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Valproate Out of Date 

Treatment of seizure disorders 

has evolved over the last 20 

years. Carbamazepine and 

valproate (Depakene®, 

Epival®) were the two most 

commonly prescribed 

antiseizure medications (ASMs). 

Two newer ASMs, levetiracetam 

(Keppra®) and lamotrigine 

(Lamictal®), have largely 

replaced them as they are better 

tolerated, have fewer drug 

interactions, and a superior 

safety profile. Many of our LTC 

residents with a longstanding 

seizure disorder history remain 

on the older agents.  A Swedish 

study published in Neurology 

sought to quantify the risk of the 

older ASMs. 

 

The 17-year enrollment of nearly 

6,000 newly diagnosed 

epileptics (86% > 65 years) 

began in 2006. Information was 

gathered for 2-7 years or until 

patient death.  Valproate was the 

second most popular ASM until 

2008, with carbamazepine 

leading the pack until 2015.  

Levetiracetam took over the top 

position in 2015, with 

lamotrigine close behind as use 

of the older agents waned.  

 

The study compared all ASMs to 

carbamazepine to assess their 

mortality risk.  The risk of death, 

mainly due to CV disease  

(stroke, MI, heart failure) was 

34% higher in valproate users.  

Neurologic causes, primarily 

dementia, were also more 

prominent with valproate, a drug 

with known neurodegenerative 

properties.   

 

Lamotrigine fared the best in this 

study with 21% fewer deaths 

than the carbamazepine cohort.  

Levetiracetam produced a non-

significant (7%) lower death rate 

relative to carbamazepine.  This 

was a retrospective study. The 

authors tried to account for 

differences between the groups 

and acknowledged that 

documented causes of death are 

not always accurate. It seems 

clear, however, that valproate 

adds risk to our residents and the 

newer ASMs are often the more 

appropriate choice. 

 

Does Metformin Stop OA? 

Back to Sweden for another 

interesting drug review… This 

study, published in the 

December 2025 issue of 

Osteoarthritis and Cartilage, 

compared sets of twins, one of 

whom began taking metformin 

after being diagnosed with 

diabetes. The time frame was 

similar to that of the last study.  

One member of the twin 

pairing (average age 61.7) had 

a new Rx for metformin 

sometime after January 1st, 

2006, and the other did not.   

 

The study doesn’t indicate the 

proportion of identical vs 

fraternal twins, but we know it 

was comprised of a mix of 

both.  Since I love extolling the 

virtues of metformin, you’ve 

probably guessed that the 

metformin group did better.  It 

did.  The metformin prescribed 

twin was 40% less likely to 

develop osteoarthritis (OA) of 

the knees, hips, and wrists, etc.  

 

You may surmise that the 

metformin group had lower 

BMIs, as metformin can melt 

away pounds and reduce stress 

on weight-bearing joints. 

Surprisingly, the metformin 

twins had higher BMIs (26.1 

vs. 24.4). It seems metformin 

has a special quality that 

provides joint protection.  

Other studies have suggested 

that metformin can protect joint 

cartilage, reduce pain in OA of 

the knee, and modulate the 

immune system, so there may 

be something to this.  Since OA 

treatments are limited, I expect 

we’ll see more work done in 

this area. 

 

From Plastic to Sinemet  

Full disclosure.  I am green!  

Not green like Elphaba in 

Wicked, but a green recycler 

and composter (don’t ask about 

my political leanings!). Imagine 

my excitement when I read an 

article about plastic bottles 

being converted to levodopa. 

Researchers mixed E. Coli 

bacteria with a precursor of 

PET, a plastic used in bottles.  

After a series of reactions, 

levodopa was produced.  This 

could help solve our plastic 

problem while increasing the 

supply of a vital medication.   


