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‘Cancer Data? Sorry, Can’t Have It

By ANDREW VICHERS

Mot leag ago, | esked & respecred can-
cer researcher IF e could send me raw
date from a trial he had recenciy pub-
lished. Ho refused. Sharing dita would
maks the study team members "unooem-
fortable,” he said, a5 [ might use this bo
“east dpabt"” on their results,

' hiesyrd this before: as a statistciamn
who designe and analyzes canocar anad-
ies, T regularly ask other researchers to
provide additional infarmation or raw -
date. Sometimes T wanmt to use the data
by Bt ot m e Ldes o method of ste-
tistical analysiz And knowing exscily
what happened in past studies can help
me design better ressarch for the fu-
ture. Oocasionally, howenrer, there are
statistical analyses I eowld run that
might make an immediate and mpor-
tant impact on the Hves of cancer pa-
EiEmts,

A few years bachk, astudy was poh-
lished showing that o cortain drug could
prevent ane type of cancer. The prohlem
was that the drug didn"t work wory well
and had some side effects, so almast na
o msed it AL the =ame tme, acol-
leapus showed that & prosein found n
the blood could predict which patients
were at high risk for cancer, We put bwo
amd ren together and realized that we
coild use the protedn test ta work cat
which patemnts woald benefit from the
drug.

To meke things even easier for us, it
tursied ot that the researchers who had
cenducted the trial had acteally mess-
ured thi= protein in all their patients, So
we wrate to them and asked whether
they wonbd share their dats. They re-
fused cn the grounds that they meght
cansider a similkar analysis at some
print in the faturs, But yesrs have
passed, no such analyees have been
forthcomidng and few patients are bane-
fitng from what could e a very effec-
Cive drug.

" Eiven the enocrmeoes phiysical, ema-
tinnal and finanesial tall of cancer, one
might expect researchers to pramots
the free and opan exchanpe of informme—
tion., The patients who volunteser ke

cancer trialks often snffer throtigh pain- |

ful procechares and harsh experimental
treptmenis in the hope of hastening =
cure. The data they provide owght to ba-
lomgg to all of s Yet camvcer researchers

phione call with the scéentist in charpe of
the agenda. Only afier an orpe-hor
call with the commibtbes irself were we
allowed to subanit 4 formal proposal —

- twhich we raceived no response.

Mot refe=sals are mare blunt. “1I am
nat prepared to release the data st dvis
paint," one researcher wirobe me, ewven

e was a government employes
and his trial, which bad been published
several years aarlbar, was fedecally fi-
mamesed. -

D John Birwarn, a rheamatologist
fram the Universioy of Brisio] in Eng-
lamd, has studied resesrchers” attitndes
on sharing data from clinécal irials, Ha
foumnd that theee-quarters of research-
ars he surveyed, &= weell a% & majar in-
dustry group, opposed meking original
trial dats available It is worth restating
this finding: mast scientists dodng re-
search omn how best to help those In pains,
or &t risk of dearh, want (o Keep their
data a secrer.

Dir. Kiraan went on to esk his sub-
Jetts why. Their reasons were anticely
triwial: ome cited the difficult of puiting
together a data set {woulint this herra
to be done anyway in order to publish a
EaAper?); another was cancerned that
the data miEght be analyzed asing in-

valid methods (surely a judgment for
e Scientific commumidty &= a whode).
This = something of a cluc that the real
isses here has more o do ®ieh Stan:s
and careps than with any Inftier comsdd-
erations. Scientists dont want ta be

- soooped by their onvn diata, or have

SOMeane el=s nge their cancln-
shans with i nenw amalysis.

el this is exncthy what cancer pa-
Hents nesed. They want new results to be
pubdished as guickly as possible and b
encourage a robust debate on the mar-
ics of ke research findings.

An acganintance of mine Was recent-
Iy diagmnoged with beeast cancar, and ic
Eives mee soae comdort to Enow that
there are drugs she can take that il
improve her chamnoes of cure, We lonow
that thess drags are of benefit becapss
mora than 20 years apo, & grouap of Oe-
Ford statisticians persuaded research-
ers aropund the world to pool date from
thtir breast-cancer irials.

