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Beware of how side effects are masked

Not all healthcare professionals are as informed about side effects as they could be. At a conference on adverse psychiatric reactions the underlying

message was that greater awareness, in both healthcare professionals and patients, about drug side effects is needed. Lin-Nam Wang reports

linical trials can be rigged to make a
drug look good i terms of efficacy but
alsoy o sk side effeors or exaggente
the side effects of 4 compening drog. smd Ben
Galdacre, author of The Guandians ' Bad se1-
ence’ column. For instance, in 4 comparison
of two drogs, a competng drug may be ad-
ministered 10 such a way that it 15 more ikely
to give side effects than the trial drug, for ex-
ample, mving 2 drug mervenously instead of
orally or increasing the dose of the compet-
ing drug rapidly and the test drug slowly,
Practices used to hide side effects or to
distort the picture include giving the com-
penitor drag at unusually high doses. This en-
sures. that the west drog wall have fewer side
effects than s comparator, Another “mrick™ is
o b careful how side effece are asked abont.
For example, reports of sexval side effects
with selective serotonin reuptake inhibivors
have varied from 2 per cent to' 73 per cent,
depending on how people are questioned, Dr
Guoldacre explained.
Then there is the ssue of whom drogs are
studied in, he added. [Drugs tend o be stud-

Ben Goldacre: ways to bury bad data

ied in Yclean eases” (eg, young healthy people
with one medical problem) but presenbang 15
mamnly o older people, who are more likely
to experience side effects

lgnoring drop outs from wrials and trun-
cating the trial duration (because side effects
have started to emerge) are other ways of ma-
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nipulating results. It i3 important that people
repister trials betore they are started to sy ex-
actly whar they are going w do, but getting
people to do this is *phenomenally diffieulc™,
he said.

Other ways to “bury bad data™ include:

Mot vo show it on a graph

Mot to publish it

Burying it in more dita or only menton-
g 1t quietly

Burying inicial bad results in later good
results and pretending it 5 2 multcentre
trial
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However, Ir Goldacre acknowledged thar
it i nor alwavs a case of black and white
mendacity, Leaving resules Linguishing in o
drawer because of other work commitments
or because the drug gers dropped can: also
mean that side effects are not known about
until there have been fatalities.

Adverse effects of drugs used in anaesthesia

There have been significant developments in
'I'l.ll'.‘r]ll‘i;:.'l'lll.! .Id\'\'.‘l'.'\-f.‘ reactions to -|-|'|-||.-'5rt:|’-'-'[|-L'\.
Anita Holderoft, emerims professor of anags-
thesia, Imperial College London, reported.
The availability of online information on
acdverse events has ako improved, with the
Roval College of Amiestheusts developing a
series of patient information  leafles. For
example, “Confusion after -1|rl,:n_'r}'” fFives in-
formation about the 1-rl.'\|ll:1|:1n":' of oS-
operative cognitive dystfunction (POCI),
possible causes and how panents can avoid at,
Symproms of POCTY svary, but include loss of

memory, difhculty i concentranng, reversal
of day and night sleep patterns, emotioml
changes (eg. anmxiety), behavicural changes
(e, Aperession) paranoia and hallocmations.
(The leaflet 15 avalable at wwworcoaac.ak.)
The faet thae the Medicines and
Hlealthcare products Regulatory Agency
(MHEA) now allows patients to report on
cards 15 another step forward.
Moreover, the MHILA s made addinonal
dara available ro D Holdermofts research team,
which means that s has been able o produce
analyses of hazard signs for pain-relieving
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drugs used during anaesthesia, It has been
shown that fentanyl and nalbophine have par-
ticular hazands for psychiatric adverse drug
reports, she said. However, limititions in data
collected on yellow cards mean thar furcher
research s needed to verify these signals, she
added

Another limitagon m the entficinon of
the causal agent of a psychiatric side effecr 1s
the variety of drugs given during anaesthesia
These include prophylactic antbiotics and Dir
Haolderoft drew attention to. case reports of
acute psvchosis caused by antibacterials.

