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“Mr. Smith seems somewhat confused today” is one of 
the most serious and concerning pre-visit reports you 
can receive from your staff or the patient’s family. 

Such a descriptor can be confusing—pardon the pun—not only for the 
patient, but to even seasoned mental health providers. 

The term confusion can be code for diagnoses ranging from deliriuma 
to a progressive neurocognitive disorder (NCD) such as major NCD 
due to Alzheimer’s disease (AD), or even a more challenging prob-
lem such as beclouded dementia (delirium superimposed on demen-
tia/NCD). It is essential for all mental health professionals to have an 
evidence-based approach when encountering signs or symptoms of 
confusion.

CASE REPORT

Ms. T, age 62, has hypothyroidism and bipolar I disorder, most recently 
depressed, with comorbid generalized anxiety disorder. She has been tak-
ing lithium, 600 mg/d, to control her mood symptoms. Her daughter-in-
law reports that Ms. T has been exhibiting increasing signs of confusion. 
During the office evaluation, Ms. T minimizes her symptoms, only describ-
ing mild issues with forgetfulness while cooking and concern over increas-
ing anxiety. Her daughter-in-law plays a voicemail message from earlier in 
the week, in which Ms. T’s speech is halting, disorganized, and in a word, 
confused. I decide to use the mnemonic decision chart MR. MIND (Table 
1, page 20) to get to the bottom of her recent confusion. 

aICD-10 code R41.0 encompasses Confusion, Other Specified Delirium, or Unspecified Delirium.
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Establish the cause, employ a multifactorial 
approach
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Measure cognition
It is nice to receive advanced warning about 
a cognitive change or a change in activities 
of daily living; however, many patients 
present with subtle, sub-acute changes 
that are more difficult to assess. When 
encountering a broad symptom such as 
“confusion”—which has an equally broad 
differential diagnosis—systematic assess-
ment of the current cognitive state com-
pared with the patient’s baseline becomes 
the first order of business. However, this 
requires that the patient has had a baseline 
cognitive assessment. 

In my practice, I often administer one 
of the validated neurocognitive screening 
instruments when a patient first begins 
care—even a brief test such as the Mini-
Cog (3-item recall plus clock drawing test), 
which is comparable to longer screening 
tests at least for NCD/dementia.1 During a 
presentation for confusion, a more detailed 
neurocognitive assessment instrument 
would be recommended, allowing one 
to marry the clinical impression with a 
validated, objective measure. Formal neu-
ropsychological testing by a clinical neuro-
psychologist is the gold standard, but such 
testing is time-consuming and expensive 

and often not readily available. The screen-
ing instrument I use for a more thorough 
evaluation depends on the clinical scenario. 

The Six-Item Screener is used in some 
emergency settings because it is short but 
boasts a higher sensitivity than the Mini-
Cog (94% vs 75%) with similar specificity 
when screening for cognitive impairment.2 
The Mini-Mental State Examination 
(MMSE) is a valuable instrument, although, 
recently, the Saint Louis University Mental 
Status Examination has been thought to 
be better at detecting mild NCD than the 
MMSE; more data are needed to substan-
tiate this claim.3 The Montreal Cognitive 
Assessment is another validated screening 
tool that has been shown to be superior to 
the MMSE in terms of screening for mild 
cognitive impairment.4 The best delirium-
specific assessment tool is the Confusion 
Assessment Method (Table 2).5 

Ms. T’s MMSE score was 26/30, down 
from 29/30 at baseline. Her score fell 
below the cutoff score of 27 for mild cogni-
tive impairment for someone with at least  
8 years of completed education. Her results 
were abnormal mainly in the memory 
domain (3-item recall), raising the ques-
tion of a possible prodromal state of AD 
although the acute nature of the change 
made delirium or mild NCD high in the 
differential. 

Review medications
A review of the medication list is not just 
a Joint Commission mandate (medication 
reconciliation during each encounter) but 
is important whenever confusion is noted. 
Polypharmacy can be a concern, but is not 
as concerning as the class of medication 
prescribed, particularly anticholinergic and 
sedative medications in patients age >65. 
The Drug Burden Index can be helpful in 
assessing this risk.6 Medications such as 
the benzodiazepine-receptor agonists, tri-
cyclic antidepressants, and antipsychotics 
should be discontinued if possible, keeping 
in mind that the addition or subtraction of 
medications must be done prudently and 
only after reviewing the evidence and in 
consultation with the patient. A detailed 
medication review is as important for con-
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Table 1

MR. MIND: An outpatient 
algorithm for confusion 
Measure change in cognition from baseline 

�Review the current medication list carefully. 
Any new medications or polypharmacy?

