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understanding and keeping “theenemy” close, this
may lead to anew standard of partnership that will
result in benefitsfor our patients.

Note: Dr. Hayden has no relationships with any
pharmaceutical or biomedica companies, hasreceived
no research funding from industry sources, and does
not participatein any industry sponsored speakers
bureau.

Upcoming CAL/AAEM Officers
& Board of Directors Elections
Call for Nominations

Electionsfor the Cal/AAEM officersand board will
be held this January 2003.

1) Open Positionswill include: President,
VicePresident, Secretary-Treasurer

2) An additional fivepositionsonthe CAL/
AAEM Board will bemadeavailable.

3) Submit your nomination(s) by email to
Calaaem@aaem.org

- Simply state your name, thefull name of your
nomine(s).

- Self-nominations are wel comed and encour-
aged.. We also would appreciate abrief statement
stating why you wish to nominatethe candidate.

Deadlinefor nominations: December 15, 2003

- Bdlotswill bemailedtoall CAL/AAEM mem-
bersin early January 2003. Deadlinefor ballot
returnisFebruary 1st, 2003.

- Resultswill beannounced prior to the February
2004 CAL/AAEM Board meeting a the Annual
AAEM Scientific Assembly in Miami, Florida

Assumeleadershipinyour own CAL/AAEM. Our
oatientsand cliniciansstrongly need you!

AntoineKazzi, MD, FAAEM
CAL/AAEM ExecutiveDirector

INTERACTINGWITHTHE
PHARMACEUTICAL INDUSTRY

Stephen R. Hayden, M D Associate Professor of
Clinicd Medicine, Program Director Emergency
Medicine Resdency Program, UCSD Medicd
Center San Diego, CA

Itistimeto stop hiding our headsin the sand when
it comesto interactionswith the pharmaceutical
industry! Thisisanissueof redlity, notideology. In
anideal world therewould be noindustry
sponsored research and no potential for tainted
research. Inanidea world therewould be no need
for marketing of new drugsto physiciansor tothe
public and all the savingswould be passed onto
consumers. Inanidea worldtherewould aso be
no crime, no disease (and no doctors), and nowar;
everyonewould look likethey just walked off the
set of Baywatch, and no onewould haveto work
unlessthey wantedto! Theredlity isthat thereis
not enough money inall thegovernmentsor
independent organizationsin theworld tofund the
all researchthat isnecessary, and so somefunding
must a so comefrom the pharmaceutical industry. It
isasoredlity that marketing campaignswork,
whether it beto physiciansor tothelay public. Itis
timeto stop the rhetoric about conspiracy theory
(what | sometimeshear people say would makea
good episodefor the X-Files) and get downto the
businessof creating aframework that will inevery
possiblemanner limit biasand maximize objectivity
inconducting, reporting, and using theresultsof
clinica trials. Whether asinvestigatorsor educators
inemergency medicine, interactionwiththe
pharmaceutical industry isinevitable. Rather than
attempting to naively avoidit, we can use such
interactionsto enforceethica conduct and scientific
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rigor inresearch, aswell astoteach EM residents
and studentsthe principlesof critica appraisal and
criticd thinking.

At present, morethan 70% of funding for clinicd trids
comesfromthe pharmaceutica industry.! Evenif vast
increases in government and foundation funding
sourceswerepossible, imination of industry funding
of research entirely would mean that agreat deal of
very worthy researchwould not becompleted; patients
would ultimately suffer fromlack of progressintresting
many disease conditions. Realizing that at least a
portion of funding for important research must come
from the pharmaceutical industry, the Society for
Academic Emergency Medicine (SAEM) published
aset of guiddinesin 1995%in an attempt to set ethicdl,
scientific, and profess ond sandardsfor academicEM
investigator involvementinclinicd tria ssponsored by
industry. Thiswasarational approachto theissues,
providing aframework for research that essentially
promotesunrestricted collection and interpretation of
data, open sharing of datafrom research studies, and
unrestricted publication of sponsored clinicd trials.
Theseguideineswill not eiminate potentiad influence
on research, but rather they will offer a practical
solutionthat encouragesthe highest scientificintegrity.
Inarecent article Reed and Camargo®suggest going
even further than the original guidelines and
distinguishing between industry initiated research and
investigator initiated research with industry support.
The latter would be the preferred option, when
possible, becauseit can optimizethe unrestricted use
of financial support and independence of the study
investigators. Reed and Camargo suggest the
following methods can be employed to minimize
indudtry influence:

1. Development of independent study review

panelsto assessthescientific merit of thedesignand
implementation of thestudy.

2. Creation of independent datacentersto house
study databases and an independent monitoring
committeethat will havethediscretion to continue
enrolling patientsuntil preplanned parametersare
met, or stop a study before data collection is
completefor safety reasons. Inthismanner, trials
cannot be stopped by either pharmaceutical
companiesor investigatorsif interim anaysesshow
resultsthat may not favor the specific interests of
industry or investigators.