With the rise of the Intermet, sharing
data has beoame a simple matter. Ge-
meticists, for expmple, publish their raw
dats on a eemtral Web site. The data
from meedical triaks are ghven foeely by
patients. They should insist that these
belong to science as a whale
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Typical experiences trying to
obtain data from medical trials

A Needed data from the control arm of a
trial to help design a study

A NI

| researcher, NIH funded trial

A il am not prepared to release the data at
this pointo



Anecdote 2

A Conducting a meta-analysis

A Needed proportions from a published
trial that reported means and SDs

A il would love to provide you with these
data but my biostatistician wonda allow ito



Anecdote 3

A Wanted data from a large cancer trial to
Illustrate a novel statistical technique

A Investigators were suspicious



| Implore you, oh great king, pity
me, poor, little worm that | am

A We promised:
I The data would only be used for a statistical
methodology study

I We would expressly state in the paper that
no clinical conclusions should be drawn

I We would slightly corrupt the data

I We would send a draft to the investigators
and they would have veto power
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Al am PI of
I Prostate biopsy collaborative group
(n=25,000)
I Acupuncture trialistsocollaboration
(n=18,000)
I Collaborations for learning curve studies in
radical prostatectomy (n=15,000)



An Empirical Evaluation of Guidelines on Prostate-specific
Antigen Velocity in Prostate Cancer Detection

Andrew J. Vickers, Cathee Till, Catherine M. Tangen, Hans Lilja, lan M. Thompson
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Background  The National Comprehensive Cancer Network and American Urological Association guidelines on early detec-
tion of prostate cancer recommend biopsy on the basis of high prostate-specific antigen (PSA) velocity, even in
the absence of other indications such as an elevated PSA or a positive digital rectal exam (DRE).

Methods  To evaluate the current guideline, we compared the area under the curve of a multivariable model for prostate
cancer including age, PSA, DRE, family history, and prior biopsy, with and without PSA velocity, in 5519 men
undergoing biopsy, regardless of clinical indication, in the control arm of the Prostate Cancer Prevention Trial.
We also evaluated the clinical implications of using PSA velocity cut points to determine biopsy in men with low
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Article info Abstract

Article history: Background: Although there is randomized evidence that radical prostatectomy
Accepted April 5, 2012 improves survival, there are few data on how benefit varies by baseline risk.



Arguments against data sharing
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Empirical Study of Data Sharing by Authors Publishing in
PLoS Journals

Caroline J. Savage, Andrew J. Vickers*

Department of Epidemiology and Biostatistics, Memorial Sloan-Kettering Cancer Center, New York, New York, United States of America

Abstract

Background: Many journals now require authors share their data with other investigators, either by depositing the datain a
public repository or making it freely available upon request. These policies are explicit, but remain largely untested. We
sought to determine how well authors comply with such policies by requesting data from authors who had published in
one of two journals with clear data sharing policies.

Methods and Findings: We requested data from ten investigators who had published in either PLoS Medicine or PLoS
Clinical Trials. All responses were carefully documented. In the event that we were refused data, we reminded authors of the
journal's data sharing guidelines. If we did not receive a response to our initial request, a second request was made.
Following the ten requests for raw data, three investigators did not respond, four authors responded and refused to share
their data, two email addresses were no longer valid, and one author requested further details. A reminder of PLoS's explicit
requirement that authors share data did not change the reply from the four authors who initially refused. Only one author
sent an original data set.