Medical illness: Any sign of infection (such as 
urinary tract infection) or other medical etiology 
such as thyroid abnormalities or electrolyte 
derangements on labs?

Identify contributory or overlapping 
psychiatric/psychological factors—eg, 
pseudodementia, conversion disorder, 
personality disorder, etc.

Notebook: Recommend written observations 
by the patient and/or family members to 
capture the clinical picture (akin to a sleep log 
for insomnia or a food diary for obesity)

Diagnose loosely and treat wisely: The 
differential diagnosis must remain open, 
avoiding the trap of premature closure. Then 
don’t be afraid to take multiple corrective 
actions all at once 
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fused outpatients as it is for an inpatient 
case (steps 2 and 3 of the inpatient algo-
rithm outlined in Table 3, page 28).7

In Ms. T’s case, the primary concern on her 
medication list was that her medical team 
was prescribing levothyroxine, 112 mcg/d, 
and desiccated thyroid (combination thy-
roxine and triiodothyronine in the form of  
20 mg Armour Thyroid), despite a lack of 
data for such combination therapy. Earlier, 
I had discontinued lorazepam, leaving 
lithium, 600 mg/d, quetiapine, 400 mg/d, 
and escitalopram, 10 mg/d, as her remain-
ing psychotropics. Her other medications 
included atorvastatin, 40 mg/d, for hyper-
lipidemia and metformin, 750 mg/d, for  
type 2 diabetes mellitus. 

Medical illness
An organic basis must rank high in the dif-
ferential diagnosis if medications are not the 
culprit. There are myriad medical disorders 
that can lead to confusion (Table 4, page 29).8

In an outpatient psychiatric setting, labo-
ratory and radiology testing might not be 
readily available. It then becomes impor-
tant to collaborate with a patient’s medical 
team if any of the following are met:

•• �there is high suspicion of a medical 
cause
•• �there could be delays in performing a 
medical workup
•• a physical examination is needed.

Laboratory work-up should include: 

•• comprehensive metabolic panel (CMP) 
to assess for electrolyte derangements and 
liver or kidney disease

•• urinalysis if there are signs of urinary 
tract infection (low threshold for test-
ing in patients age >65 even if they are 
asymptomatic)

•• urine drug screen or serum alcohol 
level if substance use is suspected

•• complete blood count (CBC) if there 
are reports of infection (white blood cell 
count) or blood loss/bruising to ensure that 
anemia or thrombocytopenia is not playing 
a role 

•• thyroid-stimulating hormone (TSH) 
because thyroid disorders can cause neuro-
psychiatric as well as somatic symptoms.9 

Other laboratory testing could be valu-
able depending on the clinical scenario. 
These include tests such as: 

•• �drug level monitoring (lithium, val-
proic acid, etc.) to assess for toxicity
•• �HIV and rapid plasma reagin for sus-
pected sexually transmitted infections
•• �vitamin levels in patients with poor 
nutrition or post bariatric surgery
•• �erythrocyte sedimentation rate or 
C-reactive protein, or both, if there are 
signs of inflammation
•• �bacterial culture if blood or tissue infec-
tion is a concern. 

Esoteric tests include ceruloplasmin 
(Wilson’s disease), heavy metals screen, 
and even tests such as anti-gliadin anti-
bodies because the prevalence of gluten 
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Table 2

Confusion Assessment Method for the diagnosis of delirium
Criteria Evidence

1. Acute change in mental status, AND Observation by a family member, caregiver, or 
primary care physician

2. Symptoms that fluctuate over minutes or 
hours, AND

Observation by nursing staff or other caregiver

3. Inattention Patient history

Poor digit recall, inability to recite months of the 
year backwards

PLUS

4. Altered level of consciousness, OR Hyperalertness, drowsiness, stupor, or coma

5. Disorganized thinking Rambling or incoherent speech

Note: The first 3 criteria plus criterion 4 or 5 must be present to confirm a delirium diagnosis

