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Today’s Topics

* Introduction
* A little history
e Government regulation
* Personal responsibility
* Research Misconduct
* Federal definition and policies

* Institutional policies



Which are examples of research misconduct?
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Bad Publicity....

e Public disclosure of research misconduct cases at four
major research centers in 1980

* Twelve serious cases of research misconduct between
1974-1981

* Reports that the National Institutes of Health (NIH),
universities, and other research institutions were

inadequately responding to those allegations. ' 'q



William Summerlin: 1974

* Reported that he could transplant tissue from
genetically unrelated animals without rejection

* Invaluable for transplant medicine
* White mice with black patches

* A technician noticed that these "transplanted patches"
were actually drawn on the skin of the mice with a
felt-tipped marker and could be removed with alcohol.

e Summerlin admitted the fraud %F



Dr. John R. Darsee, 1981

* Investigator in cardiology who published many
research studies

* Included faculty members as authors although they
had minimal or no direct involvement

* Associates at Harvard caught him fabricating
data....
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Continued...

* Investigation

* Fabricated research publications beginning as a biology student
at Notre Dame

* Continuing through his medical residency and cardiology
fellowship at Emory University

* Ending at Harvard

* More than 10 primary journal articles and more than 45

abstracts were retracted as a result ' 'G‘



Continued...

* Highlighted the problem of using so-called "gift authors"
* the presence of prestigious names may influence an editor

* The co-authors did not know they were on the papers or had no
direct involvement in the papers

* The case also revealed that the peer-review process could

not be relied upon to find the fabrication



Robert A. Slutsky, 1985

* Published one paper every 10 days for years (!)

* Included names of many co-authors to mislead editors and cover up
for what later was learned to be a false data.

* Reviewer noted duplicated data in two articles

* Slutsky resigned

* Investigation found that, of the 145 publications that were reviewed
» 77 were valid

* 55 were questionable
* 13 were fraudulent



Thereza Imanishi-Kari, David Baltimore, and
Margot O'Toole, 1991

e Postdoctoral researcher vs Nobel Prize winner
* Subject of federal investigations and congressional hearings

* Led to the establishment of regulations against research misconduct

* The case took more than 10 years to resolve.




Post-doc Margot O'Toole

* Could not validate work soon to be published in Cell by her employer,
Thereza Imanishi-Kari

* Co-author on the paper was a Nobel Prize winner, David Baltimore

* O'Toole believed Imanishi-Kari manipulated data

* Presented her evidence to committees at Tufts and MIT

UCsr




The result

e Committees ruled that misconduct had not occurred

* Imanishi-Kari had been sloppy in her research

* An NIH committee at the time also cleared Imanishi-Kari

UGSk



Not enough

* Two scientists from the investigation believed the investigation was
inadequate

* Chair of the Energy and Commerce Committee (which oversees the budget
for the NIH) who headed the Congressional hearings also was in doubt

* All three believed that problems existed in the way that universities handled
allegations of misconduct
* Committee brought in the Secret Service

* Determined that Imanishi-Kari had tampered with evidence provided to the
committee

e Baltimore continued to defend Imanishi- Kari ' '(:‘




More investigation

*In 1991, the NIH's fraud division, at that time called the Office of

Scientific Integrity, found that significant portions of the data were
fabricated

* Thereza Imanishi-Kari was banned from receiving federal grant money
for 10 years (later exonerated....)

* David Baltimore resigned from his presidency of Rockefeller
University

* Margot O'Toole was ostracized and answered telephones for her

brother’s moving company (for five years) ' ' :



Congress Reacts: 1985 — Health Research
Extension Act

 Secretary of HHS must issue a regulation requiring

* Applicant/awardee institutions to establish (Section 493 Public Health Service
(PHS) Act) an administrative process to review reports of scientific fraud

* Report to the Secretary any investigation of alleged scientific fraud which appears
substantial

* The Director of the NIH, to establish a process for receiving and responding to

reports from institutions




Code of Federal Regulations

» "Responsibilities of Awardee and Applicant Institutions for Dealing
With and Reporting Possible Misconduct in Science”

* Published in the Federal Register on August 8, 1989
* Codified as 42 CFR Part 50, Subpart A
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http://ori.hhs.gov/policies/fedreg42cfr50.shtml

