
Actonel  Publication Planning
Dilemma and some follow-up

• Dr Aubrey Blumsohn
• Follow-up on

3rd Annual Meeting of
ISMPP



• This week
– NMT Medical and Dr Peter Wilmshurst

• (Google: NMT Wilmshurst)

• What is the problem?
– Failure to learn
– Operation outside of the rules of science
– “Groupthink”





THE BANNER OF SCIENCE



Ghosting
• Ability to connect knowledge to people

“who made it” is part of how we quality
control the enterprise

• Ambiguity about “who made it” leads to
ambiguity about what we know

• Legitimate scientific authors
– Have intimate acquaintance with raw data
– Have analysed it
– Would willingly defend “their” findings

if challenged
– Would provide raw data if asked



Medical writing professionals



The Abilene Paradox
• Paradox in which a group of people somehow decide

on a course of action that is counter to the preferences
(and long-term interests) of any of the individuals in
the group

• Each member mistakenly believes that their own
preferences are counter to the group's and do not raise
objections

• Challenger Space Shuttle disaster (1986)
• A dysfunctional form of decision making
• Medical writing can facilitate dysfunctional decisions

(GSK study 329)





• In three commercial “scientific manuscripts” there
was a problematical relationship between
data and company depiction of those same data

• Raw data were hidden from “authors”.
This was deliberate and repeated

• Authors made false declarations to a journal

• Nothing here should be taken to imply deliberate
intent to misrepresent

• On the basis of the evidence, you can decide
whether intent can be ruled out with a high degree
of confidence



• http://www.slate.com/id/2133061/

• http://scientific-misconduct.blogspot.com

• http://www.thejabberwock.org/presshw.htm

• http://www.aaas.org/spp/sfrl/per/per46.pdf

• BBC: http://www.bbc.co.uk/radio4/youandyours/items/01/2006_08_thu.shtml



Original 3 key placebo controlled fracture trials of Actonel

VERT-MN VERT-NA HIP

P&G’s publication plan

A B

C



AVMN VNA HIP



I Approached the
JBMR long long ago

• Only holding replies to correspondence for 1 year
• Editor refused to open evidence bundle
• Altered a (very mild) letter for publication

requesting dissociation from 2 abstracts
to remove all content

• Lawyers!

www.thejabberwock.org/jbmrs.htm



AVMN VNA HIP% change CTX
% change NTX



Statement of concern

• It has come to the attention of the Journal of
Bone and Mineral Research (JBMR) that
questions have been raised about an article
published in the JBMR (ref). Upon
reviewing these questions with the authors
of the article, the authors have agreed to a
statistical reanalysis of the data, upon which
the article was based.



• Abstract 2003
• Draft publication never published

– First author declined to proceed

BVMN VNA HIP% change PINP
% change NTX



• Abstract 2003
• Draft publication never published

– First author declined to proceed

CVMN VNA HIP% change NTX



Three manuscripts = same message

• A: “The relationship between vertebral
fracture risk and changes from baseline in
CTX and NTX were non linear (P<0.05).
There was little further improvement in
fracture benefit below a decrease of 55-
60% for CTX and 35-40% for NTX.”
“There may be a level of bone resorption
reduction below which there is no further
fracture benefit.”

AVMN VNA HIP% change CTX
% change NTX



Three manuscripts = same message

• B: "Consistent with findings from the VERT trial, a non-linear
function was more appropriate than a linear function for modeling the
relationship between early changes in NTX and vertebral fracture risk
over 3-years (5mg Risedronate, p=0.008).

• There was little further improvement in fracture benefit below a
decrease of 30 to 35% for NTX."....

• "In conclusion, .......there may be a level of bone resorption reduction
below which there is no further fracture benefit." ...

• "Key Message: The relationship between early changes in NTX and
longer term fracture risk for 5mg Risedronate is non-linear (p=0.008),
consistent with findings from the VERT trial."

BVMN VNA HIP% change NTX



Three manuscripts = same message

• C: 5mg Risedronate showed an apparent
“threshold” (i.e. fracture incidence is not
continually decreased).

• "Statistically, a non-linear function was more
appropriate than a linear function for modelling
the relationship between vertebral fracture
incidence and NTX changes".

CVMN VNA HIP% change NTX





Do other bisphosphonates show the
same thing

• Merck – investigated in Alendronate studies
– No such effect found

• Roche – Investigated in Ibandronate studies
– No such effect found



This is a major issue of science

• Determines how drugs is used in practice
• Critical to monitoring of therapy for all

bisphosphonates
• If we are ever going to have a chance of

using surrogates as an endpoint in
registration trials for these drugs, we have to
understand how these surrogates work
(honestly)



Conclusions re %change and fracture
threshold widely discussed

• P&G Press statements
• Educational material
• Prominent in brochures produced by

manufacturer of NTX diagnostic test
(later bought out by P&G for $400 million)

• Rebuttal to a Merck study in the literature
• Widely discussed by other scientists
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Bisphosphonate Market



In the case of bone

Treatment

Bone
Resorption

Bone
Fractures 

P&G Product
weaker

?



Wouldn’t it be lovely if …..

Fractures

% Decrease in test result



Wouldn’t it be lovely if …..

