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LETTER TO THE EDITOR

Xanomeline and Trospium: Potential substitute for conventional

antipsychotics

Nashit Irfan Aziz, Nida Rahman Khan, Muhammad Yusuf Hafiz

Dear Madam, Schizophrenia is a chronic mental illness with
a global prevalence of 24 million people.’ With paucity of
researches mounting the exact prevalence of
schizophrenia in Pakistan, the treatment of this illness
becomes even harder to combat. This condition is typically
managed with antipsychotics, which work by blocking the
D2 dopamine receptors but recent advances in research
also suggest that the muscarinic cholinergic system is also
involved in its pathophysiology.2 The drug Xanomeline is
an oral muscarinic cholinergic receptor agonist that
activates M1 and M4 receptors. Xanomeline however
causes side effects like vomiting, nausea, diarrhoea,
sweating and hypersalivation. To bypass these effects,
Trospium was added, which acts by blocking peripheral
muscarinic cholinergic receptors.34 To observe the
reduction of psychosis in schizophrenics, a double-blinded
clinical trial was done with promising results: reduction of
both, positive and negative symptoms of Schizophrenia,
good tolerance and no evidence of weight gain.# Side
effects included constipation, nausea, dry mouth,
dyspepsia, and vomiting although the incidence of these
effects reduced over the course of the trial. However, there
is a dearth of research when it comes to comparison of this
combination drug (called KARXT) with the usual
antipsychotics. Therefore, further research regarding the
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potential amelioration of symptoms. Moreover, studies
comparing the efficacy of this drug with the commonly
used antipsychotics need to be explored in order to
effectively assess the advantage and potential replacement
benefits of this drug.
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