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Research misconduct - 42 CFR § 93.103 Nag) B

Fabrication, falsification, or plagiarism in proposing, performing, Z

or reviewing research, or in reporting research results. %D

(a)Fabrication is making up data or results and recording %

or reporting them. :é Pare 10
IR . . 55 et and Human

(b) Falsification is manipulating research materials, equipment, or L o

processes, or changing or omitting data or results such that the = Pt e e e

research is not accurately represented in the research record. 7T@ |

(c) Plagiarism is the appropriation of another person's ideas, PHS Policies on

processes, results, or words without giving appropriate credit. Research Misconduct

OASH


http://ori.hhs.gov/sites/default/files/42_cfr_parts_50_and_93_2005.pdf
http://ori.hhs.gov/sites/default/files/42_cfr_parts_50_and_93_2005.pdf

Is Integrity in Research High? Siippery slope anding In ressardh misconduct
Be vigilant against these common lapses:

Majority of the scientists conduct research with a high 1. TAKING SHORTCUTS

Lack of care in experimentation that might impact reproducibility

degree of integrity, contributing to advancement in science 2. CHEATING

Such as puffery, which is inflating your resume, can establish
dangerous behavior patterns

3. “BEAUTIFICATION"” OF IMAGES

Removing an unwanted feature, even if unrelated to the result,

Lab 1 could be scientifically significant
4. LACK OF APPROPRIATE CONTROLS

Failure to perform a control with the experimental sample
could affect result interpretation

5. COMPOSITE IMAGES

Assemblies of images that are not clearly labeled,

Lab 2 such as a montage of cell images from the same
experiment but not labeled as such.

6. OUTLIERS

Onmitting outlier data without appropriate
pre-experiment justification which alters
the overall conclusion of the analysis

7. IMAGE MANIPULATION
Splicing, cutting, or cropping images;
without properly documenting

changes, that alters the Questionable or Detrimental

Research Questionable Research High Degree of resuls or falsely claims Research Practices may be

a rres‘él: 'Whi;h WEK considered reseburcl'll..m;scondtflcf
n ] - - nor obrainea. 1
Misconduct Practices/Sloppy Science Integrity :‘ZZ‘;’:CZ:T‘I‘Z?#NIZ'@}S;'Z:
individually evaluated.
\_/




Research Misconduct Findings are made when

* The allegation is proven by a

preponderance of the evidence

 The misconduct is committed
iIntentionally, knowingly, or
recklessly.

« There is a significant departure from
accepted practices of the relevant
research community.

OASH



More Queries than
Misconduct Cases Opened
Data from 2005-2022

e Authorship or credit disputes

* Duplicate publication

* Intellectual property/patents

* Misuse of human subjects or animals
* Conflict of interest issues

e Financial mismanagement

e Radiation or biosafety hazards

e Other regulatory violations (FDA)

2022
2021
2020
2019
2018
2017
2016
2015
2014
2013
2012
2011
2010
2009
2008
2007
2006
2005

 Honest error or differences in interpretations

 Other questionable practices in research

192
233
226
187
198
232
266
263

251
161
185
202
223
274
265

200 300

M Cases Opened

Number of Querries

342
442
426

400 500

OASH



Practice Caution

Use Valid & Reliable Data
Data in grant applications
must be as valid and reliable //\/

as in published articles.

A question for you:
You submit an NIH grant application not

Never Plagiarize Verify Data ]

Quoteor Falsification, Mbbll \ aware that the data and/or text included by
textrom fabrication, or e others were falsified and/or plagiarized.

with proper plagiarism in SIS Are you liable for research misconduct?

citations.

grant applications
is research
‘ e misconduct.

—

C Yes!
Decisions by an ALJ on a recent case
established that a Pl and/or corresponding
author, can be liable for research
Avoid Placeholder Images . .
Replacing images can easily be misconduct even if he/she was completely

forgotten when rushing to

submit an application. unaware of any falsification or plagiarism.

