OWKnOKM n obmaH
(Fraud — an another F-word)



It's publish

or perish!
Motive/Pressure
My theory/
reasoning is | control the data
sound, the data is Fraud and can easily
wrong/skewed! Tria ng le change them.

Rationalization Opportunity

Fraud Triangle (by Donald R. Cressey) adapted to Scientific Misconduct



PacnpocTpaHeHHOCTb nNpobaembl

* 36% yyalwimxca (megmnumMHCcKaa cneumaabHOCTb)
BCTPEYa/IMCb CO CAYHaAMM HApPYLLUEHUNI

* 15% HamepeHHO U3MEHANN AaHHble, YTOObI
MONYYUTb FPAHT UK onybanKosBaTbeAl

* Onpoc bMocTaTUCTUKOB NoKasan, 4to 51% 3Hanm o
noaaeNbHbIX AaHHbIX?

1 - Comission on Research Integrity. 1996
2 — Ranstan M. et al., 2000



PacnpocTpaHeHHOCTb NoA0ra U HapyweHum -
ONpOCbl UccneaoBaTeneu

Fanelli, D. (2009). How Many Scientists Fabricate and Falsify
Research? A Systematic Review and Meta-Analysis of Survey Data.
PLoS ONE, 4(5), e5738.
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Dr Anne Kirkman Campbell Case (1)

* KeTeK (TenntpomMmumH) vs AyrmeHTUH

— BHeb6O/IbHMYHAA NHEBMOHUA, 06OCTpeHMe
XPOHMYECKOro 6poHXMTa, OCTPbIN CUHYCUT

e 24000 naumeHTos, 1824 cant
* Aventis; PPD

* S400 33 naumeHTa

(1) 407 naumeHTOB
(2) 251 naymeHT
(3) 214 naumneHTOB



Dr Anne Kirkman Campbell Case (2)

* MoHutopuHr PPD nocne Habopa 50 nayneHToB
— HapyweHunin He BbIABNEHO
— [locnepytowme MOHUTOPUHIU - OK

* Bu3ut QA Aventis

— OTcyTCcTBME BPOHXUTA B aHAaMHE3e Y MaLMEHTOB C 060CTPeEHMEM
XPOHMYECKOro HpoHXmTa

 MoHutopuHr lead CRA PPD (Ann Marie Cisneros)
— Bbicokun Temn Habopa (MHorpa 6onee 30 nauMeHTOB B AEHb)
— 3BOHKM B IVRS BO BHeypOUYHble Yachbl
— PaHgomm3auma naumMeHToB Npu OTCYTCTBMM NpenapaTa Ha canTe
— Hu ognH 13 407 naumeHToB He BblbbiN N3 ccnegoBaHUA
— CTONpPOUEHTHbIN KOMMNJIaNHC



Dr Anne Kirkman Campbell Case (3)

OAuH Bpay, TPU KoOoOpAMHATOpPA, NyCTOU 0dUC

KoopanHaTopbl He 06LLLa0TCA C MOHUTOPaMMU,
«MCNYraHHO CMOTPAT Ha Bpaya»

OTtcyTcTBME paboTatoLero Konmpa

Ha Bpems naH4Ya MOHUTOPOB NPOCUIM
NOKMHYTb OPUC



Dr Anne Kirkman Campbell Case (4)

MHoroumncneHHble HapyweHuna B C
— WHuymanbl n gaTbl PYKON KOOPAMHATOPOB
— HecootBetctBue nognucu B UC n nognucm B popme Medicade
Heckonbko rpynn ogHodamunbLeB (cembu - ?)
B13nTbl C N0 NoBoAy ApYrux ¥anob (bbina 601b B cNMHE — cTasl OPOHXUT)
ABCONOTHO pa3Hbie 1abopaTopHble NOKA3aTeNM HA Pa3HbIX BU3UTAX

3BOHOK MeHeaKepy
KommyHukauua c IRB

CoselwaHue co CMOHCOpOM

— We set up a conference call with the project manager, the QA department,
some of our statisticians, and Aventis. Aventis pretty much whitewashed
everything, like enrolling subjects without drug. | remember walking away
from that teleconference being aghast at what | was hearing. Most sponsors
would say, “this site is shut down yesterday, we are throwing out all of her
data.” They didn’t see that as necessary at all.



