUS EDITION IS OBSOLETE.

Page 1 o

f2



FDA Form 1572

 Signed by the PI, submitted to sponsor

e Statement that Pl is informed about the study and agrees to comply
with FDA regulations

e Affirmation that Pl is qualified to conduct the clinical investigation
 Strict adherence to the protocol
e Accurate and strict source documentation of all study care

* Oversight responsibility for all the activities involved in managing the study
subject

* Overseeing the investigational product
* Collecting and reporting on data to sponsors in a timely fashion

* Sign new 1572: new PI, sub-I, change in facilities/lab



Pl Responsibilities

* Knows the protocol well

* Delegation of Duties/Authority Log R

. : : SOPs & Guidance Documents
 Specific functions assigned to competent sub- b
investigators and staff e o

* Signed by each staff member indicating understanding

* SOP 5: Case Report Form Query Resolution #on

GW Office of Clinical Research

+ SOP 6: Source Documentation

* Update as duties change, staff turnover oy i ——

+ SOP 8: Specimen Collection and Handling o=

+ SOP 9: Reporting_Events o=

* Training logs- baseline, update with new ICF, IB, o B s

= SOP 12: Subject Recruitment oe

protocol amendment, lab manuals o e

+ SOP 15: Training or

+ SOP 16: Elorence e-Consent e
: ° . b + SOP 17: Protocol Registration and Results System eoe
e Appropriate SOPs covering all study activities e
* SOP 19: Subject Screening_and Enrollment o
+ SOP 20: Use of Florence for Electronic Records and Electronic Signatures eon
+ SOP 21: Onboarding_and Training 3rd Party Individuals e

e System of study-related communication, dedicated = ‘=i

+ SOP 23: OnCore (Coming Soon)

= SOP 24: Electronic Regulatory Records ice

study meetings L
* Internal QA/QC audit process.




Reporting Responsibilities

* Financial disclosures
e At beginning of study
* With addition of investigators
* If any change during the duration of study

e SAE within 24-48 hrs of knowledge to sponsor (and IRB)
* Fatal or life-threatening
Requires or prolongs hospitalization
Results in persistent or significant disability/incapacity
Results in congenital anomalies or birth defects
Is another condition which investigator judges to represent significant hazards

* Protocol deviations to sponsor and IRB at annual renewal



Always be FDA Audit Ready

* Auditors perform both announced and unannounced inspections (Form 482)
* Ensure all records are complete and easily accessible by FDA

* Develop a Site Inspection Checklist
* Parties to be notified (Sponsor, PO, protocol leadership, IRB, pharmacy, lab)
 Documentation (1572, FDs, CVs, licenses, SOPs)
* Logs (DoD, screening/enrollment/randomization, training)
* |IRB (Protocol/ICF approvals, CRs, correspondence, IB, PDs)
* Pharmacy (SP accountability/dispensation log, prescriptions)

* Possible outcomes:
* No Action Indicated, Voluntary Action Indicated, Official Action Indicated

e Written responses to each concern in Form 483 within 15 business days if any
violations are found



