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Fraud in Science

The case of Dong-Pyou Han
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POSTER PRESENTATION Open Access

Eliciting broadly neutralizing antibodies against
HIV-1 that target gp41 MPER

D Han®, H Habte®, ¥ Qin°, K Takamoto', C LaBranche?, D Montefiori®, MW Cho ="

From AIDS Vaccine 2012
Boston, MA, USA. 9-12 September 2012

Background

The membrane-proximal external region (MPER) of ¢ nghly Conserved reglon Of gp41
HIV-1 gp41 is highly conserved and is targeted by
broadly neutralizing antibodies (bnAbs). Thus, it is an L.
attractive target for AIDS vaccine development Here, we ° Targ eted by broadly neutraI|Z|ng
describe a mini-protein that can induce bnAbs in rabbits. . .
antibodies (bnAbs)
« Attractive target for AIDS vaccine
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D Han®, H Habte®, ¥ Qin®, K Takamota', C LaBranche?, D Montefiori®, MW Cho™

From AIDS Vaccine 2012
Boston, MA, USA. 9-12 September 2012

Methods

We generated a mini-protein that is structurally rigid, yet ° Creatlon of a Structura”y rlgld mini-
efficiently recognized by 2F5, 4E10 and Z13el. It contains .

the C-terminal 54 a.a. of gp41 ectodomain (gp41-54Q), prote|n (g p41—54Q)

which includes the HR2 and the MPER. A 6xHis tag at the
C-terminus was used to attach gp41-54Q) to Zn-chitosan,

which served as an antigen carrier/adjuvant. Rabbits were o Subcutaneous |mmun|zat|on Of

immunized subcutaneously, 4 times, using two different

schedules (wks 0, 4, 9 and 16 vs. 0, 8, 16 and 24). A total rabblts US|ng dlﬁerent Schedules

of 9 animals were immunized with gp41-54Q) in 3 inde-

pendent experiments. Antibody responses were evaluated (faSt an d SIOW)
by ELISA and in neutralization|assays using both TZM-bl

and A3R5.7 cells.

* Evaluation: ELISA and
neutralization assays
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From AIDS Vaccine 2012

Boston, MA, USA. 9-12 September 2012

Results

Eight of nine rabbits mounted bnAbs (89%). Neutralizing
activity was observed against all but two of 44 viruses eval-
uated to date, including 27 Tier 2 viruses from clades A,
B, C, D, AE, and CRF02_AG. Although Nabs could be
detected after three immunizations, a fourth immunization
was necessary for maximum neutralizing activity. The
slower immunization regimen induced higher Nab titers,
suggesting that longer rest periods improve affinity
maturation. Neutralization inhibition analyses using var-
ious peptides identified one neutralizing epitope (N671,
W72, F673 and D674) that overlaps with those recog-
nized by Z13el, 4E10 and 10E& mAbs. Based on antibody
absorption assays, there might be other non-linear
epitopes. We are in the process of generating rabbit mAbs
for more detailed analyses.

89% of the rabbits mounted bnAbs

Maximum neutralizing activity after
4" immunization

Slow immunization - higher titers
of neutralizing antibodies.
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HIV-1 that target gp41 MPER

D Han®, H Habte®, ¥ Qin®, K Takamota', C LaBranche?, D Montefiori®, MW Cho™

From AIDS Vaccine 2012
Boston, MA, USA. 9-12 September 2012

Conclusion
We have successfully demonstrated that we can reproduci-

bly induce bnAbs in rabbits using a mini-protein contain-
ing gp4l MPER. These results suggest that gp41l can be a

promising vaccine immunogen.

. o
Results lead to $19

million governmental
research grants
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http://www.dailymail.co.uk/wires/ap/article-2676507/AIDS-scientist-pleads-not-guilty-faking-study.html
https://de.scribd.com/doc/201057701/2013-10-15-Inquiry-Report-Redacted-Reduced-Size#fullscreen
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January 2013:

External collaborator
detects human antibodies
(AB) in rabbit sera samples

Dr. Michael Cho (direct
supervisor of Han) reports
misconduct findings to the
Research Integrity Officer
(RIO) of lowa State
University (ISU)

|dentity of delinquent is
unknown
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February 2013:

e Dr. Cho provides evidence
of spiked rabbit serum
samples to RIO

« Office of Research Integrity
(ORI) is informed about
possible misconduct
iInvolving National Institute
of Health funded research