Dr Anne Kirkman Campbell Case (5)

NHcnekuma FDA — BbICOKMK Habop

[Mepenayva B KOPMMUHANbHLIN AeNapTaMEHT

— NHTepBbloMpoBaHUeE cyObEKTOB NUccaea0BaHUA —
ToNbKOo 50 npu3HaHbl BaAUAHbIMMU

57 mecaueB 3aKNto4YeHuna
$551,257 wrtpad
$900,000 — B nonb3y Aventis

Norman M. Goldfarb Red Flags in the Study Office: Ann Marie Cisneros on the Ketek TREAT
Study Norman M. Goldfarb J of Clin Res Best Practice V3, No8, 2007



‘From what | observed, Dr Kirkman-Campbell
indeed had engaged in fraud. | knew it, PPD
knew it, and Aventis knew it’

Ann Marie Cisneros



Fraud and Misconduct
(is there ‘intent to cheat’ or not?)

PabpuKauma AaHHbIX
danbcudpmnKkauma gaHHbIX
HebperkHOoCTb
[lobpocoBecTHaA oWwmnbKa

[Mlharnat

HapyweHus nybAMKauMOHHOM 3TUKM



HapyLweHuna

Misconduct Fraud
* IYyPHOE NoBeAeHMe, * MOLIEeHHWMYecTBo, obmaH,
NPOCTYMNOK MaxmHaums,
OYKOBTUPATENLCTBO, adepa,
KYNbHNYECTBO

* CYMNpyrKeckana HeEBEPHOCTb

* MA0X0e UCNONIHEHUE CBOUX
oba3aHHOCTEMN;
NONXKHOCTHOE
npecTynsieHue



[TPUYUNHDI

ANYHOCTb

— Bcex geHer He 3apaboTaellb, HO HaA0 CTapPaTbCH

— CKOpO ApHAYHMaTHpocbt-cHatraHaMIA- 3TO BCE 3alNPETAT
KOoHKypeHUuunA

— Asapt
LlaBneHune cpeapbl

— ®unHaHcoBoe

— MpodeccrnoHanbHoeE

— CO CTOpPOHbI CNOHCOpa

— Co cTOopOHbI perynstopa (amo He wymkKa!)
HeBeXecTBO U rnynocTtb

— WHPaHTMNAbHOE noBeaeHUue



[Mpobnembl

e OwmnbKM
— Jlerko BbIABASAKOTCA U MOTYT ObITb TUMUYHBIMMU
— MMPUYMHY MOXKHO NPOaHANN3NPOBATL
— Mo»KHO npeaoTBpaTUTbL (NocTapaTbhbes
npeaoTBpPaTUTL)
* [lognor

— TpyaHO BbIABUTDL (3aBUCUT OT KBaANPUKaL UK
3/10YMbILLUNEHHMKA)

— Ewe TpyaHee AoKa3aTb

— MocnencTemA pasrnalleHua MoryT 6bITb
HEBbIFOAHbI ANA BCEX YYACTHUKOB



[MoBoAbl ANA NOA03PEHUM

OAMHaKOBOCTb NMoKa3aTeneun

N36bITOYHOE «340pP0OBbEY» MALMEHTOB
OTcyTtcTBMne HA

B13nTbl B BbIXOAHbIE U NPa3aHUNKM
BykBanbHOe cobntogeHmne rpadmKa BUSUTOB
CTaHpapTHOE BpeMS BU3UTOB
«pynnosbie» 3axoabl/BU3NTbI

