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All models are wrong — but some are useful
- G. E. P. Box
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How useful is this?
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Growth retarded with
poliovirus vaccine
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Growth retarded with
poliovirus vaccine
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‘De-confounded’ pattern
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Alopecia with fluoxetine
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Alopecia with fluoxetine
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Alopecia with fluoxetine
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‘But one’ pattern
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Rhabdomyolysis with venlafaxine




” Paons

Rhabdomyolysis with venlafaxine
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Rhabdomyolysis
A

Masking

<— Expected
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Rhabdomyolysis

Masking

Statins

«— With statins

<— Without statins
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Statins and rhabdomyolysis

25 drugs most influential
on ‘'rhabdomyolysis’

Caster et al.
20009.
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Statins and rhabdomyolysis

25 drugs most influential

25 drugs most influential
on 'diarrhoea’

25 drugs most influential
on 'impotence’ on ‘'rhabdomyolysis’

.0..0..’....0.....00..... |

.00.00.0............
[ ]

0% 5% 10% 15% 20%
Relative reduction in P(ADR)

10% 20% 30% 40% 50% 0% 10% 20% 30% 40% 50%
Relative reduction in P(ADR)

Relative reduction in P(ADR)

o
=



N
PROTECT
Acute renal failure with
Hydrochlorothiazide/Telmisartan

Hill et al.
20009.

Highlighted by the first PT in 2nd quarter 2008

Hydrochlorothiazide/Telmisartan - MD_PT Renal failure Hydrochlorothiazide/Telmisartan - MD_PT Renal failure acute
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Acute renal failure with
Hydrochlorothiazide/Telmisartan

Highlighted by the HLT in 2"d quarter 2006

2005
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Peripheral neuropathy with efalizumab

Highlighted by two PTs in 4th quarter 2008

Efalizumab - MD_PT Demyelinating polyneuropathy Efalizumab - MD_PT Guillain-Barre syndrome
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Peripheral neuropathy with efalizumab

Not highlighted by the HLT at all
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Peripheral neuropathy with efalizumab

High expected count for HLT due to another PT
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Face pain with epinephrine
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Face pain with epinephrine
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Extreme duplication

Hauben et al.
Drug Safety, 2007.

CORRESPONDENCE

‘Extreme Duplication’ in
the US FDA Adverse
Events Reporting
System Database

We recently encountered an exanple of extreme
duplication n the publicly released version of the

US FDA Adverse Events Reporting System (AERS)
database, which is available through the Freedom of

Sttty 0500 (9561554
(115516830 8T 35

©2007 A0S LMD NGATOINEn V. Bl QAT resened,

reported. After review of the case detall fields in the
wendor’s programme, we conzhided that the cases
were all licates of the same incident and the
example of extreme duplication,
pregentatlve case narrative, there

"For the year 2005, there were 66
cases in total reporting aortic
dissection, of which 20 were
reported with the drug of interest.

n

s and proce-

dur? data-mining
softw

In th was randomly
selected as 5 reporting the
selected dru ugh the fowth
quarter of 200 nt terms for that

louration where
the vendor via
tien procedurss.
especlally strong

duplicate reports wi
the aferementioned d
Data-mining results nd
SDR for the event ‘aortic jon”, prompting 1us
to further consider this findi or the year 2003,
there were 66 cases in total repMting aortic disses-
tion, of which 20 were reported with the drug of
mierest, All 20 cases reported the same event date,
the same 11 suspect medications, the same outeome
and the same gender. In all 20 cases, ‘age’ was not

mg dunlirate cases; we chol
hnd came up with the
en a similar query (thel
section in the WHO diet
O term “aneurysm’ was usi
igibase (the database of th
for International Df
finational safety d

tified. We suspent.
ation, these repo:

regulatery andfor

el "The cases were
o all duplicates”

ing from different SomTTes T TeamT T
Eesionals, pharmaceutical companies and consum-
ers having provided separats case reports related to
the same incident) and failure to link these cases,
and (11) faihwe 1o link up follow-up case reports to
earlier records,

We believe that two clreumstancss most proba
bly aceounted for our observed extrerme duplication.
First, thls Incident was recelved by one pharmaceu-
tical company and forwarded to other pharmaceuti-
cal companies that mamufactured the co-suspect and
cencomitant medirations or was received by aregu-
latory agency frem a manufactrer and then for-
warded by the regulatory agency to other manufar-
turers.

In the US, healtheare profeasionals and consum-
ers eanvoluntarily report adverse events to the FD A,
Adwerse events are also reported to pharmaceutical
manufacturers; however, the manufacturer has a
statutory obligation to forward the adverse event to
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Drug interactions
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1+1=3?
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Interaction compared to what?

—-X2X3

T = :I X2 -
o i - =
No drug Drug A Drug B A and B A and B
additive muilt.




PROTECT

Disproportionality analysis is
a good servant

but a terrible master!

Watc&w step!
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