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Prescribing Issues 

 

 
Writing a prescription has become more difficult and complicated than it was two decades ago, 

whether in the mental health clinic, the Addiction Medicine Center, or primary care practice, or 

any other medical setting for that matter. 

 

Some of the more obvious difficulties are: decreased time available per patient, more powerful 

medications, overlap or mimicking of disease symptoms with medication side-effects, black box 

warnings around many medications, multiple prescribers with diminished cross-communication, 

increased incidence of dual or multi-diagnosis (medical, psychiatric, addiction), poor patient 

adherence to medication regimes, additional use of over-the-counter products and substance 

abuse including alcohol.  

 

Adverse drug events (ADE) may lead to serious consequences, mostly preventable, including 

hospitalizations, increased morbidity and mortality and suicide.
1
 Many of the complicating 

factors are beyond the control of the prescribing physician or other clinician; however, with 

enhanced awareness, routine office procedures around medications, and ongoing monitoring, 

many of these adverse circumstances may be lessened or anticipated, so that more intense 

procedures may be put in place.  

 

One of the most prevalent ADE’s is connected with drug overdose: either the patient takes more 

than the prescribed dose inadvertently or on purpose (in a suicidal attempt, or if a medicine 

works, a little more may seem better). Some of these cases are in an overdose situation because 

of other medications, prescribed or otherwise: combinations along with benzodiazepines, opiods, 

or alcohol are common culprits. The older tricyclic antidepressants, which continue to have a 

useful place in the treater’s armamentarium, can result in cardiac arrhythmias, serious respiratory 

depression, and even death. Effexor and Remeron are more prone to toxicity, leading to dire 

outcomes, in the deliberate overdose situation. Both lithium and benzodiazepines are generally 

safe by themselves; however, they are usually prescribed along with other psychotropic 

medications that narrow the safety range, leading to the possibility of seizures, respiratory 

failure, serotonin syndrome and even death.
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Another significant area that requires the clinician’s attention is drug-drug interaction. Some of 

the key concepts: the newly added medication may interfere with the older drug regimen by 

interfering with absorption, metabolism or excretion. These are termed “pharmacokinetic 

interactions” and commonly involve liver metabolism and the enzyme cytochrome P450 system 

(CYP). Scientific studies have begun to clarify some of the workings of this important liver 

function: the liver contains a myriad of enzymatic inducers and inhibitors, which will increase or 

decrease drug clearance. Genetic differences may provide for a greater influence of one aspect of 

the system over another. We are not there yet; but one day we will be able to genetically test for 

which patients will respond positively to specific medication regimens and which will be 

resistant or possibly harmed by certain medication combinations on the basis of tests of the 

individual patient’s CYP System. In addition, substance abuse, including alcohol, strongly 

impacts the liver and its function of metabolizing and clearing medication from the body.
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A second key concept is “pharmacodynamic interaction.” The most serious situation arises in the 

additive effect of two or more medications to increase the risk of serotonin syndrome or 

neuroleptic malignant syndrome (NMS), which is a medical crisis requiring hospitalization. The 

lethal complications are characterized by sudden shift in mental status, delirium, high fever, 

muscle abnormalities and rigidity, autonomic instability, and intravascular coagulation. Positive 

blood tests for NMS include elevated white blood cell count and increased creatinine kinase that 

derives form muscle injury in the syndrome.  

 
Cardiac conduction abnormalities are a serious side effect that becomes more likely with 

multiple psychotropic medications. The whole range of medications used to treat patients with 

dual diagnosis and mental disorders, in general, fall into this category, including: antidepressants, 

mood stabilizers (such as lithium), antipsychotics, and stimulants. The Arizona Center for 

Education and Research on Therapeutics maintains an accessible searchable database on 

medications that prolong the QT interval – an EKG finding that portends serious cardiac 

problems, thereby alerting the practitioner, especially when some of the drugs may be combined. 

(www.azcert.org) 
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Other database alert systems inform prescribers which medications interact with the various 

components of the CYP System: substrates, inhibitors and inducers; and which specific enzymes 

are involved, i.e., Prozac is a 3A4 substrate activator, while Zoloft engages the 2C9 System. 

Paxil is a 3A4 inhibitor; Tegretol is a 3A4 inducer. These are only a few examples of the 

dizzying array of chemicals that interact with each other, augmenting therapeutic effect, 

inhibiting it, or neutralizing it. Knowledge of which drugs, including over-the-counter drugs, 

nicotine, and alcohol, as well as illicit or unprescribed drugs are mixed together, gives the 

clinician a leg up on how to proceed when prescribing a new medication or reviewing the 

existing regimen for complications.  
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Summary: 

Modern pharmacology has provided powerful medications that can be very effective and safe. 

However, the increasing practice of polypharmacy, especially with multiple clinicians with low 

levels of communication and coordination can lead to trouble. The risk/benefit equation needs to 

be carefully assessed when adding a new medicine to the mix, or making a dose adjustment, up 

or down. Computerized drug databases help the clinician to identify toxic interactions. Some 

drugs persist in the body after discontinuation and continue to exert an effect on any new 

medicine introduced. The clinician needs to be alert to changes in the patient that may turn out to 

be a side effect, especially from a mixture of medications, or, with appropriate lab studies of 

urine and blood, an ADE. Drug monitoring needs to be conducted on a regular basis – patient 

education and medication adherence are key. When patient responsibility and compliance are 

less than optimal, then significant others, such as family members, may need to be involved. Or 

more frequent visits and smaller prescriptions need to be issued. 
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