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S0, what’s the big deal?

We all have an idea of what it is
We’' ve heard 1t ment |

We’' ve seen and signe
disclosure forms prior to a trial starting
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As recently as July,
the BMJ (2009; 339)
reported that a top
UCLA surgeon was
demoted after failing
to disclose his
conflicts of interest
with the medical
company whose
products he was
researching.
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Definition
Why is it so important in clinical trials?
The various types of conflict

A case study
How to deal with potential conflicts



So, what exactly is a conflict of
interest?

A Conflict of Interest occurs in a situation
in which professional judgement regarding
a primary interest may be unduly
influenced by a secondary interest

Potential conflicts of interest exist in every
walk of life...Judges, government officials,
attorneys, accountants, students






SAGCP (2006) definition

“1 nt eindudes, "but is not limited to, any
consultancy, paid or unpaid, any research grant
from which the member benefits (directly or
indirectly), or any equity holding or any
executive or non-executive directorship or any
other payment or benefit in kind

If an interest becomes apparent, the member
must disclose the nature of that interest and
Committee is to decide whether to preclude that
member from attending the proceedings



SAGCP (2006) stipulates

Institutions including organisations sponsored to
conduct clinical trials and research ethics
committees must have clearly formulated
policies

Principal investigators have an obligation to
disclose any conflict of interest which has a
potential to influence the trial and its conduct

Also mention transparency to prevent
publication bias. SANCTR.



Conflicts of interest in the
clinical trial industry:
Conflicting roles

Clinical practitioner:

The primary obligation
of doctors is towards
their patients

Research scientist:

The primary
obligation of
Investigators is
scientific knowledge




Conflicts of interest in the
clinical trial industry

In research involving patients, the
research interests, although often in
concordance with p at i anbtetestss are
secondary to patient care and may conflict
with it

Participants in clinical trials accept risks
primarily to advance scientific knowledge



Conflicts of interest in the
clinical trial industry

“..Investigators are always in positions
of potential conflict by virtue of their
concern with the pursuit of knowledge
as well as the welfare of the human
subjects of theirr e sear c h”

(National Commission for the Protection
of Human Subjects of Biomedical and
Behavioral Research 1978)



Conflicts of interest in the
clinical trial industry

Scientific research involves new
intervention of unknown risk and benefit

Clinical practice involves intervention of
known risk and benefit

Yet, clinical practice is built on the
knowledge gained through scientific
research



Conflicts of interest in the
clinical trial industry

In clinical trials, investigators make
many judgements that may affect the
safety of the subjects and the results of
the trial, including whether a person is
eligible to participate, whether a
participant should receive a modified
dose of study drug, whether an AE has
occurred, whether that AE is related to
study drug...




Types of conflict

Financial gain
m"“" The scilence

t hhe rush f or
(unknown).

= Donation versus bribe

Less overt:

= Professional advancement,
personal prestige

s Desire to make scientific
br eakt hPublishgoh ,
peri sh”

Individual vs institution




Dr Con Flict :
A case study




Dr Con Flict: A case in point

Dr Con Flict, a cardiologist in private
practice, recently submitted a clinical
trial proposal to a University Research
Ethics Committee

The study was a phase Ib (safety
bridging trial), single-centre, double-
blind, placebo-controlled, randomised,
dose-escalation study



Dr Con Flict: A case in point

The primary objective was to assess the
pharmacodynamic effect of a single dose of
Wonder drug on clotting profile of subjects on
stable anti-coagulation treatment

Additional objectives were to assess safety and
tolerability of the drug; profile plasma Xa
activity and plasma anticoagulation
concentrations

Study duration was 18 days
Planned to randomise 40 patients




Dr Con Flict: A case in point

Dr Con Flict was principal investigator, situated
in a private hospital, his was the only site
participating

T

A
|

nere were no other sub-investigators

appointed and only two SSC

| patients were to be drawn from the
nvest ownagradaiige patient pool

Patients would spend 84 hours in hospital and
all dosing would occur over the weekend



Dr Con Flict: A case in point

After dosing visit, there would be two
further visits. Patients were to receive
R3 500 for their participation, an amount
to cover incidental expenses incurred
during the trial

There were to be no medical benefits to
the patients and risks included bruising
from phlebotomy, bleeding, nosebleeds
and allergic reaction to drug