Are changes to prescriber education needed?

“Education is clearly a very important aspect
of [prescribing and preventing adverse drug
r1:::-L't1|'-1|.l.|.'I satd Simon Maxwell, senior lec-
turer in clinical pharmacology, University of
Edinburgh, Dr Maxwell described the pre-
seribing activity .of a British doctor as 30 o
40 prescnipunons a day when first i]ll:t:!‘ﬁt‘il,
and dropping as the doctor becomes senior
and hands the activity to juniors,

Challenges in the field of preseribing are
more drugs, more patients (especially sulnera-
ble ones — older |1.|li1:|1l~. are o prone w
nearopsychiatric  effects) and niore compli-
cated drug regimens, he said. S0 its nor sur-

644 The Prarmaceutical lournad (Vol 281)

prising that if you look into the literanire, its
not difficult o find stdies showing drug er-
rors. he added. Drugs do not respect system
boundaries. For example; an expert in cardiol-
opy may be keen to rell students the benefis
of a drug to the heart, bur may not be so good
a l..'I'l."l.IHIIF'IF s {'Elll.lrL'I .Il 1."']"..'(."[\. h'i." ‘n-l'li.!-

r Maewell said that it 35 difhcult o iy
whether there i any rexson (or concern
about prescribing education bur recom-
mended thar there should be an asessment
Built into the final examinanon structare and
that doctors are sipned off a8 competent. He
noted the scaon of the medical dircctor of an
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MHS Trust in the north of England in 20046,
whao withdrew the prescribing rights of all
new doctors undl they had been retramed
Dr Maxwell also acknowledged that clini-
cal pharmacists probably prevent a number of
prescribing problems.
. The annual conference of Adverse
Psychiatric Reactions Information Link
(APRIL) tock place in London on
6 Movembar. APRIL is a chanily founded by
Millie Kieve, who believes that the death of
Iner daughter was caused by psychiatric
ativerse drug reactions
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Yellow card system
far from perfect

The yellow cand system 1s not reaching enough
people, said MNigel Meadows. coroner for the
City of Manchester. He has invesngared over
30,000 deaths, several hundred of which, par-
ticulardy self-harm cases, have been linked o
drugs, For example, vou can weave a contribu-
ton from an SSI antidepressant o a death
within findings of fact even iFvou cannot nat
find catsal  connecton,
However, the standard of proof in suicide cases
is high, Mr Meadows believes that, in the past
twio vears he has had before him 25-30 deaths
with some link oo drog bot there has not
been evidence or expert Witnesses 1o pursue
this, It 15 currently estmated thar 150,000
deaths each vear in England and Waled are
wrongly certified by doctors. " [Fdoctors - are
not able to accurately estimate the [medical]
case of death of people they see, what chanee
do they have [with] potential adverse reac-
tions,” he asked.

Andrew Hersheimer, former editor of the
Dy and Therapeatics. Bulletin, commented that
confidennality presents a barrer 1o gemng de
ks of what has happened. One way of getting
aroukd ths 15 for anyone reporting an adverse
effeet on a yellow card o 'be given the oppor-
tuinity to oy whether he or she would be will-
ing 1o mive further deeails if asked, he supggested.

a direct he said.
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Put little weight on evidence
showing that there are no risks

David Healy: healthcare professionals
should hold meetings on side effects of
medicines

|ay spaakers included that:

Views from lay delegates and lay speakers

There was a strong presence of patients, carers and relatives at the conference. Views of lay delegates and

B Patients and carers shoubd be made aware of the availabity of genotype tests fo indicate the suitability
of antidepressant or antipsychotic drugs in order to get the drug right first time

A person who has recently had an anaesthetic and is displaying signs of depression, confusion or
irrational behaviour should be sean by a doctor straight avway and should be carefully monitored

To “come off” benzodiazepines, patients need to be fully armed with knowledge and supported

