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Mental illness can be challenging to treat in patients with normal renal function and may only complicate
matters further in patients with renal impairment, where the prevalence of psychatric disorders has been well
documented. Epidemiologic studies found that over one-third of patients with renal insufficiency also have at
least one mental health diagnosis. It is, therefore, essential that psychiatric disorders be addressed and effectively treated, as untreated mental illness leads to nonadherence with treatment plans, decreased quality of life,
inpatient hospitalizations, and increased morbidity and mortality.1,2
Similar to individuals with nonpsychiatric diagnoses, only a portion of patients with a mental illness will
actually seek treatment, potentially due to accessibility of care, social stigma, or disease denial. Once treatment
is sought, the next challenge becomes finding the right medication(s) based on the patient’s symptomatology.
Because medications are frequently used as part of a multimodal treatment plan for patients with psychatric
disorders, it is important for clinicians to be aware of dosage adjustment recommendations, if any, when using
psychiatric medications.3,4

THE CHALLENGE OF TREATING PSYCHIATRIC
ILLNESSES
Unlike other diagnoses, psychiatric disorders are not classically characterized by objective results such as laboratory values or imaging. Additionally, there is limited evidence to clearly guide initial therapy based on efficacy and tolerability. With many psychiatric medications, there is significant interpatient variability in response
requiring some trial and error when treating psychiatric illnesses such as depression, bipolar disorder, and
schizophrenia. For example, in the pivotal STAR*D trial in which treatment strategies for depression were evaluated, 40% of patients did not achieve remission with their initially prescribed antidepressant.5,6
Plasma concentrations can be routinely collected for some psychiatric medications (e.g., lithium) to assess
for efficacy and toxicity. Many times, psychiatric medication efficacy is based on patient or caregiver feedback as
well as screening tools like the Patient Health Questionnaire-9 for depression and Generalized Anxiety Disorder
7-item scale for anxiety.7-9 A medication’s pharmacokinetics must also be considered, especially in patients
receiving dialysis. Many psychiatric medications have limited removal by dialysis due to their large volumes of
distribution and high percentages of plasma protein binding. Regardless of whether dose adjustments are necessary in renal impairment, it remains important to start at low doses and increase doses slowly, monitoring for
efficacy and safety.2-4
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DEMYSTIFYING DRUG DOSING IN RENAL DYSFUNCTION

AGENT SELECTION AND
INTENT OF THERAPY
When initiating a psychiatric medication in a patient
with renal impairment, there are no distinct guidelines dictating the best first-line options. Generally, medications with anticholinergic properties
should be avoided due to the potential for urinary
retention. For example, haloperidol and olanzapine
may be appropriate first- and second-generation
antipsychotics for the treatment of schizophrenia
or other psychotic disorders. Citalopram, fluoxetine, and sertraline are recommended antidepressant options due to their limited need for dosage
adjustments and safety profiles for depression and
anxiety. When treating bipolar disorder, lithium
ideally would be avoided due to its nephrotoxic
effects. Instead, valproic acid and its derivatives or
carbamazepine should be considered for bipolar
type I and lamotrigine for bipolar type II. Secondgeneration antipsychotics may also be used for the
treatment of bipolar disorder.7 All of these medications should be initiated at low doses and titrated
slowly until the desired effects are achieved while
monitoring for adverse effects (Appendix 6-A).
Although these are just general recommendations
when a psychiatric illness is newly diagnosed in a
patient with renal insufficiency, individual patient
characteristics, such as concurrent disease states,
past medical history, previous medication trials, as
well as interpatient variability, should be considered. For patients already stable on a psychiatric agent who later develop renal insufficiency,
the risks and benefits of continuing the medication versus switching to another agent should be
considered.3,10

EFFECT OF
PSYCHIATRIC ILLNESS
ON CHRONIC KIDNEY
DISEASE
Some psychiatric illnesses, such as bipolar disorder
and schizophrenia, usually present in young adulthood. However, depression and anxiety can
present throughout a patient’s lifetime. Depression
is believed to occur more frequently in patients
with chronic kidney disease (CKD) compared to
the general population; similar findings exist in
patients with cancer, heart failure, and diabetes

mellitus. Anxiety and depression are particularly common in patients with end-stage renal
disease (ESRD), affecting about 25% of patients
receiving dialysis.11,12 Mental illness and ESRD
independently can lead to poor outcomes, which
are further amplified when present concurrently.
Furthermore, psychiatric illness, especially depression, negatively affects morbidity and mortality.
Concurrent renal disease and mental illness is
frequently associated with higher severity of illness
and greater treatment resistance, highlighting the
importance of effectively screening, treating, and
monitoring psychiatric illnesses.1,4

CHRONIC KIDNEY
DISEASE, PSYCHIATRIC
ILLNESS, OR BOTH?
Differential diagnoses are important to consider,
as some symptoms may be falsely attributed to a
psychiatric illness. For example, depression diagnostic criteria in the Diagnostic and Statistical
Manual of Mental Disorders, 5th edition (DSM-5)
may be mimicked or exacerbated by uremia symptoms like fatigue or appetite loss. Uremia can also
cause delirium, which further confuses a differential diagnosis due to the possibility of delusions
and hallucinations. Based on the effects of dialysis, patients may also exhibit mood instability
regarding prognosis with the potential for depression or anxiety. Careful and thorough patient workups should be performed to accurately diagnose
and treat psychiatric illnesses.2,11

ANTIDEPRESSANTS

Class Overview
Antidepressants are commonly used in patients
with renal insufficiency. Several theories, such as
the relative deficiencies in serotonin, norepinephrine, and dopamine, exist regarding the pathophysiology of depression. Correspondingly, the
medications shown as most effective in treating
depressive disorders and, therefore, first-line
recommendations are selective serotonin reuptake inhibitors (SSRIs), selective serotonin-norepinephrine reuptake inhibitors (SNRIs), bupropion,
and mirtazapine. These medications have mostly
supplanted older drug classes like tricyclic antide-