3. Avoidingor renegatiating contractstodiminate
“gag” clausesor theability to suppressany of the
results. Furthermore, publication of al resultsmust
be guaranteed even if the results of the study are

negdive.

4. Exclusivity contractsshould beavoidedin
largemullticenter investigations(such contractswould
attempt to limit enrollment of eligible patientsinto
the sponsored study only, thereby restrict patients
from receiving benefit from other trials being
simultaneoudy conducted at that Site).

5. Emergency medicineresearchersshould be
onthegteering committeefromtheoutsetinany large

trial sponsored or initiated by industry.

6. Requireindependent IRB approval for all
cinicd trids.

7. Requirefull disclosure of funding sources
during dl phasesof the study including publication.

AsRothman® put it, “ open, rational criticismand an
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evaluation based onthe study’smeritistheonly fair
way toproceed.” Whilethe pharmaceutical industry
often getsbashed for undueinfluence, inredlity most
representativesin theindustry are concerned about
theseissuesaswell, andinfact, theindustry recently
published aset of guiddinesonthe subject.

Perhapsthe strongest argument infavor of continuing
involvement of academic researchers in industry
researchisthegrowing number of private, for profit
Contract Research Organizations (CROs), and Site
Management Organizations (SMOs). The
pharmaceutica industry isincreasingly utilizing such
entitiesinstead of academicingtitutionsinvestigators
because of |ower costsand often greater productivity
that temsfromlessredtape. Inthelast 10 yearsthe
amount of industry money going to academic medical
centersfor research hasdropped from 80% to 40%
infavor of CROsand SMOs.° Thereisgreat concern
that industry haseven greater potential toinfluence
the conduct of suchtrialsthantrialswith academic
medical centers. Academic investigators must
maintainaprominent roleinindustry researchtoensure
that clinicd trid sareconducted withthehighest degree
of scientificmerit and ethics.

Researchersin emergency medicinearenot alonein
their interactionswith the pharmaceutica industry. As
educators in emergency medicine, instead of
disappearing when drug repscomearound or barring
them from coming within 100 feet of our residents,
we can useinteractions and material s provided by
drug companiesto teach residentsand studentsthe
principlesof critical appraisa. Theissue, of course,
isoneof conflict of interest. Thedictionary defines
conflict of interest asthe circumstance of anindividua
whose persond interestsmight benefit fromhisor her
officia actionsor influence. Itiscertainly possible,

and in fact the literature supports the notion that
interactionswith pharmaceutical representativescan
influence physicianbehavior. However, | believewe
should teach our residents conflict resolution, not
complete conflict avoidance! It doesour residents
littlegood to for usto be overprotective. Someday,
they will graduate and haveto deal with promotional
materials and individuals from pharmaceutical
companiesor performindustry-sponsored research.
Arming both researchersand end usersof theresults
of clinical triaswith the skillsnecessary to separate
marketing from evidencewill alow themto makeup
their own minds, avoid potential conflict of interest,
and become educated consumers/investigators.

L et ustakeafew examplesof how to makeinteractions
or advertisementsinto teaching moments. Anyone
who has seen the back cover of the Annals of
Emergency Medicinelately will recognizethefamiliar
“Shock N Load” ad campaignfor Amiodarone; “Now
Instead of Lidocaine’. One of the ads states “29
percent more peoplein cardiac arrest reached the
hospital alivethanksto CordaronelV”. After seeing
acopy of theAnndslyingontopof onecf my resdents

mail piles, | asked her what she knew about the
ARREST Trial.” After it becameclear that shewas
only familiar with theresultsas stated in the ad, we
proceeded to briefly analyzetheorigina article. In
thisrandomized placebo controlled trid of Amiodarone
inprehospitd victimsof ventricular fibrillation (V Fb),
44% in the Amiodarone group, compared to 34%in
the placebo group madeit to hospital admissionwith
vitd 9gns. By ampledivison (44%/34%), therdaive
risk differenceis 29%; however, the absol ute risk
difference between thetwo groupsisonly 10%. Ten
victimsof prehospital V Fib arrest need to betreated
with Amiodarone compared to placebo in order for
one additional patient to be admitted to the hospital
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withvita sgns. Thisisthefirst teaching point youcan
maketo your res dents; drug company advertisements
oftenwill present resultsasardativerisk difference
instead of themoreclinically relevant absoluterisk
differencein order to maketheresultslook better. |
then asked my resident if thisresult isimportant and
shetold meyes, but not asimportant aswhether these
patientssurviveto hospitd discharge. IntheARREST
Trial, survival to hospital dischargein the placebo
group was 13.2% and in the Amiodarone group
13.4% (p=NS). Evenif thestudy waslargeenough
that thisdifferencewas statistically significant, the
absolute benefit differenceis 0.2%, which meansthat
500 victims of prehospital V Fib arrest need to be
treated with Amiodaronein order for one additional
patient to surviveto hospital discharge! Interesting
that the advertisement in the Annalsdid not present
theresultsinthismanner. Thisisessentidly thecritica
appraisal issue of choosing the right outcome to
measure and report. We then proceeded to have a
debate over whether it isbetter to first have patients
makeit to hospital admission so that they may have
some increased chance of surviving to hospital
discharge, or whether using Amiodaroneinthefield
may actually result inincreased utilization of critical
careresourcesfor no significantimprovement inthe
most important outcome. It becameobviousinthis
casethat theevidencea onedoesnot maketheclinical
decision for you; rather it must be taken in
congderation dongwith physician and patient va ues
and clinical circumstances. Thatisalot of teaching
pointsfrom one advertisement. What awonderful
learning experiencecamefrom simply using literature
supplied by apharmaceutica company toteech criticd
gopraisd skilld