Three Areas of Misconduct Policies

e Establish definitions for misconduct in research

* Qutline procedures for reporting and investigating
misconduct

* Provide protection for whistleblowers and persons

accused of misconduct




Federal Definition of Research Misconduct

* “Fabrication, falsification, or plagiarism (FFP) in proposing,
performing, or reviewing research, or in reporting research
results”

* To be considered research misconduct
* “significant departure from accepted practices”

* “committed intentionally, or knowingly, or recklessly”

* “proven by a preponderance of evidence.” ' 'O‘




The Federal Definition

*|s a minimum standard
* Does not imply that all other behaviors are acceptable

* Does not encompass
 criminal behavior
* personal disputes
e violations of grant management policies
* discrimination

* harassment ' 'G‘




The Government Requires PHS funded
Institutions to

* Have procedures for receiving and investigating reports of
research misconduct, including:

* Designated individuals authorized to receive and investigate
allegations- Research Integrity Officer (RIO)

* Provisions for an initial inquiry
* Provisions for a formal investigation

* A designated individual who is authorized to weigh the conclusions
reached in the investigation and impose administrative action

* Provisions for reporting findings to ORI (Office of Research Integrity)
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The New Common Federal Policy

* Provides guidelines for protecting
* Whistleblower
e Respondent (Accused)

* Research misconduct allegations must not be made public
until they have been fully investigated and confirmed with

exception of:

A threat to public health or safety, (clinical trial)




The New Common Federal Policy

* Research institutions and researchers must not in any way
retaliate against whistleblowers who report research misconduct
in good faith.

* Even if accusations are not sustained
* And as long as they are brought in good faith

* Informants must be protected and given support since they play a vital
role in professional self-regulation

* Institutional definitions must include some version of FFP

(Fabrication, falsification, and plagiarism)



Federal Policy on Reporting and Investigation

* Researchers and research institutions bear the primary
responsibility for reporting and investigating misconduct

* Consistent with the position, strongly supported by most
researchers, that research is a profession and should
regulate its own conduct

UGSk




€he New ork Times SCIENCE A Share
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Years of Ethics Charges, but Star
Cancer Researcher Gets a Pass

Dr. Carlo Croce was repeatedly cleared by Ohio
State University, which reaped millions from his
grants. Now, he faces new whistle-blower accusations.

By JAMES GLANZ and AGUSTIN ARMENDARIZ MARCH 8, 2017
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Under Federal law, which of following constitutes research misconduct?

FABRICATION

HARASSMENT

PLAGIARISM

FALSIFICATION

RETALIATION
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The hard part of defining ethical research

*There is no one best way to undertake research
* No method applies to all scientific investigations

* Accepted practices can and do vary from discipline to
discipline and even from laboratory to laboratory

UGSk




Important Shared Values

» HONESTY » STEWARDSHIP
+ TRUST + IMPARTIALITY/INDEPENDEN
* FAIRNESS CE
s OPENNESS * ACCURACY/RELIABILITY
- ACCOUNTABILIT " EFFICIENCY

Y + OBJECTIVITY

Macrina, Francis L.. 2014. Scientific Integrity, Fourth Edition %




Ethics in Research are Governed by

* Professional codes
* Government regulations
e [nstitutional policies

* Personal convictions




Descriptions of Responsible Research
Practices

* Reports and policy statements
* National Institute of Health (NIH)
* National Academy of Sciences
* American Association for the Advancement of Science
» Association of American Medical Colleges

* Responsible publication practices published in journals

* Professional societies (professional codes)




Research in the UC System

* Governed by the rules and policies of several groups

* Federal and State governments
* UC Office of the President

* Academic Senates of the University of California system

e Administration of UCSF




Useful Links at UCSF

* Animal Care and Use

* Use of Biological Agents

* Conflict of Interest & Conflict of Commitment

e Export Controls

e Faculty Consulting Activities

* Human Research Protection Program (HRPP)

e Code of Conduct and Integrity of Research

* Controlled Substances Program

» Office of Ethics and Compliance



https://iacuc.ucsf.edu/
https://ehs.ucsf.edu/biological-safety-program
https://compliance.ucsf.edu/conflict-interest-conflict-commitment
https://compliance.ucsf.edu/key-contacts-export-control-matters
https://medschool.ucsf.edu/our-people/academic-affairs/faculty-consulting-activities
https://irb.ucsf.edu/human-research-protection-program-hrpp
https://graduate.ucsf.edu/students/registration-policies-and-deadlines/code-conduct-and-integrity-research
https://ehs.ucsf.edu/controlled-substances-program
https://compliance.ucsf.edu/