Source: Reference 5

continued on page 28
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sensitivity and celiac disease appear to 
be on the rise and have been associated 
with neuropsychiatric problems including 
encephalopathy.10

Brain imaging is an important consider-
ation when a medical differential diagnosis 
for confusion is formulated. Unfortunately, 
there is little evidence-based guidance as to 
when brain imaging should be performed, 
often leading to overuse of tests such as CT, 
especially in emergency settings when con-
fusion is noted. From a clinical standpoint, 
a head CT scan often is best ordered for 
patients who demonstrate an acute change 
in mental status, are age >70, are receiving 
anticoagulation, or have sustained trauma 
to the head. The key concern would be 
intracranial hemorrhage. However, some 
data suggest that the best use of head CT 
is for patients who have an impaired level 
of consciousness or a new focal neurologic 
deficit.11 

Apart from more acute changes, a brain 
MRI study is more helpful than a head CT 
when evaluating the brain parenchyma for 
more sub-acute diagnoses such as multiple 

sclerosis or a brain tumor. T2-weighted 
hyperintensities seen on an MRI are 
thought to predict an increased risk of 
stroke, dementia, and death. Their discov-
ery should prompt a detailed evaluation for 
risk factors of stroke and dementia/NCD.12

In Ms. T’s case, she was taking lithium, 
so it was logical to obtain a trough lith-
ium level 12 hours after the last dose and 
to check kidney function (serum creati-
nine to estimate the glomerular filtration 
rate), which were in the therapeutic/nor-
mal range. Her serum lithium level was  
0.7 mEq/L. Brain imaging was not ordered, 
but several other labs (CMP, CBC, hemoglo-
bin A1c [HgbA1c], and TSH) were drawn. 
These labs were notable for HgbA1c of 
5.1% (normal <5.7%) and TSH of 0.5 mIU/L 
(normal level, 1.5 mIU/L), which is low for 
someone taking thyroid replacement.

I requested that Ms. T stop Armour 
Thyroid to address the suppressed TSH. 
I also requested that she stop metfor-
min because, although hypoglycemia 
from metformin monotherapy is uncom-
mon, it can happen in older patients. 
Hypoglycemia associated with metformin 
also can occur in situations when caloric 
intake is deficient or when metformin is 
used in combination with other drugs 
such as sulfonylureas (ie, glipizide), beta-
adrenergic blocking drugs, angiotensin-
converting enzyme inhibitors, or even 
nonsteroidal anti-inflammatory drugs.13

Identifying overlapping psychiatric 
(or psychological) illness
Symptoms of depression, anxiety, psycho-
sis, and even dissociation can present as con-
fusion. The term pseudodementia describes 
patients who exhibit cognitive symptoms 
consistent with NCD but could improve 
once the underlying mood, thought, anxi-
ety, or personality disorder is treated.

For example, a patient with depression 
typically exhibits neurovegetative symp-
toms—such as poor sleep or appetite—
amotivation, and low energy. All of these 
can lead to abrupt-onset cognitive changes, 
which are a hallmark of pseudodementia 
rather than the more insidious pattern of 
mild NCD. In cases of pseudodementia, 
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Table 3

Acute management of inpatient 
delirium: Stop, Drop, And ROLL
Stop and perform the ABCs of lifesaving, 
assessing airway, breathing, and circulation; 
obtaining an arterial blood gas if respiratory 
distress is noted

Drop any offending medications, such as 
anticholinergics

And administer any antidotes if needed 
(physostigmine, flumazenil, naloxone, etc.)

Radiology (selectively) such as chest 
radiograph and head CT if risk factors are 
present for bleeding, trauma, etc.