Dr Con Flict: A case in point

In addition to Dr Flict being the sole
investigator, the sponsor was providing R50
000 to enable the site to set up its own
laboratory, specifically equipped to perform
the PK and pharmacodynamic analyses
required by the protocol

These analyses were to be conducted by site
employed lab technologists

Results of these lab analyses would provide
the outcome measures for the trial (clotting
profile, plasma anti-factor Xa activity and
plasma warfarin concentration)



Dr Con Flict: A case in point

Dr Con Flict was also a member of the
DSMB for this trial and a previous trial
involving the same agent



The proposed budget

Item Units Cost per Total (ZAR)
unit

Hospitalisation {40 4 500 180 000
Pharmacists Per w/e |1 000 10 000
Pt expenses 40 3 500 140 000
Administration 280 000
Lab tests 40 950 000
Technologists 90 000
Lab equip 50 000
Consumables 35 000
TOTAL 1 735 000
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The potential threat

Conflicts of interest become detrimental
when the potential rewards, financial or
otherwise, cause deviation from absolute
objectivity in the design, objectivity, and
publication of research activities



The threat permeates

Potential is there in every step of the research
process:

Which trials are funded?

How are trials designed?

How are patients enrolled onto trials?

Who analyses the data?

Are the results published?

Evidence based medicine, disease mongering



The potential consequences

Risk damaging the trust between doctor and
patient

Scientific misconduct

Erode societal trust in research, r e sear c
integrity

Subjects enrolled in trials may become a

means to an end, resulting in an abuse of
pat i welfare ’

Medical research may not result in clinical
advances that benefit patients



Wherein lies the danger?

There IS glelugligle
inherently unethical in
finding oneself in a
potential conflict of
interest

Conflicts of interest are
virtually ubiquitous in
drug trials

Yet i t thesweight they

carry in decision making
that is the issue




For example:

Smoking is a risk factor for CAD
Not everyone who smokes has CAD
Not everyone with CAD smokes

But, people who smoke have a greater chance
of having CAD...

Similarly, not all conflict of interest situations
result in misconduct, but these situations may
increase the risk of misconduct



Asking the right questions...

Does one recognise that there is a
conflict of interest?

How does one deal with it?




Recognising the conflict

Reliance on individual integrity , good
character B 3

Veracity

Transparency




(1) Disclosure

Disclosure is the golden rule in conflict of
interest

“ T hright to search for truth implies also

a duty: one must not conceal any part of
what one has recognised to be t r u e
(Albert Einstein)

“ Wo ull feel comfortable if patients and
colleagues found out about my interest in
thsmatter ?°7



Disclosure

The FDA requires Errrimmmm
Repraduction rights obtainable fro r‘rr_..--"-_'--_—
F------.- -

P

disclosure of amounts S s
of $25 000 beyond
the cost of research
and equity interests
valued at more than
$50 000 in sponsor
companies e ey N

1 . stock in the company whose drug I'm prescribing."
Disclosure in the ICF




ACRP

Code of Ethics (2001):” A v cconflicts of
interest in their own affairs and make full
disclosure in advance of undertaking any

matter that may be perceived as a conflict
ofi nt er est?”



Disclosure example

Equity interest: you, spouse or dependents

Compensation: “ D oyou have a financial
agreement whereby the value of the
compensation could be influenced by the
outcomeofthest udy ?"”

Proprietal interest: “..do you have a proprietal
interest inthetestpr oduct 2?27

Significant payments of other sorts:
“..Includes research grants, compensation in
the form of equipment, gifts, consultation fees
orhonor.ari a”




(2) IRB role in review

Independent Research Ethics Boards
have a mandate to determine (among
other things) whether conflicts of
interest are affecting the proper conduct
of clinical trials




(3) Regulatory Agency
(EMEA)

Level A: Low risk

= May participate in all EMEA activities

Level B: Medium risk

= Participation depends on their role and input
Level C: High risk

= May not act as an expert in that particular
case



(4) Organisational process

Research organisations have the ultimate
responsibility for assuring that conflicts of
interest are assessed and managed

Independent, chartered, auditable conflict
of interest body charged with determining
the degree and extent of financial conflict
of interest

Forward that information to IRB



Conclusion

Clinical trial industry: y—

clinical practitioner ki
versus research i 48
scientist

Conflicts of interest
are ubiquitous in this
industry

Recognising the
conflict

"The police called, we're taking you out of the

Rel |a Nce on personal clinical frial and putting you in a criminal trial."
integrity




