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INTRODUCTION & BACKGROUND

Tramadol is a synthetic centrally-acting opioid medication that is recommended
for the treatment of mild-moderate pain'. Two distinct mechanisms contribute
to tramadol’s analgesic activity?. First, tramadol, and to a greater extent it’s O-
desmethyltramadol (M1) metabolite, bind to the mu-opioid receptor. Secondly,
tramadol augments serotonergic and noradrenergic signaling through reuptake
inhibition, mitigating pain signaling in the central nervous system.

Tramadol was first approved in Canada in 2005, and at the time was lauded as
having a higher safety profile and lower abuse potential than other opioids.
Subsequently, tramadol has been associated with serotonin syndrome, seizures,

and hypoglycemia3*. As well, evidence of tramadol abuse and misuse is
increasing. In Canada, tramadol remains as a Schedule | medication, with no

excess regulations or monitoring.

STUDY OBJECTIVE & RATIONALE

Describe the incidences of intentional tramadol exposures for which the Ontario
Poison Centre was consulted between 2011 and 2013, and to trend this
information over time. We will compare this to the standard units sold for
tramadol during this time period.

Completion of this study might provide evidence of the misuse of tramadol, and

lead to it’s being placed on a restricted schedule.

METHODS

This is a retrospective observational study design.

The Ontario Poison Centre (OPC) is a real time toxicology consultation service
available to the public and health care professionals in Ontario and Manitoba.

Consultation requests received by the OPC for the years 2011-2013 were screened
to identify intentional human exposures to tramadol-containing products. For
each exposure, the reason for the exposure (suicidal, misuse, abuse), hospital flow
(treated and released, admitted to psychiatry or a non critical care or a critical
care facility), and the outcome of the exposure was documented. Consultation
requests that were identified as follow-up calls were excluded, as were tramadol
exposures that were unintentional, malicious, or due to tampering.

Data on the number of tramadol tablets sold annually in Canada was obtained
from the company IMS Health Government Solutions’ database, IMS MIDAS.

Table 1: Results

\\
TRENDS IN TRAMADOL USE AND ABUSE REPORTED \
TO THE ONTARIO POISON CENTRE

Tramadol | % suicide | % abuse | % misuse , ]
Total Total % intentional
_ calls as a % | exposures | exposures | exposures
Human |Intentional unknown exposures
Year of Total of total of total of total
exposure | Tramadol of total tramadol
human tramadol | tramadol | tramadol
calls Exposures exposures
exposures | exposures | exposures | exposures
2011 52 184 63 0.13 76.5 11.5 3.8 5.9
2012 55131 /1 0.13 35.9 4.9 7.0 2.8
2013 58 712 75 0.13 74.7 12.5 3.0 3.0

Figure 1: Standard units sold and tramadol exposure calls by year
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RESULTS

Calls to the OPC increased annually from 52,184 in 2011 to 58,712 in 2013 (Table 1).
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During that time period, the number of calls for intentional tramadol exposures
increased from 68 to 75, but remained at a constant 0.13% of all human exposure

calls (Table 1, Figure 1). Suspected suicide was the major reason for calls regarding
tramadol exposures (76%, 86%, and 75% for 2011, 2012, and 2013

v). The percentage of calls relating to abuse and misuse varied.
Tramadol exposures related to suspected suicide were also associated with more
serious clinical effects (critical care admissions, death).

Intentiona
respective

Importantly, the number of prescriptions increased yearly during this time as
reflected by an increase in the number of standard dose units sold per 100,000
population by 12% in 2012, and 16% in 2013 (Figure 1).
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DISCUSSION

Tramadol is a relatively new analgesic agent, available in the Canadian
market only since 2005. Tramadol has lower mu receptor activity than
potent opioids like oxycodone, however several jurisdictions have
demonstrated tramadol abuse and misuse amongst their populations>°.
Consequently, in August 2014, tramadol was moved to a Schedule IV
medication under the US Controlled substances act. The United Kingdom
and Australia have similarly restricted tramadol. Tramadol remains as a
Schedule | medication in Canada, available without any special restrictions.

Using the OPC consultation data, we have shown that the number of calls
for intentional tramadol exposures increased over a three year period, in
line with an increase in the number of standard units sold. While most of
these calls were related to suicide, the percentage of calls associated with
abuse and misuse was between 5% and 12%.

CONCLUSION

The OPC experienced an increase in the number of calls relating to
intentional tramadol exposures from 2011-2013. Given the increasing

number of standard units sold, data regarding its use and abuse should be
closely monitored, as it is not scheduled.
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