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Is Age 50 Really
“the New 40”?

T
here was a time, not that long ago, when reaching
the milestone of age 40 was looked on with a twinge
of regret, as it signified the passing of “youth.” By
that age, it was expected that all the major milestones
of one’s life (career, marriage, family) were to have

been achieved, and one was to be settling in to a quieter, more
sedate and less productive phase of life. Of course, then the
baby boomers came along and pushed back the boundaries of what was consid-
ered “old.” As medical advances and healthier lifestyles have extended life ex-
pectancy, so too have the touchstones migrated outward.

Today, fortysomethings embrace their pursuits with the same joie de vivre as
those half their age. So perhaps it should come as no surprise that levodopa looks
hale and hearty at age 40. As discussed in this month’s cover story, we mark the
40th anniversary of the landmark Cotzias paper that ushered in the era of symp-
tomatic treatment of Parkinson’s disease. Four decades later, l-dopa remains the
cornerstone of PD therapy. Should this longevity be considered a testament to
its efficacy, or an indictment of the R&D world for failing to supplant levodopa
after all these years? 

The regimen has been refined quite a bit over its lifespan, but levodopa’s
shortcomings are still readily apparent. Dyskinesias and erratic fluctuations
between “on” and “off” periods occur in 30 to 40 percent of patients, and clin-
ical response tends to diminish with long-term use. The debate over early vs. late
use of l-dopa remains unresolved, as does the one over its effect on pathophysi-
ology. Ironically, levodopa has been both accused of toxicity and proclaimed to
be neuroprotective over the years. Neither claim has been all that compelling. 

Simultaneous administration of carbidopa and a COMT inhibitor have
extended its clinical career, but there will inevitably come a point in the drug’s
middle-age when one has to wonder: has it peaked? In recent years, dopamine
agonists and deep brain stimulation have greatly enhanced clinicians’ abilities to
manage the motor symptoms of PD. Though neither have replaced l-dopa, they
have managed to steal some of the limelight. But effective long-term sympto-
matic management remains elusive.

If it’s true that “50 is the new 40,” will the same apply to levodopa as well?
My guess is that within the next 10 years, the therapy will really start to show its
age, and its position will be challenged by younger upstarts. Do you agree? We’d
love to hear your perspective on the clinical relevance of levodopa and its
prospects for the future. If you care to comment, please send your thoughts to
letters@practicalneurology.com.

Millions of Parkinson’s patients owe a debt to levodopa’s developers for post-
poning PD’s devastating endgame. It’s also comforting to note that in 1932,
when Walter Pitkin’s book Life Begins at Forty was published, the life expectan-
cy in the US was 62.1 years. Today, it’s 77.9. Drug development has been a big
part of what has allowed us to add 15 years to that estimate. But in so doing, it
has highlighted the need for better efforts directed at improving the quality, not
just the quantity, of the life we experience when youth has finally abated. PN


