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Methylphenidate (Ritalin#) is the prescription drug of choice for several behavioral disorders, principally
attention deficit disorder syndromes. However, its mgor drawback isits side effect profile related to effects on
the heart, principally arrhythmia and associated disorders. The amphetamine like structure of methyl phenidate
may have a stimulatory effect on the heart, which may be the cause of these side effects. A neonatal rat myocyte
preparation, which is a culture of smooth muscle cardiac cells, was used to study the effects of the drug directly
on the heart muscle. These cells are known to maintain a complete metabolism equivalent to intact smooth
cardiac muscle cells, and are known to have intact neuromuscular junction receptors. This cell preparation beats
spontaneously and this function can be observed under a microscope (200X). Seria dilutions of

methyl phenidate, along with two neurotransmitter controls (acetyl choline and norepinephrine) were investigated
for their effect on myocytes. Norepinephrine (10mM) demonstrated an immediate and significant stimulatory
effect (+140%) on the cells. Methylphenidate (.19mM) had a stimulatory effect at 25 min (+45%), but onset
was delayed until 10 min. This experiment demonstrates that both norepinephrine and methyl phenidate have a
stimulatory effect on smooth cardiac muscle cells, but the mode of action is different. Norepinephrine is known
to have a direct interaction with neuromuscular receptors. The delay in response with methyl phenidate suggests
adirect effect on the receptor inside the cell. Cocaine also has an amphetamine-like structure, which may
suggest similar mode of action and its long-term consequences: a direct effect on cellular proteins.

Summary Statement (in one sentence, state what your project is about.)
The effects of the drug Ritalin on cells from the heart.
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Miljanich supervised the procedure, Maile Skomp prepared the culture, project done at Elan
Pharmaceuticalsin Menlo Park

Ap2/01