The British National Farmulary shouldhave a listof drugs that cause psychiairic effects, just asithas a
list of drugs that should not be used in renal impairment
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“We track the fate of parcels put in the post
100 times more .||,'..'I,|I._|[¢!"_\' than we mack the
extent to which our medicines may be caus-
iz injuries,” said Trnad Hlealy, pnrr;'.'xxur of
psvehiatry at Cardiff Universiey

He deseribed the evens leading o the as
soctation of suicidal behaviour with fluoxe-
ting in adules beng acknowledged and the
difficulties Pratients faced because the scien-
tific evidence of sutcidal ideaton was not
mnrde available.

Professor Healy smd thar af 2 panent, re-
ported the experience to his or her doctor,
becanse the evidence said there was no asso-=
claton with increased suicidal behaviour, the
doctor would be likely to trear the report as
an anecdote: "their conclusion will £ FalnsL
vour experience because [that] 15 consistent
with scientific evidence.”

Because the science pointed the other way,
when a string of people presented such sde
effecs o the US Food and Drug administra-
tion, action was not taken, he explamed.

In addicon, because there was |'-'.|l151'~||l.1i
evidence indicating that the inereased risk
might be due to the condition iself rather
than the trearment doctors would ell panents
this.

Profesor. Healy went on to explan how
significant data had been first concealed
through the
Furthermore, although tmal resuls were pub-
lished in the BMJ, which is read by 100,40
doctors, no one pointed out that there was an
increased risk, he sad

His advice to preseribers is wo trust the pa-
nent in front of them. *IF they sav they feel
strange and abnormal. take note, even though
the evidence: says there 15 ne link, . . . You
should put liede weight on evidence thae says

manipulanon of  Ogores.

there are no risks,” he said.
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Timing and submission The Pharmaceiiical fotrnal weltames submissions
about mestings-and conferences, Please contact the editorial department before
sendding in a report, daally before the meeting lakes place, 1o check that it is nak
already being coverad and to discuss the lengthof e report. Photographs are
also welcome, provided they are of publishable standard.

Reports shauld ha santin by e-mail, If the meatingis newswarthy, the repor
should be sentin by the Tuesday immediately after it takes place to ensure
immediate publication. All reparts should be sent within two weehks of the
meeting {0 puaranies publication within a month of the meeting. Reparts
submiitted fater than this will not abways be published in full in The fowmal It
may be necessary fo publish an abbreviated version in print and post the full
repart on P/ Oiing (wweaw:plonline. com)

How to prepara a report Readers naed to be encouraged to read reports, so
<hart the report with the most interesting iam, not with detaiis ofwhat, where
ani when the meeting occurred,

Concentrate throughout the repart on the most neveswarkhy contributions fo
a maeting suth as valuable information that has not already been publicssed or
stranghy worded opinions voiced by influential speakers. Reports that repeat
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wihatreaders already know or cover old isswes will not ba mteresting. Wire
about what peaple actually said rather than what they talked about. Ask
spaakers for copies of their talks or notes. Da not Submit reparts that are just
lists of speakers' topics; ihey are of no valuetothe reader Instead of writing
*Professor Plum gave 2 fascinating account of continuing professional
development,” readers will want fo know exactly what Prafessar Plum said that
Was 50 fascinating. )

Do ot give every speaker an eqial numbesof wonds, With the exception of
keynote speakers if someone says nothing of interest, then do not reportit,
howevar well-known the person. If the keimate spaaker sgys nothing of interest.
consider how valuable a meeting repard will be.

Advice for photographers The fourmal is unlikely b publish more than twa or
three photographs from most mestings, 501115 bast to concentrate an the main
speakars, Theideal time to fake photographs is at the beginming of each
address, while the speaker is'still involved in introductions and is |ikaky to bs
hooking out at the audience rathar than staning down into his or her notes. Take
several shots of each speaker and zlways aim to be as chise as possible to e
padium, even if it means obstructing the view of the audience for 2 short time.
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