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BACKGROUND AND AIMS Table 2. Index countries and controls for dose-related advisories
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Fig |. Selection of advisories flowchart
Advisories issued in Australia, Canada, UK or US, Jan 2009 to Dec 2015 Fig 3. Actual versus predicted percentage change in the number of defined daily doses
per 100,000 population in the 11 months following dose-related drug safety advisories,

! Excluded: ® Drug-druginteractions in comparison to controls without an advisory.

e \accines Percentage change Percentage change
. 0 0
e OTCin>=1coun try SItudy' or Euhgrqup . Percentage change SE Weight IV, Random, 95% CI I, Hand_lir_n, 95% CI
citalopram-cardiac arrbythimias -0.898 122 2581% -0.99 [-3.38, 1.40]
e Co-intervention within 6 months fluconazole-congenital anomaly -8.86 205 24.8% -0.86 [-12.88, -4.84] ——
. . bredroenyzine-cardiac arrhyvthimias 1584 1.7 290% -15984 1917, -12.481] ——
e Drugclass or multiple drug advisory zolpider-cognitive impairment 1777 11 2651%  17.77 [15.61,19.93] - -
\ 4
. . N Total (95% CI) 100.0% -1.93[-17.10, 13.23] —el
e Alert or Direct Health Professional Communication Heterageneity Tau®= 236 96: Chi*= 34726, df= 3 (P < 0.00001): |* = 99% | | | ,
. . . ' h . _ R ' o -50 -28 0 25 a0
e Must have been on market 2 years prior and 1 year post index advisory Test for overall effect Z= 0.25 (P = 0.20) Decling in drug use Increase in drug use

e Drug frequently used and had stable use in a 2-year pre-advisory period
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e 24 advisories, including 23 for drugs with highest use and 1 to increase the number CO N C LU S I O N S
of advisories for newer drugs (on market <6 years prior to advisory)

* The association between regulatory drug safety advisories and changes in drug utilization

was highly variable, and the average change in drug use was small.
RESULTS * If the goal of regulatory drug safety advisories is to influence prescribing to minimize drug

narms, current risk communication strategies will likely need to be enhanced.

* 24 advisories met the inclusion criteria, including 20 advisories without dose-related advice
(Table 1) and 4 dose-related advisories (Table 2) * It would be valuable to better understand the factors which contribute to changes in drug

utilization following drug safety advisories

* Adpvisories without dose-related advice were associated with a decline of -5.84% (-10.94, -0.74)
in prescriptions per 100,000 population (Fig 2). Dose-related advisories were not associated

with a change in defined daily doses per 100,000 population (Fig 3
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