OASH



Steps in Research Misconduct Proceedings

ORI

120 days OAgree
*Insufficient evidence
for ORI finding

*Colleagues
*Peer reviewers
eCoauthors
eJournal editors

Research Integrity Officer (RIO)

*Initial assessment
*Organizes the remaining Recommend Administrative

institutional processes Actions:

Fix research record

eInstitutional officials All O.RI Fin.dings are Require special certification(s)
published in The Federal Suspend/terminate PHS-funding

'f””dmlg agency Register, the ORI website Supervise offender(s)
*Journa
and newsletter, and the NIH Prohibit PHS-advisory role

*ORI :
website Debar from future funding

OASH



Role in Preventing Research Misconduct

Researchers

) &3

<

RESEARCHERS

Reproduce, expand on,
and openly debate
research results

FUNDING AGENCIES

. Ensure funding of quality
INSTITUTIONS research _fhrough rigorous
grant review

Foster a culture of research
integrity through mentoring,

education, and policies

WHAT'S
YOUR
ROLE?

WHISTLEBLOWERS

Draw attention to
questionable research

u
Opportunity
JOURNALS &

PEER REVIEWERS
GOVERNMENT

Scrutinize submissions
to disseminate

REGULATORY AGENCIES Q el e Tosacieh

Protect humans, animals, and tax

dollars in research and handle
research misconduct allegations




Statements From Case Interviews

COMPETITIVE PRESSURES PERSONAL CIRCUMSTANCES INDIVIDUAL PSYCHOLOGY
7 @@ [I] HAD BEEN APPLYING ’ @@ HALF OF ME WANTED TO
AN

€€ | FELT IT WAS NECESSARY TO GET A FOR A GREEN CARD AND FELT 4@y MAKE [MY PI] PROUD.

A |
PAPER IN A HIGH-PROFILE JOURNAL PRESSU RE D THE OTHER HALF WAS
IN ORDER TO GET A TO MAKE A GOOD PAPER
FAC U LTY POS'TI 0 N ,, AND GET GOOD PUBLICATIONS. 99

TERRIFIED OF FAILING...
INADEQUATE TRAINING

SO | FABRICATED
A PIECE OF DATA. 99

POOR SUPERVISION

66 1 WAS SCARED ¢ ' ® 66 AFTER TWO YEARS OF A
TO GO TO [MY PI]. HE USED TO POSTDOCTORAL FELLOWSHIP...
SCREAM & YELL ‘ ' | STILL DON'T KNOW
AT ME WHEN THINGS DID NOT ‘ a AW R = B G
WESTERN BLOT DATA. 99

WORK AS PLANNED. 99

OASH



Same Cell Images to Represent Different Results

Figure C.2.5 in NIH grant application

Levels of HIV
rgg mRNA in AM

12h LPS

Figure 3c in Nature Medicine

HIV gag mRNA

" v T
0 100 200 0 1([) 2(!) [0} l(l) Z(Il 0 1(1) 2(}0

Levels of TNFa
mRNA in AM

24h LPS

sotype control

k k TNFo mRNA

Mean Intracellular Flu
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Levels of TNEF@
miEMA in AM

} i 13 L} (L1
i i x I sy

Same cell images representing '
“2h LPS” and “12h LPS”

Intensity Enhanced and size adjusted

Same cell images representing

“no LPS” and “24h LPS” ‘

OASH
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Follow up Visits For Patient 10: dated “01-18-88” and “11-29-88”
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Follow up Visits For Patient 10: dated “03-21-89”and “02-02-90”
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Patient 10: Death Certificate “September 29, 1987”

28 months prior to last reported follow-up (2-2-90)
4 months prior to first shown (1-18-88) follow up

‘  FFP in clinical research involves
Hapital Notre-Bume e Interviews
. Fentrénl . .
S e, * Entry criteria
« Screening logs
» Approval forms
* Follow-up visits, exams/data
« Consent forms
« Test scores
« Laboratory results
- Patient data
DAIE DR NAISSANCE 31 décambre 1928 « Number of subjects
« Dates of procedures

e Study results

OASH

RTTESTATION DB DECES

(A la rainsance}

ADRESBHE 4648 Cartier, Montréal, Québec

DATE DU D¥cks ‘ 29 septembre 1987 ‘




Common in Research Misconduct Cases

Respondents in 68 cases with finding

* Inadequate supervision, guidance or training
* Excessive work-load

* Pl accepting summary data or prepared
tables/graphs

Research Asst./Assoc.