ATunnu4yHoe spema 3B80HKOB B |VRS

Pa3bpoc nabopaTopHbIX NOKa3aTesen
100% KomnnawnHc

[lepeHoCbl 1 OTKNaablBaHME CPOKOB MOHUTOPUHTA



[MloBoAbl AN1A NOA03PEHUM

* «CTpaHHble» AaHHble
* OcobeHHOCTU pacnpeneneHus

— OTKNOHEeHMe OoT 3aKoHa beHdopaa

— «[1puBbI4YHbIE COYETaHUAR

— Cny4yanHoe pacnpeaneneHume

— OTKNOHEHUA OT pacnpegeneHnsa B BblIbopke
* HecooTtBeTcTBME UMPKAAHbIM PUTMAM



PaccnepoBaHue

CTaTUcTUYecKkana NpoBepKa AaHHbIX
NHcangepckaa MHpopmaums
Onpoc nccnegoBateneu
LlononHuntenbHaa AOKYMeHTaumA
— [JHEeBHUKN NaLMNeHTOB

— D/IeKTPOHHble AHEeBHUKMU
HepeknapmpoBaHHbIM aHaNm3

— JKI

— Monnmopdmnam anbbymmHoB




Data inconsistency score

o Center V (N = 20)

. Center Z (N = 139)

Center X (N = 97)
Center Y (N = 106)

() Center W (N = 26)

FDR = 3%

-y

.

50

100
Patients per center

Venet D, Doffagne E, Burzykowski T, et al. A statistical approach to central
monitoring of data quality in clinical trials. Clin Trials. 2012;9(6):705-713.



[yTn BblABNEeHUA/npeaynpexxaeHua (1)

* MaTemaTnyeckue noaxodbl K BblIABNEHUIO
NaHHbIX

— AHaNN3 OTK/IOHEeHUM

— AHanu3 pacnpeaeneHmnm

e «Ho 0CO3HaHHbIM BbIOOP MUNIMOHOB rpa*kaaH HUKaKan
KpuBana laycca He nantctpupyet» (c)

— Ncnonb3oBaHMe HEMPOHHbIX ceTeit/aKcnepTHbIX
CUCTEM

— TecTpoBaHMe YyCTOMYNBOCTU Pe3ybTaToB



[yTn BbiABNAEHUA/NpeaynpexxaeHua (2)

* [MoBblWEHMNEe HaAEXKHOCTUN/3aLWmnTbl AaHHbIX

— PacnpeaeneHHble AaHHbIe
* TexHonorus 610K4YenH
— MeToabl AMHAMUYECKON KPUNTO3aLWUTDI

— Ncnonb3oBaHue «b6onblIMX AaHHbIX»
* NicchepoBaHus, basupyrowmeca Ha perncTpax



MyTn BbiABNeHUA/npeaynpexaerms (3)

* MOHWUTOPUHI, OCHOBAHHbIN HA OLLEHKE PUCKA
— TeKywunt aHanms
— [MpunBneyeHne meanLUMHCKUX SKCNEPTOB K OLLEHKE AaHHbIX

— YmeHblueHne dopmanbHon (bymarxkHoM) paboTbl
MOHMTOPA B CTOPOHY BbINO/IHEHUA OCHOBHbIX GYHKL NI

* PapMaKOKMHETUYECKUN aHaNmn3
— Bbi6OpPOUHbIN
— HepexknapupoBaHHbIN
* AHanus3 mapkepos apdeKTnBHocTn/6e3onacHOCTH

— OueHKa 1abopaTopHbIX AaHHbIX HA HANNYME
noao3puTeibHbIX 3HaYeHun/nocnegoBate/ibHOCTEMN

— LleHTpann3oBaHHaA OLUEHKa



[yTn BblABNEHUA/NpeaynpexxaeHua (4)

MexaHu3Mbl paccnefoBaHMsa/HaKa3aHuUS

— MHcneKumn nccnegoBaHmMi, a He LLeHTPOoB
(HaunoHanbHaA cneymndmrKa)

— CaHKuumn

Ky/nbTypa OTKPbITOCTU

— [1ns Hayana Hy*KHO NoaobpaTb «NPUINYHBLINY aHaNor
cnoBy whistle-blower

— MoToM NOHATb, YTO COp B U3DE MOXKET OKasaTbCA
noXapoomnaceH

— MogymaTtb o ayue (?)



QL010 Marths Rertenbery

FALSIFYING SURROGATE
END POINTS IN

CUNICAL DRUG TRIALS

RESEARCHER GOES TO PRISON

oleg.talibov@gmail.com