Responsibility of Pls

* Maintaining ethical standards

* Direct reporting of allegations as appropriate to
* The Chancellor

* The Vice Chancellor

* Deans

 Office of Student Conduct
* Internal Audit

* All individuals associated with the campus should report
observed/suspected research misconduct to

* researchintegrity@ucsf.edu %F



mailto:researchintegrity@ucsf.edu

Reporting Misconduct

* Any student, staff, faculty member, or individuals may be a
subject of a research misconduct inquiry
* The matter will be handled
* University Policy on Faculty Conduct and the Administration of
Discipline
* Faculty Code of Conduct

* Any student, staff, faculty, individual outside of the University
community, or a University committee may report incidents of

alleged research misconduct ' 'q



Misconduct Inquiries Policy

* Proceedings of an inquiry are confidential to protect to the
maximum extent possible

* Members of the inquiry panel

* Individual(s) filing the allegation
* Person accused

* Witnesses

 All individuals are asked to refrain from discussing the matter
with anyone, including

* Faculty members
 Students
* Family members

* Media UC'SF




The Misconduct Investigation Process

* Preliminary Inquiry

* The Vice Chancellor for Research and /or the Research Integrity
Officer (RIO) assesses the reported incident

*Inquiry

* the Vice Chancellor for Research appoints one or more persons to
conduct an inquiry to determine the need for an investigation

* No more than 60 calendar days from the receipt of the allegation

unless circumstances clearly warrant a longer period ' 'G‘



Continued....

* If sufficient evidence the investigation promptly (30 calendar days)
initiates

* Investigation

* An Investigative Committee is appointed to determine whether probable cause
exists

* Makes recommendations for disciplinary sanction
* Should be completed within 120 days unless circumstances warrant a longer
period
* In the case of a faculty member
* Investigative committee is appointed

* Constituted from members of the Academic Senate
Faculty Handbook



https://senate.ucsf.edu/faculty-handbook

Misconduct Puts Careers at Risk

e Can result in being debarred from receiving Federal funds for
a specified period of time

* Research institutions
* may terminate a researcher’s employment
* may require supervision of future research activities

* Publicity
* ORI Website

*Can result in a prison sentence (!) U%F



https://ori.hhs.gov/content/case_summary
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Dong-Pyou Han (centre) confessed to fabricating and falsifying data on an HIV vaccine.

RESEARCH MISCONDUCT

http://www.nature.com/polopoly fs/1.17660!/me
nu/main/topColumns/topLeftColumn/pdf/nature.
2015.17660.pdf

CHARLIE NEIBERGALL/AP/PA

Uneven response to
scientific fraud

The case of jailed US vaccine researcher Dong-Pyou Han
shows up inconsistent nature of penalties.

BY SARA REARDON

are is the scientist who serves time on
R charges of research misconduct. But

on 1 July, Dong-Pyou Han, a former
biomedical scientist at Iowa State Univer-
sity in Ames, was sentenced to 57 months
in prison for fabricating and falsifying data
in HIV vaccine trials. Han has also been
fined US$7.2 million and will be subject to
three years of supervised release after he
leaves prison.

His case had a higher profile than most,
attracting interest from a powerful US
senator. Han's harsh sentence raises ques-
tions about how alleged research fraud is
handled in the United States, from decisions
about whether to prosecute to the types of
punishment imposed by grant-making
agencies.

In a confessional letter sent to the univer-
sity just before its investigation concluded,
Han said that he began the subterfuge to
cover up a sample mix-up that he had made
years before.

The US Office of Research Integrity
(ORI), which oversees investigations into
alleged misconduct involving NIH funds,
barred Han from receiving federal grants for
three years — the maximum penalty that it
generally imposes on junior investigators.
The case probably would have ended there
had it not drawn the attention of Senator
Charles Grassley (Republican, Iowa), who
has a history of investigating misconduct in
the biomedical sciences.

“This seems like a
very light penalty for
a doctor who pur-
posely tampered with



How Common is Research Fraud?