* Pl not present in the laboratory

Research
Coordinator/Nurse
Practitioner

Technician

* Demanding desired results to meet a deadline

* Use of threats and intimidation as tactics to
obtain results

All Professors

* Sloppy research records

* No guidance or standards for keeping data

fff-/% OFFICE OF THE THE OFFICE OF
é ASSISTANT SECRETARY FOR HEALTH RESEARCH
L INTEGRITY



Lack of Policies/guidelines

* Culpability lies on the grantee —i.e the Institution receiving the grant

* Make sure to have up to date Policies and procedures
= Data storage and retention
= Acceptable image manipulation
= RCR training requirement
= Return of funds in cases of research fraud

* Research Misconduct can happen at any level.
* Evaluation of the raw data is critical for early detection of problems.

* ORI can provide advice confidentially regarding potential Research
Misconduct questions.

,:1? / OF FICE O F T H E THE OFFICE OF
% C ASSISTANT SECRETARY FOR HEALTH RESEARCH
. INTEGRITY



What can you do?

* As a senior official

= set the tone for the institution and make integrity a high priority
* As an administrator

= develop and implement policies that support integrity
* As a principal investigator

= establish specific standards for the staff on recording, reporting, and publishing data
= Be prepared to respond to a wider scrutiny

* As a staff scientist in the lab
= commit to integrity and practice it on a daily basis

S THE OFFICE OF
,:5*/ OFFICE OF THE RESEARCH
}é ASSISTANT SECRETARY FOR HEALTH INTEGRITY
‘Cp

%{""ﬂn



Research Misconduct &
Detrimental Research Practices

Patricia Valdez, PhD
Chief Extramural Research Integrity Officer

Office of Extramural Research, NIH

(_ m) National Institutes of Health
ffice of Extramural Research 24



IH Interim Actions for Integrity Concerns

* Protect public, research participants, research, research
process, and public funds

* |nterim actions include, but not limited to:

— Specific award conditions
« Additional supervision
« Certification of data

— Request change of PI
— Restrict funds
— Suspend or Terminate award

- Also, referral to HHS Office of the Inspector General
(<€ QD) o o oo 25



When to Contact NIH:

Changes in Project and Budget

* Notify NIH of developments that have a significant impact on the
award-supported activities

* Notify NIH of problems, delays, or adverse conditions which
materially impair the ability to meet the objectives of the award

* Notification shall include a statement of the action taken or
contemplated, and any assistance needed to resolve
the situation

NIH GRANTS
POLICY STATEMENT

NATIONAL INSTITUTES OF HEALTH
¢ (B s et e
=

NIH Grants Policy Statement: Changes in Project and Budget

DECEMBER 2019
Ty
- m) National Institutes of Health
"«»,%W Office of Extramural Research 26



https://grants.nih.gov/grants/policy/nihgps/HTML5/section_8/8.1_changes_in_project_and_budget.htm

When to Contact NIH:

Fraud, Waste & Abuse of NIH Grant Funds

« Report false statements related to research misconduct to NIH or
HHS OIG.

* NIH may administratively recover misspent grant funds.

* The Federal government may pursue administrative, civil, or
criminal action under a variety of statutes relating to fraud and
making false statement or claims.

NIH GRANTS
POLICY STATEMENT

NATIONAL INSTITUTES OF HEALTH
@ (B s et e
=

NIH Grants Policy Statement: Fraud, Waste, and Abuse of NIH Grant Funds

DECEMBER 2019
Ty
- m) National Institutes of Health
"«»,%W Office of Extramural Research 27



https://grants.nih.gov/grants/policy/nihgps/HTML5/section_2/2.3.10_fraud__waste_and_abuse_of_nih_grant_funds.htm

Research Misconduct & False Claims
@
‘m
EEEE—— %L q }p 9 i

_pfgﬁ
RQUUNIVERSITY Q;\

Research
Misconduct

False Claims

(' m) National Institutes of Health
ffice of Extramural Research 28



False Claims and False Statements

o Civil:
— 31 U.S.C. § 3729 — 3733 The False Claims Act

« knowingly presents, or causes to be presented, a false or fraudulent
claim for payment or approval,;

« knowingly makes, uses, or causes to be made or used, a false record
or statement material to a false or fraudulent claim;

* Criminal:
— 18 U.S.C. § 287 False, fictitious or fraudulent claims
— 18 U.S.C. § 1001 Statements or entries generally

NIH GPS 2.3.10
4 m) National Institutes of Health

ffice of Extramural Research 29



ow Does This Apply to NIH Applications?