Good clinical teacherslook for every opportunity to
exploit ateachingmoment. AseducatorsinEM itis

our respons bility to seek thesefor our residentsand
mode theethical and professional behavior that we
want them to develop. If our residents never have
the opportunity to seeaseasoned clinician use such
circumstancesfor teaching or modeling behavior, then
animportant facet of their educationislost. Recently,
inmy own ED, apolice and paramedicsbroughtina
combative young male who required immediate
chemical sedation in order to protect the patient and
gaff. My senior EM resdent wasbusy withacardiac
patient at that moment so | ordered the customary 5
mg intramuscular Haloperidol and 2 mg of
Lorazepam. Almost beforel hit theenter key onthe
computer, the nurses came to me and said “ Steve,
you are killing us! The Geodon drug rep isin the
nurses’ loungeright now with lunch and shetold us
that thereisan articlethat says Geodon isbetter than
Haldol for acute agitation, so we haveto givethis
patient Geodon.” My senior EM resident had just
comeup at thispoint to seewhat wasgoing onwith
thisnew patient and looked at mewith asly smile
when the nurse madethis statement.

Some educatorsin EM would say that thedrug rep
should never havebeen allowedinthe ED inthefirst
place, sothat thesekindsof situationsdo not disrupt
our clinical practice. | believe, however, that thisis
anopportunity to beseized for teaching. Rather than
going ballistic (which wasvery tempting), | camly
explained to the nursesand EM residentsin earshot
that | had just reviewed the articlethey referred to
with one of our toxicologists and that the patients
entered into the Brook study® were patientsadmitted
toapsychiatric unit. Therelevant endpointswere
measured at the end of three days of treatment, not
after thefirst dose or two, and thereforewe did not
know fromthisstudy how well Geodon compared to
traditional treatment for acute uncontrolled behavior
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in the ED. | then asked the nurses to look at the
patient wewere currently taking care of and notethat
it wastaking three police officerstorestran himwith
aspitragonhisface. | askedthenursesif hewasin
astatewherethey would be ableto do an appropriate
informed consent for aresearch study and they all

laughed. | then pointed out to them that every patient
entering into the Brook study wasin aconditionin
whichthey wereableto giveinformed consent before
recelving medications. This really made a big
impression, as| pointed out to them theresultsof the
Brook study may not apply to our patientsinthe ED.
Lastly, | informed the nurses that the study aso
excluded patients suspected of being under the
influence of dcohol or any drug of abuseand patients
who had ahistory of substanceabuseinthepast couple
of months. The nurseslaughed again and noted that
that would excludevirtually every ED patient who
requires acute chemical sedation. | told my senior
resident that thiswas anissue of applicability, and
that whilethe Geodon study wasnicely designed, the
patient popul ation wasjust too dissimilar to directly
apply the results to our patients in the ED.
Furthermore, | had no objection andin fact would be
interested in using Geodon for acutely combative
patientsin the ED, but that it had not been studied
well enoughtodate. My resident suggested that this
might make aninteresting research project. At that
point, the nursetaking care of the patient smiled and
said she had better go draw up the Haloperidol and
L orazepam so the police officers could take abreak
fromrestraining the patient. Before sheleft, shesaid
that shewould beinterested inhelping outinsucha
study, and acouple of the other nurses nodded their
headsin agreement. What aterrible shameitwould
have been to lose a teaching moment like this by
avoiding all contact with pharmaceutical

representatives.

My resident and the nursesall learned al ot that day.
It was an opportunity to model behavior skillsto my
resident in handling the nursesinthe ED, deal with
issuesof conflict of interest, and ultimately lead tothe
development of collaborative research in the ED
between our nursesand EM residents. That isalot
for afive minute teaching moment stimulated by an
encounter with apharmaceutica representative!

L ee Goldman hasbeen quoted assaying, “ companies
trand ate biol ogic advancesinto usable productsfor
patients. They doitfor aprofit motive, but they doit
and it needsto bedone.”® Thisisredlity, and instead
of avoiding al exchanges, it isup to the academic
community in EM to develop strategiesto interact
ethicaly, professionally and to promote the highest
idealsof education and scientific meritininteractions
with the pharmaceutical industry.
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