* 0.01% (Nicholas Steneck) according to federal misconduct findings
* Likely under-reported

* Average number of allegations to ORI
* 1994 to 2000, 45 per year
* 2001 to 2010, 85 per year
e 2020 (only), 204
e 2021 (only), 230
e 2022 (only), 269
* Increasing reporting or increasing fraud?

e According to surveys (Daniele Fanelli)
* 2% admitted to fabrication or falsification at least once

* 14% observed the behavior in colleagues
* 33% admitted to questionable research practices




What are the motivations?

* Career pressure

* Belief that one already knows the right answer
* Notion that data may not be reproducible
(Goodstein)

* The “work structure” of modern science

(Sydney Brenner)

UGSk
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Bioengineering Professor, Students  ndto
Accused of Fraud

Virginia Tech's Yiheng Percival Zhang was arrested for misusing grant funds from the federal
government.

By Kerry Grens | September 30, 2017




Research Misconduct

Pressure to lie



https://ori.hhs.gov/images/ddblock/SCRIPT-06-hi-res.mp4

What is your first impression of this video/scenario?

Nobody has responded yet.

Hang tight! Responses are coming in.

.. Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app



Personal Responsibility and Problems with Rules

* Rules generally set minimum standards for behavior
* Should strive for a higher standard of conduct
* Responsible research requires more than simply following rules

* Rules will not resolve some of the personal conflicts and moral
dilemmas

* Rules also cannot replace the critical reasoning skills
* Researchers will face ethical dilemmas in research

UGSk




So Many Regulations, What Should | Do? The
Simple Test...

*Imagine what you are preparing to do will be posted
immediately on the web (FB, google news, etc)

* If you are comfortable having colleagues, friends, and family
know what you did, chances are you acted responsibly

UGSk




How much damage?
Andrew Jeremy Wakefield

* Published that there was a link between the administration of the
MMR vaccine and autism and bowel disease

* Other researchers were unable to reproduce the findings

* Reporter Brian Deer identified undisclosed financial conflicts of
interest on Wakefield's part

* The British General Medical Council (GMC) conducted an inquiry into
allegations of misconduct against Wakefield and two former
colleagues

* 4 counts of dishonesty
* 12 counts involving the abuse of developmentally challenged children



Andrew Jeremy Wakefield

* The Lancet fully retracted the 1998 publication noting that
elements of the manuscript had been falsified

* The editor-in-chief said the paper was "utterly false" and that
the journal had been "deceived"

* Wakefield was struck off the UK medical register and was
barred from practicing medicine

*He had planned to launch a venture on the back of an MMR
vaccination scare that would profit from new medical tests and

"litigation driven testing"




Disneyland Measles Outbreak 2014-2015

FIGURE. Number of confirmed measles cases (N = 110),* by date of rash onset — California, December 2014-February 2015
9
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* Reported to the California Department of Public Health as of February 11, 2015.



Measles Outbreak, Fueled by Vaccine Fear,
Sends Kids to Hospital
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More recently from the CDC:

Measles cases in 2019

e From January 1 to December 31, 2019, 1,274" individual cases of measles were

confirmed in 31 states.
e This is the greatest number of cases reported in the U.S. since 1992.

e The majority of cases were among people who were not vaccinated against
measles.

Measles cases in 2022

e From January 1 to December 31, 2022, a total of 121 measles cases were

reported by 6 jurisdictions. ' '0‘



e IVI@ASIES Vaccine Gaps Put U.S. At Risk,
Reports Show

by MAGGIE FOX

This Electron Micrograph Reveals Both A Paramyxovirus Measles Virus, And Virions Of The Polyomavirus, Simian Virus Sv40 Smaller Circles. The Envelope Of The Measles Virus Has Broken, Exposing The
Nucleocapsid Filaments. Interest In Sv40 Has Increased In The Last Several Years Because The Virus Was Found In Certain Forms Of Cancer In Humans, For Instance Mesotheliomas Rare Tumors Located
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Office of the Ombuds

Use of services provided by the Office of the Ombuds is
voluntary and confidential.

e All conversations with the Office of the Ombuds are
confidential and off the record.

 The Office does not create or maintain records for the
University.

* Any notes taken during the course of a case are routinely
destroyed on a quarterly basis once the Office determines

the case is closed. ' 'G‘



https://ombuds.ucsf.edu/

Why did you come to graduate school? What do you hope to accomplish by being here and
obtaining this degree?

Nobody has responded yet.

Hang tight! Responses are coming in.

m Start the presentation to see live content. For screen share software, share the entire screen. Get help at pollev.com/app



End for today

Questions?