* False records or statements included in grant applications
may be considered false claims or false statements.

 Examples include:
— Falsified/fabricated data
— Failure to disclose other support and/or grant overlap
— Misrepresenting level of effort of key personnel

* Must demonstrate materiality.

C' m)Nt al Institutes of Health
ceaExtramra Research 30



False Claims Settlement

# United States Department of Justice

THE UNITED STATES ATTORNEY'S OFFICE “T h e N I H g ra nt a p p I i Cati O n p ro CeSS

DISTRICT of “MASSACHUSETTS

e ————— [€]1€S ON SCIentifiCc integrity, accuracy
5. Ao i s s and honesty from individual principal
. investigators, but Dr. Lee supplied
.| falsified results, inauthentic data and
Former Newton Scientist Agrees to Pay $215,000 to Resolve false statements inStead, L

Allegations of False Statements in Grant Application

BOSTON - A former Newton scientist sponsored by Massachusetts General Hospital (MGH) has agreed to
resolve allegations that he submitted false statements on a grant application to the National Institutes of
Health (NIH).

www.Justice.gov - Former Newton Scientist Agrees to Pay to $215K to Resolve Allegations of False Statements in Grant Application

Ty
- m) National Institutes of Health
"«»,%W Office of Extramural Research 31



https://www.justice.gov/usao-ma/pr/former-newton-scientist-agrees-pay-215000-resolve-allegations-false-statements-grant
https://www.justice.gov/usao-ma/pr/former-newton-scientist-agrees-pay-215000-resolve-allegations-false-statements-grant

Why It Matters

. said Acting [US] Attorney Nathaniel R. Mendell.
‘Defrauding the NIH wastes taxpayer money, limits the
availability of funding for other research and undermines the
central purpose of scientific inquiry. We commend MGH for
disclosing the alleged false statements, for repaying funds
and for taking meaningful steps to prevent future

I

recurrences.

www.Justice.gov - Former Newton Scientist Agrees to Pay to $215K to Resolve Allegations of False Statements in Grant Application

C' m Nation aI Institutes of Health
ffice of Extramural Research 32


https://www.justice.gov/usao-ma/pr/former-newton-scientist-agrees-pay-215000-resolve-allegations-false-statements-grant
https://www.justice.gov/usao-ma/pr/former-newton-scientist-agrees-pay-215000-resolve-allegations-false-statements-grant

Ty
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OFFICE HOURS:
gserve Your 20-Minute Appointment Today

Office Hours on Monday, October 17
ORI Expert: 9:00 AM -4:00 PM ET
NIH Expert: 12:00 PM - 5:00 PM ET

12:30 01:00 01:30 02:00 02:30 03:00 03:30
PM PM PM PM PM PM PM
& AVAILAB

AVAILABLE AVAILABLE AVAILABLE JLABLE AVAILABLE AVAILABLE

Report ap@p Research Misconduct I..-';
L & Detrimental F |
CQHCEI'I'I I [ | Research Practices ,'-‘
e g - Overview & Case ,'j'l .
Studies y

See Something,
Say Something! N

HTTPS//GRANTS.NIH.COV/HELP

"See Something, Say Something!" Booth

How to Reserve Your Time with Experts:

*1. Log into the NIH Grants Conference

Center.

2. Choose how you would like to access:

* Go to the NIH Exhibit Hall and locate the
See Something, Say Something! booth in
the NIH Central Resource Room.

OR
Visit the Research Misconduct PreCon
Event Page and click the "Schedule
Appointment" button on the banner.

3. Select your time and you will receive an
email confirmation with instructions.




Research Misconduct &
Detrimental Research Practices

CASE STUDIES

Moderator: Presenters:

Elyse Sullivan, PhD Patricia Valdez, PhD

Communications Strategist Chief Extramural Research Integrity Officer
Office of Extramural Research, NIH Office of Extramural Research, NIH

Ranjini Ambalavanar, PhD
Scientist-Investigator
Office of Research Integrity, HHS
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CASE STUDY #1

Py
4_ National Institutes of Health .
5""'««..,,.. Office of Extramural Research



OASH

You as a Principal Investigator

You are the Pl of a Phase I clinical trial on a new cancer drug that your university has

patented. One of the subjects in your trial dies, but you don’t believe that the death
was related to your trial. What do you do?