 Identity of delinquent is still
unknown
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February to August 2013:

e Multiple test have been
performed to identify the
delinquent

http://www.dailymail.co.uk/wires/ap/article-2676507/AIDS-scientist-pleads-not-guilty-faking-study.html
https://de.scribd.com/doc/201057701/2013-10-15-Inquiry-Report-Redacted-Reduced-Size#fullscreen
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August 2013:

* RIO is informed about
evidence identifying Dr.
Dong-Pyou Han as main
suspect

« 8™ August: The inquiry
begins

http://www.dailymail.co.uk/wires/ap/article-2676507/AIDS-scientist-pleads-not-guilty-faking-study.html
https://de.scribd.com/doc/201057701/2013-10-15-Inquiry-Report-Redacted-Reduced-Size#fullscreen
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Allegations:

» Spiking samples of serum from rabbits immunized with gp41-54Q with
human HIV ABs (starting 2009!)

» Spiking samples of serum from rabbits immunized with gp41-54Q with rabbit
gpl120 ABs

« Changing data in files of neutralization experiments to make it appear that
rabbits immunized gp41-54Q and LAB gp41-64 produced bnAbs

https://de.scribd.com/doc/201057701/2013-10-15-Inquiry-Report-Redacted-Reduced-Size#fullscreen
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Research Misconduct Complaint {RMC) #002

To Ds. Chaclone Bronson

1 (Deng Pyou Han) confess my misconducts on my rescarch as indicated
on the attached files. | am very ashamed myself about my misconduet. | did
wwo kinds of my misconducts. First, in order 1o investigate a neutralizing
activity of rabbit serato . 1 sent the wreng samples that were
added human or rbbit scra with a nevtralizing activity as indicated in the
attached file 1, Second, | have manipuluted the data about o neuiralizing
activity. When | did the neutralizing assay with the non-spiking samples that
are shown the neutralizing activity in the attached file 1, they bave a weakly
or e neutralizing activity, But, | manipulated their activity increased highly
i arder to look better as shown in the attached fils 2, Now, | do not have the
original files (data), which are stored in the computer files cannected to an
‘assay instrument (Bio-Tek).

“The problem starts from the first sumples that | sentto o 811109 1
found the samples were something wrong lates. | have though those samples
were contaminated with human scra with a neutralizing sctivity. Because |
worked the human sera (CWRU4) ot ime though |
do not remember the date, may be some samples were contaminated

{mixed). Though later I found some samples were wrong and the data were
could not tell to Michacl Cho, At that time, | was

from the wroag sampls,
afraid of bocanse the data were presented to our collaborstors and others,
and 1 hoped/expected ather derivatives will be elicited a neutralizing

activity. So, in order to show the neutralizing continuously | added

the human sera with a neuiralizing activity to the second samples that | sent

0 as indicated in the attached file 1, However, | falsified only

https://de.scribd.com/doc/201057701/2013-10-15-Inquiry-Report-Redacted-Reduced-Size#fullscreen

ity because | wanted them o look

samples that showed some act

better. The abstract and presentation, which i

luded the flsificd or

spiked samples” data, is ineluded in the attached fil

1 have regretied deeply the fact that | did and did not ell it 1 was foolish,
coward. snd ot fraak, My misconduct is not done in order 1o hurt to

somcane. All eause by my foolishness and are my faulty and responsibiliy

1 will resign with my responsibility about my misconduct

Sepember 30, 2013

Han, Dong Pyou

Daws dandsetk Lraa

4

2"d August 2013:
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« Han confesses verbally

« Asigned statement was
provided by Han in October

2013
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The confession:

* He recognized that something was
wrong with the samples, but did not
pass this information

e « Fraud started already in 2009 to cover
up a sample mix up (at Case Western
Reserve University (CWRU))

*  Working with rabbit and human sera at
the same time (contamination, mix up)

* According to him, he only spiked
samples that showed neutralizing
activity before spiking them