% Decrease in test result

USTHEM

Fractures



THE PROBLEM



• We were generating the data blind to
randomisation in the FDA registration study

• To interpret our own data would need
– Randomisation codes (who got drug/placebo)
– Event codes (who had a fracture)

• These data were held by the company
• The expectation as that they would give

these to us



I was discussing our work with a US investigator (who will remain
anonymous) who was really surprised when I told him that all the analyses
for the IOF presentation were done by P&G employees. I told him that I
had worked with you and Simon extensively on the Risedronate database
and that I thought you adhered to the highest principles. However, I think
that to avoid criticism in the future it would be good if we could say that
we had done the analyses independently. I couldn't possible do these, but I
think that Aubrey Blumsohn could

From: "Richard Eastell" <r.eastell@sheffield.ac.uk>
To: barton.ip@pg.com
CC: "Aubrey" <ablumsohn@sheffield.ac.uk>
Subject: RE: NTX/CTX data
Date: Mon, 27 May 2002 09:17:04 +0100
Message-ID: <NAEDLHFPJIKKALPANFLPOEDNDCAA.r.eastell@sheffield.ac.uk>



From: barton.ip@pg.com [mailto:barton.ip@pg.com]

Sent: 14 June 2002 13:37

To: Richard Eastell

Subject: Re: HIP analyses

No, we do not intend for someone else to the analysis. As far as I'm
aware, the Alliance is very transparent in the analyses we perform. We always
clearly explain what statistical methods have been undertaken and are
happy to share with as many external people as possible. …... Also, the FDA never
perform our primary analyses and write our
clinical reports.

Please don't take the last point the wrong way. I just feel that we're
being very clear in what we are doing and don't need to ask an independent person
to analyse the data just to make a few people happy.



From: manhart.md@pg.com [mailto:manhart.md@pg.com]

Sent: 08 July 2002 15:02

To: Richard Eastell

Subject: Re: HIP data analysis

Richard

I think we should look carefully at the pros and cons of Dr. Blumshon

conducting the analysis you refer to. One the plus side it does add

an extra layer of external "credibility". With this however, Industry

looses the opportunity to demonstrate its ability to be a true partner

in scientific endeavours. Beyond this, the practical issues to training

up a new statistician and the corresponding delay in "time to result" may

make the option difficult.

Finally, transferring databases which the Compnay has invested hundreds of

millions of dollars to obtain is not something to be taken lightly. That's

not to say it can't be done, but the reasons must be sufficiently important

to justify it.





Can I have my data?

No









• Various evidence emerged that the findings could not be
correct, particularly at that stage in study B where it turned
out that:
– no fractures at all with NTX change bigger than -60%
– This constituted about 40% of the treated arm
– All these would have fallen off the left hand end of the plots

• Tape recorded much of the process

• Eventually went to the press















? Threats

• 1 month after the Bill of Rights, P&G
lawyers apparently approached the
University
– I had acquired partial data which they “owned”

without their consent
– I had to return it
– University states P&G may sue if not returned



• Resigned from Academic post April 2006
(after being suspended for 6 months)

• P&G supplied all the data underlying the
three publications



Questions/Allegations?

1. Authors denied proper (or any) access to raw
data. Declaration to journal false.

2. All graphs scaled so as to omit around 45% of
data (on the left side) in treated arm

3. There is no evidence for a threshold or plateau
for NTX change as stated

4. [There is no evidence of a threshold or Plateau
for CTX change as stated – paper A only)

5. Unclear what “smoothing factor” applied to nice
curves - it is possible to make them take any
shape one wishes



Several approaches to analysis
1 – test for plateau at -35% change

• Test for plateau at region stated by P&G (-35%)
– Cox regression splitting NTX change into two variables

• a if X>-35 then a=x else a=-35
• b if X>-35 then b=0 else b=X+35

• Conclusion
– No evidence for a plateau (in any study)



Several approaches to analysis
2 – open analysis

• Open analysis
– Model relationship between time to fracture

and NTX change on active treatment
– As many models as you like

• Conclusion
– No evidence for a plateau (in any study)



Several approaches to analysis
3 – simple visual inspection  raw data plots

• Conclusion
– No inkling of a plateau (in any study)



Several approaches to analysis
4 – Graphical analysis

• Try to reproduce P&G graphs
– Impossible
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Smoothing parameter 40%  Smoothing parameter 50%  Smoothing parameter 60%  
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Smoothing parameter 95% Smoothing parameter 99% 90%  but linear loess procedure 
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Dr Purple incident

• Enter Dr C Purple at P&G
• Wrote to meeting organizers in background

asking for our COI statement to be removed
• Meeting organizers did this
• Later restored

– “we were misled” by P&G.



Patient consent
• Declined to supply a copy of the wording of patient

consent forms
– “a very unusual request”
– “The research did not directly involve clinical research in patients”

• Were trial participants aware that the data derived from
their risk was not open to scrutiny
– By authors
– By regulators

• Would they have participated had they known this?
• Did they consent to these measurements?



Can I place the raw data in public
domain?

• Refusal



Can I have the confounding
variables?

• Not supplied



AVMN VNA HIP% change CTX
% change NTX



Input (data)

Defined statistical method

Specific hypotheses

Specific outputs

Report honestly



“If they can get you
answering the wrong
questions, the answers don't
matter”

(Pynchon T, 1995 Gravity's Rainbow. ISBN
140188592)

?



• When Public relations people get involved
in science – they make things worse



Admissions

1. Authors denied access to raw data – yes
Declaration to journal false - yes

2. Graphs scaled to omit 45% of data - yes
3. No evidence for the stated plateau for NTX

change on treatment as stated - yes
4. No evidence for the stated plateau for CTX

change on treatment as stated - yes
5. “Smoothing factor” on graphs – not discussed



Official answering session
Follow the arrow to the appropriate dot
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Official answering session
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Official answering session
Follow the arrow to the appropriate dot
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Press statement





The internet will not listen
• www.scientific-misconduct.blogspot.com
• http://dcscience.net/?p=193
• http://www.6minutes.com.au/michael_blog/blog

posts.asp?postid=541
• http://www.i-sis.org.uk/Actone.php
• http://www.pharmalot.com/2007/10/boning-up-

medical-journal-bolsters-disclosure-policy/



They could
have done better