 A. Note the death in your notes, but continue your research as planned.

« B. Include this as a serious adverse event in your next scheduled communications
with the IRB

« C. Immediately report this to the IRB as a serious adverse event.



OASH

As the Institutional Official (10) for human research protections.

* You are the Institutional Official (10) for human research protections and the RIO reports to you.

* You regularly review IRB minutes, and, on this day, you noticed a report of a death in a Phase Il
clinical trial on a new cancer drug the university has patented.

 The IRB has determined that the death was a result of the trial, and that it should be put on hold.
« Also, in the IRB minutes the consent form in the deceased patient’s file was not signed. The minutes
state that the IRB will investigate the matter further.
= What questions should you as the 10 be asking?
A. How long does the IRB plan to pause the research?
B. Who was funding the trial?
C. Has the IRB been in contact with anyone outside the university about this adverse event?

g‘ﬁ/ OFFICE OF THE
%Y,V C ASSISTANT SECRETARY FOR HEALTH



OASH

The next day the IRB chair calls you, the IO, to report that there was also a
discrepancy between the information in the deceased patient’s clinical file (age,
time since original diagnosis, previous therapy) and the information listed on the
research intake form for that patient. The research intake form was signed by one
of the research nurses for that drug trial, Nurse Y.

= Who should you report this to at this time?

A. ORI

B. The university’s RIO

C. The PI’'s department chair
D. OHRP

EX,%’
5&/ OFFICE OF THE
1}4%‘}( ASSISTANT SECRETARY FOR HEALTH
Crgga



OASH

* The RIO and the IRB chair coordinate review of all relevant clinical and research records.

* After an hour they have found three other cases where the information regarding
eligibility criteria on the research intake form does not appear to match that in the
patient’s clinical file.

* They also find several instances where records completed by the same nurse for
patients’ follow-up visits to monitor health after conclusion of therapy do not include the
subject’s initials, as required by the protocol.

= Should this matter proceed from assessment to inquiry?
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CASE STUDY #2
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 Rebecca RIO informs HHS ORI of a decision to move to investigation
after an inquiry into allegations of falsified data in multiple NIH-
supported publications belonging to the PI, Dr. Smith. The publications
span several years, and Dr. Smith is corresponding author on all of
them.

 The inquiry committee found that the data in question were also used in
an NIH grant application that was recently awarded, so the investigation
committee will consider those data as well.

QUESTION: Should Rebecca RIO also inform NIH of the ongoing
investigation?
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Shortly after the investigation begins, Dr. Smith sends an email to his lab
asking that the person responsible for the data falsification come forward
immediately to end the investigation. One of the lab members forwards
the email to Rebecca RIO.

QUESTION: What should Rebecca RIO do about Dr. Smith
contacting lab members about the investigation?
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 Rebecca RIO reprimands Dr. Smith for attempting to interfere in the
research misconduct proceedings.

* The following week, Dr. Smith asks a few lab members to meet with him
privately to discuss the allegation. During this meeting, he pounds his
fist on his desk and demands the lab members to tell him who is
responsible for the figures in question. When they fail to give him a
name, he screams and throws a lab notebook at the wall, narrowly
missing their heads.

« Paula Postdoc calls Rebecca RIO to tell her about Dr. Smith’s questions
and his violent behavior.

QUESTION: To whom should Rebecca RIO report Dr. Smith’s
violent activity?
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 Rebecca RIO files a report with HR. The HR investigation finds that Dr.
Smith bullied his lab members and created a hostile work environment.
As a result, university officials place Dr. Smith on Administrative Leave.
Dr. Smith is not allowed on campus and is prohibited from
communicating with members of his lab.

QUESTION: Who needs to be notified about Dr. Smith’s change of
status?
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« University officials notify NIH of disciplinary actions taken against Dr.
Smith in response to bullying and creating a hostile work environment.
They have put Paula Postdoc in charge of the NIH project while Dr.
Smith is on Administrative Leave.