Conclusions: \We received only one of ten raw data sets requested. This suggests that iournal policies requiring data sharing




Arguments against data sharing 1

A Cost and trouble of putting data set
together

I Nl would love to help you, but it would take
too much timeo



It would take too long to put
together a data set suitable for
statistical analysis

AEr rr é. adhisédhavato be done
anyway?
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Additional files
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kb v fe 1

A | B | ¢ | b | E | F | &6 | H | | o) kLM
1 |randomization group zex_code premean postmean chronicpre chronicpost lung breathless at rest age campleter credibility  steroidbing dil
2 |Sham 0 2 0 0 0 0 0 73 1 275 0
3 |Werum 1 1 0.25 0 1 0 s 1 2 0
4 |Sham 0 1 0.5 0 1 1 78 1 225 1
5 |Sham 0 1 0.6BBBE7 0 2083333 1 0 s 1 245 1
B |Yerum 1 2 1 1 2 384615 1 1 37 ] 1 0
{ |Sham 0 2 1 0 06428571 1 0 58 1 225 0
8 |Yerum 1 2 1.333353 2 0 1
Y |Sham 0 2| 1.333333 0 1 1
10 [Sham 0 2 2 25 2714286 0 A CUt and paSte ]
11 [%erum 1 1 2 1 225 1 ]
12 van 2 s 3 1 from the stats
13 [%erum 1 2| 2333333 0.5 2285714 1 ]
14 |Sham 0 2 25 25 1 SOftware ]
15 |%erum 1 2 3 3 0 - -- : - ]
16 [Sham 0 1 3.25 1 2BBBEEY | 04235714 1 1 44 1 2 1
17 [%erum 1 11 3.333333 225 45 1 0 54 1 2 0
18 [Sham 0 1 3 .6EBEEY 1 1 78 0
18 [%erum 1 2 3.75 225 B8 4 1 1 52 1 225 1
20 |Yerum 1 1 4 3 1 1 55 1 275 1
21 Yerum 1 1 425 4 5 5428571 1 0 B 1 225 0
22 |Sham 0 2 4333353 275 0 1 A5 1 1.75 0
23 |Sham 0 2 4333333 3.5 3.142857 1 0 B 1 1 1
24 |Sham 0 1 45 1333333 1 1 B2 1 1.25 0
25 Yerum 1 2 5 5 5 0 1 53 1 225 1
26 |Yerum 1 2 5 45 1 0 B5 1 225 1
27 Yerum 1 1 5.5 3.6bBBE7 1 1 57 1 3 1
28 |Yerum 1 2| 5 BBEBEY 275 4 071423 1 0 g6 1 2 0
29 Yerum 1 2 B 525 55 4714286 1 0 75 1 2 0
30 |Yerum 1 2 5.5 B 1 1 70 1 275 1
31 |%erum 1 2 7.25 5.bBBBEEY 0 1 44 1 1
32 |Sham 0 2| 7333353 725 5 428571 1 1 7B 1 2 1
33 |Sham 0 1 7.75 ! 1 1 B2 1 1
34 |Sham 0 1 8.25 B 8 6857143 1 0 B1 1 225 1
25 ek 1 1 g 5 ol 0E71498 0 1 1 7R 1 2 n
M 4 » M|\ Data, Variable descriptions £ Sheet3 / J1| |




—_— | — | — | — ] — | — | —= | —
I A I A = e A e R i el el el

A

randormization
group
sex_code
nrermean
postmean
chronicpre
chronicpost
lung
breathless at rest
age

campleter
credibility
steroidbinary
diuretic
oplates
brancho

cohort

B C D E F

Treatment assignment
11t acupuncture, O for placebo A cut and paste

1 for male, 2 for female from the stats

Mean dyspnea scare, iImmedia software
hean dyspnea score, iImmediate posttreatment penod
Wean dyspnea scare, baseline dialy diary

hean dyspnea score, posttreatment dialy diary

11t lung cancer, U 1f breast cancer

T 1t breatheless at rest, U otherwise

1 1f gave follow-up data

Credibility scare

lUse of steraids (1 no 2 yes)

Use of diuretics {1 no 2 yes)

lUse of opiates (1 no 2 yes)

lUze of bronchodilatars {1 no 2 yes)

1 for first prescrption, &£ for second preschption
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Arguments against data sharing 2