« He is ashamed about misconduct

« Was not done in order to hurt someone

https://de.scribd.com/doc/201057701/2013-10-15-Inquiry-Report-Redacted-Reduced-Size#fullscreen
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J TS
| W A A
Samples Mo 77 (mmunogen Notes Parson ix Charge boib Sentio Wiat was done to samples
| -S4 “Wormal” {CWRL) Dosg 13 (Moderated Yei Add human sera w NA to samples,”
1 g 154 KT “Rapid™ :f.'\‘\_‘lt.'] _ ___3:'_3\ iLow) i i @am not clear about Ih'ls.simple Or, mothing,
3 B 1SN T i3 PES {CWRL) 33 (Very Low) | am not clear about this sample. Or, nothing.
4 3 ) . 28 (Maderale Yes Add human sera w NA to samples.
s “Slow” imEnnacaon 33 (High Yes Add human sera w NA to samples.
f A 1-S4TNT) 500 2 {Low dose) Tol3 Yeu (1B JAdd rabbit go120 Abs w NA to samples.**
7 1-S4I4TY 3rd repeat of *Nommal* | 2of3 Yes (TR JAdd rablbit gp120 Abs w NA 1o samples.
E Hepeal ol Sl 24l Yes (TRDY _ |Add rabiit go120 Abs w NA 10 samples
Ll g1 =540 Untrypemized (with Tagh Na No
10 BRI -S40 (LWL Mo Yis No
1 MR -840 LN Lafd Yo A dd human sera w NA 1o samples.
i2] SQ-O0(T) "0 roup” scquece 1ol Yes dd human sera w NA io samples. - -
o z ~= » Han provides lists, how
T S0 T ERS9D Mininé o [ ]
15 - SA(T) Poiyanbycride No Mo
] e ADS oqoroce N Mo sam pIeS have been
17 $40-GHC “Hiigh dose™-AnChitosms No |No -
I8 S4Q-GHC 50 mn GNP 23 (High) Yes Add rabbit gp120 Abs w NA 1o samples.
pmar e et el 2 manipulated
Y HQ-Cys(T) 50 GHE 1af3 Increase NA when manipulated the data,
il Cys S400T) 50 am GNP 1af3 Fl_r_lcreasnm when manipulated the data.
2 $40-CysiT) [ Ko [
23 S4g-aHC Repen 30 nes GNP of3 Yes (THO)  |Add rabbit gp120 Abs w NA to samples.
24 P67 g | -S40-GHE 50 nm GNP Na N
2% S40-GHC Lo Chabosan 1af3 ¥es (TRD)  LAdd rabbit gp120 Abs w MA to samples.
L FEQGHC 2ol mepeat S nm GNP 2ur1 Wes (TBD)  |Add rabbit gp120 Abs w A to samples.
27 gpl 2000 Za-Chitosan 13 {non brembi Yes Mo
28 wl 100 FmeClniteman 13 gl brwah You Mo
25 p120 La-Clibonun 30 o by Yes Mo
0 £pIH0-OD-HKI-01 Za-hiwsan 378 (ot Broad) Yes No

https://de.scribd.com/doc/201057701/2013-10-15-Inquiry-Report-Redacted-Reduced-Size#fullscreen
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Publishing of falsified data:

« 3 conference presentations
« Keystone Symposia 2010, Banff, Canada
« AIDS Vaccine 2011, Bangkok, Thailand
« AIDS Vaccine 2012, Boston, USA

6 progress reports (2010-2012)

1 funded grant application

2 submitted grant applications

4 oral presentations at workshops and meetings
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https://de.scribd.com/doc/201057701/2013-10-15-Inquiry-Report-Redacted-Reduced-Size#fullscreen G
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(f e December 2013:

Offica of the Assistart Secrutary for Haalth
Officn o4 Research Integriny

VIO Westton Parway, Swite 750
Rasckvitly, Wi 20852

Plsee: 280
FAX: 30

- « Exclusion of Han from
D""—'_!"’.‘""Hnn.F"‘!'l? DEC 18 20 partICIpatlng In
S ——— . governmental funded

Deear Dr. Han

::i::;:rlt:TJ'.L!HU.y\maprtuima\r'c-rull.l.:rp'Exclus:nn.igmtmmmgmqmnn. researCh for In tOtaI three

findings of research misconduct made by the Offiee of Research Integrity (QRI)
Based on the repon of an inquiry eonducted by the lowa State University of Science and
Technalogy (ISU), your detailed admission, and sdditional analysis conducied by ORI ORI and
15U found that you engaged in research misconduct in research supported by National Institute of ye arS
Allergy and Infectious Diseases (NLAIDY), National Institutes of Health (NIH), grants P01
AOT4285, B33 AIDTG083, and U119 AlID91021