QUESTION: Can the university decide to make Paula Postdoc the
Pl of the grant?
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 Rebecca RIO works with the university’s Authorized Organizational
Representative to obtain prior approval from NIH for a change in Pl on
the active award.

« As the investigation proceeds, it becomes clear that the majority of the
raw data for the figures in question are missing.

 Rebecca RIO and university officials decide to stop drawing down
funds on the NIH project because they are uncertain about the
authenticity of the data included in the application, and they are
concerned that the subsequent research might be affected.

QUESTION: Who needs to be notified if the university decides to
stop drawing down funds or to stop spending on the NIH award?
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« Several months later, the investigation continues, and Dr. Smith notifies
university officials that he has a tentative job offer at a new university
out of state. The job offer requires that he bring the NIH grant with him,
so Dr. Smith asks his current university to transfer the active NIH grant
to his new university.

 Rebecca RIO and other university officials have reservations about

transferring the grant, especially since the data in the application may
be unreliable.

« Dr. Smith mentions that he is contacting a lawyer to make sure his
interests are protected.

QUESTION: What are the university’s options regarding the grant?
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* The university decides to identify a suitable Pl to take over the grant for
the remainder of the project. The grant will stay at the university and Dr.
Smith’s trainees will continue to be supported.

* Dr. Smith receives an official job offer from the new university and he
immediately resigns from his current university to start his new life, free
of research misconduct allegations and investigations.

 Meanwhile, the investigation at his former university is nearing the end.

QUESTION: Should Rebecca RIO mention the ongoing investigation
to the new institution?

QUESTION: Should the new university ask Dr. Smith if he is
currently under investigation or if his former institution made
findings of research misconduct against him?
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* The investigation is complete a few months later. The investigation
committee was unable to determine who was responsible for
falsified/fabricated data in 7 NIH-supported publications and two grant
applications (including the active award). The deciding official agrees
with the committee that the publications should be retracted.

 The report notes concerns about data management practices in Dr.
Smith’s lab. In particular, the raw data for the figures could not be
located.

 The reports also notes that Dr. Smith’s inclusion of falsified/fabricated
data in an NIH grant application constitutes recklessness.

QUESTION: To whom should Rebecca RIO send the report?
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Part 10

« HHS ORI receives the investigation report and notifies the NIH of the
data retention concerns identified by the investigation committee.

 Rebecca RIO then emails the NIH RIO about the investigation
committee’s findings and provides a list of affected publications and
grant applications along with details of the findings.

QUESTION: Should the university consider returning funds to NIH?

QUESTION: What are some actions that NIH might take in
response to Rebecca RIO’s notification?
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Policy References for Case Study #2

« NIH GPS 8.1.3 Requests for Prior Approval

 NIH GPS 8.1.2.6 Change in Status, Including Absence of PD/PI and
Other Senior/Key Personnel Named in the NoA

« NOT-OD-22-129: Updated Requirements for NIH Notification of Removal
or Disciplinary Action Involving Program Directors/Principal
Investigators or other Senior/Key Personnel

 GPS 8.1 Changes in Project and Budget
 NIH GPS 8.1.2.5 Change in Scope
 NIH GPS 8.1.2.7 Change of Recipient Organization

(_ National Institutes of Health
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https://grants.nih.gov/grants/policy/nihgps/HTML5/section_8/8.1.3_requests_for_prior_approval.htm
https://grants.nih.gov/grants/policy/nihgps/HTML5/section_8/8.1.2_prior_approval_requirements.htm?Highlight=relinquish#Change
https://grants.nih.gov/grants/policy/nihgps/HTML5/section_8/8.1.2_prior_approval_requirements.htm?Highlight=relinquish#Change
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-22-129.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-22-129.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-22-129.html
https://grants.nih.gov/grants/policy/nihgps/HTML5/section_8/8.1_changes_in_project_and_budget.htm
https://grants.nih.gov/grants/policy/nihgps/HTML5/section_8/8.1.2_prior_approval_requirements.htm?Highlight=suspension#Change4
https://grants.nih.gov/grants/policy/nihgps/HTML5/section_8/8.1.2_prior_approval_requirements.htm#Change3
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Gotl Questions? Ask ORI.
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If we can’t answer your question, we
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Email us at AskORI@hhs.gov if you have questions about research integrity.
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THANK YOU!
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