Organize a safety plan with nursing to include 
bed rails and a sitter, if required

Laboratory studies (complete metabolic set, 
thyroid stimulating hormone, folate, B12, and 
rapid plasma reagin), including fever workup as 
needed

Loved ones must be mobilized for collateral 
information and to provide familiar faces to the 
patient. Plus, it is good form to apprise families 
that delirium is present

Source: Reference 7

continued from page 21
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neurocognitive testing will show impair-
ment that often rapidly improves after the 
primary psychiatric (or psychological) issue 
is rectified. Making a diagnosis of pseu-
dodementia at the initial presentation is 
difficult because neurocognitive tests such 
as the MMSE often fail to separate depres-
sion from true cognitive changes.14 Such a 
diagnosis typically requires hindsight. Yet, 
one must also keep in mind that pseudode-
mentia may be part of a NCD prodrome.15

Conversion disorder as well as the disso-
ciative disorders and substance-related dis-
orders are notorious for causing confusion. 
In Ms. T’s case, pseudodementia stemming 
from her underlying bipolar disorder and 
anxiety figured prominently in the differ-
ential diagnosis, but she did not have any 
other overt psychopathology, personality 
disorder, or signs of malingering to further 
complicate her picture. 

Notebook. I recommend that my patients 
keep a small notebook to record medical 
data ranging from blood pressure and gly-
cemic measurements to details about sleep 
and dietary intake. Such data comprise the 
necessary metrics to properly assess target 
conditions and then track changes once 
treatment is initiated. This exercise not 
only yields much-needed detail about the 
patient’s condition for the clinician; the act 
of journaling also can be therapeutic for the 
writer through a process known as experi-
mental disclosure, in which writing down 
one’s thoughts and observations has a posi-
tive impact on the writer’s physical health 
and psychology.16

Diagnosis. The first rule in medicine 
(perhaps the second, behind primum non 
nocere) is to determine what you are treat-
ing before beginning treatment (decernite 
quid tractemus, prius cura ministrandi, for 
Latin buffs). This means trying to fash-
ion the best diagnostic label, even if it is 
merely a place-holder, while assessment of 
the confused state continues. DSM-5 has 
attempted to remove stigma from several 
neuropsychiatric disorders. On the cog-
nition front, the new name for dementia 
is “neurocognitive disorder (NCD),” the 
umbrella term that focuses on the decline 

from a previous level of cognitive func-
tioning. NCD has been divided into mild 
or major cognitive impairment headings 
either “with” or “without behavioral dis-
turbance” subspecifiers.17 

Aside from NCD, there are several 
other diagnoses in the differential for 
confusion. Delirium remains the most 
prominent and focuses on disturbances 
in attention and orientation that develops 
over a short period of time, with a change 
seen in an additional cognitive domain, 
such as memory, but not in the context of 
a severely reduced level of arousal such 
as coma. Subjective cognitive impairment 
(SCI) is when subjective complaints of cog-
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Table 4

Major medical causes  
of confusion or delirium
Cardiovascular disorders: Congestive 
heart failure, myocardial infarction, cardiac 
arrhythmia, shock, pulmonary emboli

CNS disorders: Head trauma, seizures, stroke, 
traumatic brain injury, infections, meningitis, 
encephalitis, space-occupying lesions (tumor, 
subdural or epidural hematoma, abscess), 
migraine)

Collagen vascular disease (eg, vasculitis from 
systemic lupus erythematosus)

Drug-induced side effects (eg, opiates, 
anticholinergics, sedative-hypnotics/
anxiolytics)

Drug intoxication 

Drug withdrawal (eg, alcohol, sedative-
hypnotics/anxiolytics)

Fever

Fracture or other trauma

Hypoxemia or hypercapnia

Infections (eg, urinary tract, pulmonary, HIV)

Malnutrition

Metabolic disorders: Electrolyte imbalances, 
dehydration, hypoglycemia or hyperglycemia, 
renal failure, hepatic failure, anemia, 
acidosis or alkalosis, vitamin deficiencies, 
endocrinopathies (adrenal, pituitary, thyroid)

Obstructive sleep apnea

Post-anesthesia or postoperative states

Sensory deprivation

Sleep deprivation

Urinary retention leading to complications

Source: Reference 8
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nitive impairment are hallmark compared 
with objective findings—with evidence 
suggesting that the presence of SCI could 
predict a 4.5 times higher rate of develop-
ing mild cognitive impairment (MCI) over  
7 years.18 MCI was originally used to 
describe the early prodrome of AD, minus 
functional decline.