The Agreement was signed by the Principal Deputy Assistant Secretary for Health and executed
on November 25, 2013, Enclosed for your records is the executed Agreemeni

Under the terms of the Agreement, the following administrative actions were implemented for a
period of three (3) years, beginning on November 25, 2011

. You voluntarily agreed 1o exclude yourself from any contracting o subcontracting with -
any agency of the Uniled States Government and from eligibility or involvemeni in
nonprocurement programs of the United States Government refierred to as “coversd
fransactions™ pursuant to HHS" Implementation (2 C.F R Part 376 ot seq) of OMB
Guidelines 10 Agencies on Governmentwide Debarment and Suspension, * C.FR. Pan
180 {collectively the “Debarment Regulations™).

. You voluntarily agreed 1o exclude yourself from serving in any sdvisary capacity to the
U.S. Public Health Service (PHS) including, but not limited 1o, service og any PHS
advisory committee, board, and/or PeeT review committee, or as a consuliant.

In sccordance with PHS policy, your name also has been entered in the PHS ALERT system

Your name will remain in the system for a period of three (3) vears, beginning on November 25,
2013, and ending on November 24, 2016,

https://de.scribd.com/doc/196327809/Dong-Pyou-Han-Administrative-Action-and-VEA
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Han et al. Retrovirology 2014, 11:16
httpy/fwww.retrovirology.com/content/11/1/16

Y} RETROVIROLOGY

RETRACTION Open Access

Retraction:|eliciting broadly neutralizing

antibodies against HIV-1 that target gp41 MPER

D Han®, H Habte®, Y Qin®, K Takamoto', C LaBranche’, D Montefiori” and MW Cho®

Retraction

This poster presentation [1] has been retracted on re-
quest of the author Michael W Cho. The Office of
Research Integrity at the US DHHS has determined that
the first author Dong-Pyou Han committed research
misconduct and the poster was prepared based on
falsified data [2].

| I I MEDIZINISCHE
/ UNIVERSITAT
WIEN

February 2014

Dr. Michael Cho requests
the retraction of the poster
presentation ( published in
September 2009)
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of Health & Human Services

EE%FEi(ﬁC Hm> Contact Us February 2014:

INTEGRITY

Home About ORl - MNews & Events - Research Misconduct - RCRResources - Programs -

o Case summary is published
dame.» Case Sunmerie » Cae Sunmary:Han, Dong Py online by ORI.

= Printer Friendly

Case Summary: Han, Dong-Pyou

S . antammg Han’s actions of
amoe of meeoren Misconduct misconduct and terms of
AGENCY. Offce ofthe Secretary, HHS. agreement with the

SoMARY. N government

SUMMARY: Motice is hereby given that the Office of Research Integrity (ORI) has taken final
action in the following case:

Dong-Pyou Han, Ph.D., lowa State University of Science and Technology: Based on the report
of an inquiry conducted by the lowa State University of Science and Technology (ISU), a
detailed admission by the Respondent, and additional analysis conducted by ORI, ORI and ISU
found that Dr. Dong-Pyou Han, former Research Assistant Professor, Department of Biomedical
Services, ISU. engaged in research misconduct in research supporied by National Institute of
Allergy and Infectious Diseases (NIAID), National Institutes of Health (NIH), grants P01
AlOT74286, R33 AlIO76083, and U19 AI091031.

D and 121 frannd that tha Dacnandant faleifiad recnilte in racaarrh tn Adoualan 2 varrina

http://ori.hhs.gov/content/case-summary-han-dong-pyou
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The case of Dong-Pyou Han probably would have ended there, but...
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Senator Charles Grassley, photo by Scott Applewhite

http://www.nature.com/news/us-vaccine-researcher-sentenced-to-prison-for-fraud-1.17660

4
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February 2014

» Senator Charles Grassley

evinces doubt of the
severeness of Han’'s
penalty

 He indicates, that also

lifetime funding bans can
be issued
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June 2014:

» After extensive media coverage
of the case and furthermore,
the public reaction of Senator