A It might violate patient privacy

I Nl would love to, but it is against HIPAA
regulationso



SUrgeon institutionid institution  ageatrp cstage psa bE |

ADELWSU 7915 WsU 59 1 6.8 B
ADELWSU 10015 W5U 70 1 1 i
ADELWSU 3836 W5U 48 5 3.5 i
ADELWSU 7930 WsU 45 1 6.8 i
ADELWSU 10099 W5U B3 1 i 7
ADELWSU 3771 WsU 68 1 4.5 7
ADELWSU 7972 WsU o0 1 6.8 i
ADELWSU 3710 WsU B3 1 4.8 5
ADELWSU 3177 WsU bl 3 3.3 7
ADELWSU 10216 W5U 5d 1 7 5
AFCCF 2778 CCF B4 3 5.4 i
AFCCF 2570 CCF 59 3 2.3 i
AFCCF 1631 CCF 56 1 1.2 i
AFCCF 198 CCF B4 3 1.2 i
AFCCF 2601 CCF 56 1 4.5 7
AFCCF 2552 CCF 58 1 3 i
AFCCF 2612 CCF B4 1 3 i
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f=

f=

f=

f=

create anonymous ID's for patients and surgeons *=/
g ul = uniform()
g u2 = uniform{)
sort ul u2
g anonpatientid = n
drop ul ul
egen anonsurgeonid = group(surgeon)

jitter age at surgery */
* randomly jitter age by 1 year
* thus ages on data set cannot be identified
* note that age on the data set iz currently given to 2 decimal places
g anonage = int{age - 1 + uniform({)*2) if uniform({) < 0.33

*#* put all men below age 40 to age 40

* put all men above age 75 to age 75

* radical prostatectomy is rare in these groups and therefore age may identify individuals
replace anonage = 40 if anonage<40 | anonage<40

replace anonage = 75 if anonage>75 | anonage>75

order the random variables next to the raw wvariables #*/
order anonpatientid, after{unigueid)
order anonsurgeonid, after(surgeon)
order anonage, after{age)

label the new wvariables */
label war anonpatientid "anonymous patient identifier”
label wvar anonsurgeonid "anonymous surgeon identifier”
label war anonage "age at radical prostatectomy (years), with jitter of 1 year randomly added”

save out the data set with both identifying and non-identifying information */
gave "Files not to be sent to journal‘master learning curve data identified deidentified.dta”,

remove identifying information #*/

* remove dates
drop surgdate berdate lastfollowdate

* remove surgeon and patient ID's, and unjittered age
drop unigueid institutionid surgeon age

* remove institution
drop institution

replac



Arguments against data sharing 3

A Other researchers might conduct invalid
analyses



Comment on arecent study of
mine

Aiwhy ¢é. RCTs of 100 s
whole thing looks like a number the
authors pulled out of their nether
regions and then plugged into their
meta-analysis software in order to see if
It would affect anythingo.
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STUDY PROTOCOL Open Access

Individual patient data meta-analysis of
acupuncture for chronic pain: protocol of the
Acupuncture Trialists' Collaboration

Andrew J Vickers', Angel M Cronin®, Alexandra C Maschino', George Lewith?, Hugh Macpherson”, Norbert Victor
Karen J Sherman®, Claudia Witt’, Klaus Linde® the Acupuncture Trialists' Collaboration



What do you prefer?

A As T
N We looked at publication
gl bias and we dond think it
unpg
ye IS & problem.
sho
standard deviations would the difference
between acupuncture and sham lose
significance.

ff



Arguments against data sharing 4

A Someone might delve through our data
and find out that our drug doesna work
or that it has too many side-effects
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Despite Warnings, Drug Giant Took
Long Path to Vioxx Recall

By THE NEW YORK TIMES
Published: November 14, 2004

his article was reported and
written by Alex Berenson,

Gardiner Harris, Barry Meier
and Andrew Pollack.

In May 2000, executives at
Merck, the pharmaceutical giant
under siege for its handling of the
multibillion-dollar drug Vioxx,
made a fateful decision.