Treatment 
After even a provisional diagnosis comes 
the final, all-important challenge: treating 
the neuropsychiatric symptoms (NPS) of the 
confused patient. NPS are nearly universal 
in NCD/delirium throughout the course of 
illness. There are no FDA-approved treat-
ments for the NPS associated with these 
conditions. In terms of treating delirium, 
the best approach is to treat the underlying 
medical condition. For control of behavior, 
which can range from agitated to psychotic 
to hypoactive, nonpharmacotherapeutic 
interventions are paramount; they include 
making sure that the patient is at the appro-
priate level of care, which, for the confused 
outpatient, could mean hospitalization. 
Ensuring proper nutrition, hydration, sen-
sory care (hearing aids, glasses, etc.), and 
stability in ambulation must be done before 
considering pharmacotherapy. 

Antipsychotic use has been the mainstay 
of drug treatment of behavioral dyscontrol. 
Haloperidol has been the traditional go-to 
medication because there is no evidence 
that low-dose haloperidol (<3 mg/d) has 
any different efficacy compared with the 
atypical antipsychotics or has a greater fre-
quency of adverse drug effects. However, 
high-dose haloperidol (>4.5 mg/d) was 
associated with a greater incidence of 
adverse effects, mainly parkinsonism, than 
atypical antipsychotics.19 Neither the typi-
cal nor atypical antipsychotics have shown 
mortality benefit—the real outcome mea-
sure of interest.

In terms of treating major (or minor) 
NCD, there are only 2 FDA-approved 
medication classes: cholinesterase inhibi-
tors (donepezil, galantamine, rivastig-
mine, etc.) and memantine. However, 
these medication classes—even when 
combined together—have only shown 

marginal benefit in terms of improving 
cognition. Worse, even when given early in 
the course of illness they do not reduce the 
rate of NCD. For pseudodementia, selec-
tive serotonin reuptake inhibitors (SSRIs) 
and serotonin-norepinephrine reuptake 
inhibitors tend to form the mainstay of 
treating underlying depression or anxiety 
leading to cognitive changes. Preliminary 
data suggest that some SSRIs might 
improve cognition in terms of process-
ing speed, verbal learning, and memory.20 
More studies are needed before definitive 
conclusions can be drawn.

For the confused patient, a personalized 
therapeutic program, in which multiple 
interventions are considered at once (tar-
geting all areas of the patient’s life) is gain-
ing research traction. For example, a novel, 
comprehensive program involving mul-
tiple modalities designed to achieve meta-
bolic enhancement for neurodegeneration 
(MEND) recently has shown robust benefit 
for patients with AD, MCI, and SCI.21 Using 
an individual approach to improve diet, 
activity, sleep, metabolic status including 
body mass index, and several other mark-
ers that affect neural plasticity, researchers 
demonstrated symptom improvement in  
9 of 10 study patients. 

Yet, some of the interventions, such 
as the use of statins for hyperlipidemia, 
remain controversial, with some studies 
suggesting that they help cognition,22,23 
and others showing no association.24 The 
researchers caution that further research 
is warranted before costly dementia pre-
vention trials with statins are undertaken. 
It does not appear that there are current 
MEND-type research projects in delirium 
but it’s to be hoped that we will see these 
in the future.

In the case of Ms. T, the cause of delir-
ium vs mild NCD was thought to be mul-
tifactorial. Discontinuing Armour Thyroid 
and metformin—symptoms of hypoglyce-
mia emerged as a leading concern—were 
simple adjustments that led to resolution 
of the most concerning elements of her 
confusion. She continued her other psy-
chotropics, although there might be mild 
residual cognitive issues that warrant close 
observation.
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Bottom Line
Symptoms of confusion might be a sign of an underlying medical illness, a 
psychiatric disorder, a medication effect, or a neurocognitive disorder. Use of 
neurocognitive tests, a thorough medical and psychiatric work-up, and a medication 
review can help reveal a possible cause. Treatment is multifactorial and guided by 
the diagnosis. 
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Drug Brand Names

 
 
 
 
 
 
 

Atorvastatin • Lipitor
Donepezil • Aricept
Escitalopram • Lexapro
Flumazenil • Romazicon
Galantamine • Razadyne
Glipizide • Glucotrol
Haloperidol • Haldol
Levothyroxine • 
   Levoxyl, Synthroid

Lithium • Eskalith, Lithobid
Lorazepam • Ativan
Memantine • Namenda
Metformin • Glucophage
Naloxone • Narcan
Physostigmine • Antilirium
Quetiapine • Seroquel
Rivastigmine • Exelon
Valproic acid • Depakene
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