Grassley:
| AN - Federal prosecutor pressed
Rt;%;www.cbsnews.com/news/scientist—dong-pyou-han-sentenced-prison-for-aids—research- C h arg es ag a| N St H an

- Han was arrested and the
case brought before a grand

jury
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February 2015:

* Han pled guilty to making false
statements to receive NIH
research grants

http://www.washingtontimes.com/news/2014/jul/1/scientist-due-in-court-in-phony-aids-research-
case/

http://www.nature.com/news/us-vaccine-researcher-sentenced-to-prison-for-fraud-1.17660 _—

—
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1st Juli 2015:

JE— e Sentenced to 57 months in
prison

US vaccine researcher sentenced to prison for

fraud A
The case of Dong-Pyou Han illustrates the unewen nature of penalties for scientific - '.": | m

misconduct. How the co-miscovery of CRISPR sxplosively
«changed Emmanusils Charpsntiers s
The microniologist spent years moving 1E0s and
relisning salfude Then her wark on gene-editing tnnust
01 July 2015  Updated: 01 July 2015 her inio Be Ssclentific spotiight

Sara Reardon

 Has to pay a US$7,2 million fine

1 poF || W, Rights & Permissions ——

1. Cattis drug threstens thousands of vutterss
Nature | 29 April 2016

2. Softwars emmor doomed fapaness Hitoml

e e 3years of supervised release

3. Antitody Infusions provids long-term
‘defencs spsinst HIV-ilka infsction
Nature | 27 Agril 2016

Newsssttar

The best sclence news from Mature and beyond, direct
0 your inibax every o3y

Emal

4}

Biomedical scientist Dong-Pyou Han {centre) confessed to fabricating and falsifying dsta on an

Lost in spacs

B AR T
=
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Thank you for your attention!
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Research Misconduct Complaint (RMC) #002
To Dr. Charlotte Bronson

1 {(Dong Pyou Han) confess my misconducts on my research as indicated
on the attached files. | am very ashamed myself about my misconduct. [ did
two kinds of my misconducts. First, in order to investigate a neutralizing
activity of rabbit sera to , | sent the wrong samples that were
added human or rabbit sera with a neutralizing activity as indicated in the
attached file 1. Second, | have manipulated the data aboul a neutralizing
aetivity. When I did the neutralizing assay with the non-spiking samples that
are shown the neutralizing activity in the attached file 1, they have a weakly
or ne neutralizing activity. But, | manipulated their activity increased highly
in order o look better as shown in the attached file 2. Now, | do not have the
original files (data), which are siored in the computer files connected to an
assay instrument (Bio-Tek).

The problem starts from the first samples that | sent to
found the samples were something wrong later, 1 have though those samples
were contaminated with human sera with a neutralizing activity. Because |
worked the rabhits sera and human sera (CWRLU4) at the same time though |

on 81109, 1

do not remember the date, may be some samples were contaminated
{mixed). Though later | found some samples were wrong and the data were
from the wrong samples, | could not tell to Michael Cho. At that time, 1 was
afraid of because the data were presented to our collaborators and others,
and | hopediexpected other derivatives will be elicited a neutralizing
activity. 5o, in order to show the neutralizing activity continuously | added
the human sera with a neutralizing activity to the second samples that | sent

10 as indicated in the attached file 1. However, 1 falsified only

fm

w

EDIZINISCHE
‘NIVERSITAT
WIEN




Ankersmit
Laboratory

EDIZINISCHE
‘NIVERSITAT
WIEN

for Diagnosis & Regeneration
in Thoracic Diseases
& Applied Immunc’ -

samples that showed some activity because 1 wanted them to look
better, The abstract and presentation, which included the falsified or
spiked samples’ data, is included in the aitached file 3.

I have regretted deeply the fact that | did and did not tell it. | was foolish,
coward, and not frank. My misconduct is not done in order to huri to
someone. All eause by my foolishness and are my faulty and responsibility.

I will resign with my responsibility about my misconduet.

Sepember 30. 2013
Han, Dong Pyou

| -
il.
L b g ed Bl
_:_:. arlefle B ""I‘-r hkon Z_.I-II'IEJ-: { :"_-'.r-' n"l‘*-, _r‘_';j.::./',._,_q_..:ru-_
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