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Topical agents can effectively manage musculoskeletal pain, but selection can be a chal-
lenge. In part one of a two-part series, we’ll look at the condition and the treatment options. 
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T
wo popular classes of pain man-
agement treatments are applied
to the skin, but the main differ-
ences lies in what happens next:
topical analgesics exert their

analgesic activity locally and without sig-
nificant systemic absorption, while trans-
dermal analgesics require systemic absorp-
tion for clinical benefit. Although trans-
dermal treatments may allow the analgesic
to penetrate deeper, there are many situa-
tions where a topical solution could be a
safer and still very effective choice. To offer
an example of this, we will review how
topical agents can be used to manage mus-
culoskeletal pain this month and next.

Hurts to the Bone
Soft tissue injuries and osteoarthritis are
both commonly experienced muscu-
loskeletal pain states. While various sys-
temic analgesics and injection therapies
are used in this setting, this is not done
without the risk of significant side effects
especially with long-term and repeated
use. The use of topical analgesics for these
heterogeneous conditions is being studied.

The successful development of topical
analgesics for these conditions, therefore,
could be of great value and importance to
both the patient as well as the treatment
provider. There have been a number of
studies completed, usually outside of the
United States, which provide us with
whatever evidence exists for their use in a
clinical setting. So, although we may be
limited by the lack of research pertaining
to these treatments and sometimes even
their availability, we can still use this infor-
mation to treat our patients who are in
pain.

Selecting an Agent for the Mission
Several important factors in choosing an
analgesic agent include its efficacy, its side
effect profile, its ease of administration
and its cost. The ideal agent would be
effective in relieving pain and at the same
time be well tolerated, easy to use and not
too costly. It’s an unfortunate fact of our
specialty that the efficacy of many anal-
gesic agents is undermined by their side
effect profile, toxicities and drug-drug
interactions. 

In general, the risk of and severity of
significant adverse effects, as well as of
drug-drug interactions, is reduced with a
topical agent compared with a similar
agent given systemically. This benefit
alone may be of great practical value for a
patient who is also actively using systemic
medications for other medical disorders. 

For instance, consider a 73-year-old
female patient who suffers from hyperten-
sion, hyperlipidemia and diabetes melli-
tus. She now needs analgesic treatment for
his osteoarthritis (OA). She is already
using a number of medications for her dif-
ferent medical conditions and her physi-
cian is concerned about prescribing any
analgesics, including non-steroidal anti-
inflammatory medications (NSAIDs),
because of the potential to adversely affect
the other conditions. Assuming that the
patient can experience an acceptable
degree of pain relief with the use of a top-
ical analgesic in this setting, using a topi-
cal agent here may offer several advantages
over a systemic agent due to the lack of
drug-drug interactions. 

From a commercial viewpoint, there
seems to be great interest in the develop-
ment of new topical analgesics. Among

the agents being developed or being con-
sidered for development as topical anal-
gesics are NSAIDs, opioids, capsaicin,
local anesthetics, antidepressants, gluta-
mate receptor antagonists, alpha-adrener-
gic receptor agonists, adenosine, cannabi-
noids, cholinergic receptor agonists, gaba
agonists, prostanoids, bradykinin, ATP,
biogenic amines and nerve growth factor.
There have been many recent studies on
these agents, but for practical purposes few
new choices are ready to be applied in a
clinical setting. 

Hence, the physician must keep in
mind that not all topical analgesics are
commercially available agents. This often
means being aware of the differences
between the topical analgesics that are
FDA-approved and commercially avail-
able from those that may be manufactured
on an individualized basis by a specialized
compounding pharmacy. Certainly not all
topical analgesics currently in use and/or
prescribed by health care providers are
commercially available products and, for
years, many health care providers used
compounding pharmacies to obtain cus-
tom made agents through other means. 

For the sake of simplicity, we will only
review those topical agents which are com-
mercially available or for which there is
clear evidence they were manufactured in
a consistent and reliable manner. Look for
more in next month’s column. PN
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