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Adrenal insufficiency

•

Assessment: imaging/labs:  AM cortisol screening lab, ACTH stimulation test 

confirms dx (done by specialist)

•

When to refer:  immediately if high suspicion/adrenal crisis

•

Who to refer to: endocrine/PCP
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Adrenal insufficiency

Assessment: imaging/labs:  AM cortisol screening lab, ACTH stimulation test confirms dx (done by specialist)

When to refer:  immediately if high suspicion/adrenal crisis

Who to refer to: endocrine/PCP







Cortisol levels peak in the AM and drop as the day goes on. 
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Diabetes Mellitus

•

History: HTN, dyslipidemia, physical inactivity, CV disease

•

Signs: BMI>25, acanthosis nigricans

•

Symptoms: increased thirst, frequent urination, extreme hunger, 

weight loss, fatigue, irritability, blurred vision, slow healing 

sores, frequent infections, tingling pain or numbness in 

extremities

Neuropsychiatric: hypo/hyperactive delirium (with possible 

hallucinations), depression (hyperglycemia), anxiety 

(hypoglycemia)
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Diabetes Mellitus


History: HTN, dyslipidemia, physical inactivity, CV disease

Signs: BMI>25, acanthosis nigricans

Symptoms: increased thirst, frequent urination, extreme hunger, weight loss, fatigue, irritability, blurred vision, slow healing sores, frequent infections, tingling pain or numbness in extremities

Neuropsychiatric: hypo/hyperactive delirium (with possible hallucinations), depression (hyperglycemia), anxiety (hypoglycemia)









Acanthosis: dark velvety discoloration in body creases 



DM type I associated with eating disorder 



Delirium caused by hypoglycemia/diabetic ketoacidosis (hyperglycemia, ketones)



Depression as RF for DM? 60% inc risk in a metaanylsis 
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Diabetes mellitus

•

Assessment: HbA1c, fasting glucose, 2 hr Oral glucose challenge test

•

When to refer:  abnormal labs or severe symptoms (ketoacidosis)

•

Who to refer to: endocrine/PCP
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Diabetes mellitus

Assessment: HbA1c, fasting glucose, 2 hr Oral glucose challenge test

When to refer:  abnormal labs or severe symptoms (ketoacidosis)

Who to refer to: endocrine/PCP







Ketoacidosis: fruity smelling breath, confusion
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Testosterone Deficiency 

•

History: anemia

•

Signs: osteopenia/osteoporosis, decreased muscle mass, increased visceral body 

fat, testicular atrophy, loss of facial, axillary and pubic hair

•

Symptoms: decreased libido, decreased vitality, fatigue, insomnia, weakness, 

flushes

Neuropsychiatric: depression, anxiety, irritability, insomnia, poor memory
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Testosterone Deficiency 


History: anemia

Signs: osteopenia/osteoporosis, decreased muscle mass, increased visceral body fat, testicular atrophy, loss of facial, axillary and pubic hair

Symptoms: decreased libido, decreased vitality, fatigue, insomnia, weakness, flushes

Neuropsychiatric: depression, anxiety, irritability, insomnia, poor memory









Formerly termed andropause, male menopause. Refer out when appears severe (testicular atrophy, loss of male hair)

What are other conditions in the DSM 5 linked to gonadal hormones? PMDD, brief psychotic disorder/MDD with peripartum onset, 
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•

Decreased libido

•

Decreased vitality

•

Fatigue

•

Mood changes

•

Insomnia

•

Anemia

•

Delayed ejaculation

•

Flushes

•

ED

•

Decreased muscle mass

•

Increased visceral body fat

•

Testicular atrophy

•

Weakness

•

Ostepenia/osteoporosis

•

Loss of facial, axillary and pubic 

hair
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Decreased libido

Decreased vitality

Fatigue

Mood changes

Insomnia

Anemia

Delayed ejaculation

Flushes

ED

Decreased muscle mass

Increased visceral body fat

Testicular atrophy

Weakness

Ostepenia/osteoporosis

Loss of facial, axillary and pubic hair







Mild testosterone deficiency more likely to masquerade as depression
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Testosterone deficiency

•

Assessment: serum testosterone level

•

When to refer:  when screening labs are abnormal/several symptoms suggestive

•

Who to refer to: endocrine/PCP


Microsoft_PowerPoint_Slide8.sldx
Testosterone deficiency

Assessment: serum testosterone level

When to refer:  when screening labs are abnormal/several symptoms suggestive

Who to refer to: endocrine/PCP







Testosterone in lit for treatment resistant depression and low normal testosterone



Question: what is an FDA approved hormonal treatment adjunctive for depression? Cytomel 


”mens vitality clincs”
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Hypothyroidism

•

History: Sleep apnea, carpal tunnel syndrome,  galactorrhea, hyponatremia, 

autoimmune disease, pernicious anemia, fam hx of thyroid disease, neck 

radiation/surgery, amiodarone/lithium 

•

Signs: Dry skin, dry brittle nails, alopecia
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Hypothyroidism



History: Sleep apnea, carpal tunnel syndrome,  galactorrhea, hyponatremia, autoimmune disease, pernicious anemia, fam hx of thyroid disease, neck radiation/surgery, amiodarone/lithium 

Signs: Dry skin, dry brittle nails, alopecia









Thyroid hormones: increases energy use/metabolic rate which affects weight loss

Increase HR/cardiac output, inc oxyegenation in the lungs, 

All hx medical dx associated with severe hypothyroidism

Subclinical hypothyroidism: elevated TSH, nrl T4 levels: no recent illness, GCO: may improve depression with throid treatment 

s/s are more subtle than with hyperthyroidism

TSH can vary, lowest late afternoon and highest before bed

TSH can be abnormal with normal T4 in early hypothyroidism, and T4 became abnormal later in disease course

Even though it is commonly testing at treatment outset, it is not repeated at intervals routinely, and knowing the s/s can be useful for detection. 
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hypothyroidism

•

Symptoms: cold sensitivity, fatigue, muscle cramps, voice changes, 

constipation, change in skin texture,  weight gain/difficulty losing weight, 

menorrhagia

Neuropsychiatric: depression, anxiety, apathy, psychosis/agitation, memory 

impairment, slowing of thought and speech, poor focus, executive function 

deficits, reduced general intelligence

•

Assessment: TSH with reflex T4 for screening (best to screen all new cases 

if not done recently)

•

When to refer:  with abnormal labs or several/severe symptoms

•

Who to refer to: endocrine/PCP
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hypothyroidism

Symptoms: cold sensitivity, fatigue, muscle cramps, voice changes, constipation, change in skin texture,  weight gain/difficulty losing weight, menorrhagia

Neuropsychiatric: depression, anxiety, apathy, psychosis/agitation, memory impairment, slowing of thought and speech, poor focus, executive function deficits, reduced general intelligence

Assessment: TSH with reflex T4 for screening (best to screen all new cases if not done recently)

When to refer:  with abnormal labs or several/severe symptoms

Who to refer to: endocrine/PCP







Screen all cases with TSH, dx is subtle and it is recommended (without large amount of evidence in absence of physical s/s) in psychiatric disturbances



Myxedema madness is rare and in severe hypothyroisim 
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Polycystic Ovarian Syndrome (PCOS)

•

Signs: hyperandrogenism (increased hair growth on arms/lip area), 

polycystic ovarian morphology, obesity

Neuropsychiatric: depression

•

Symptoms: oligo/amennorhea

•

Assessment: Ovarian US, LH, FSH, testosterone, insulin

•

When to refer:  when suspect present (don’t recommend assessing without 

specialist)

•

Who to refer to: endocrine/GYN
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Polycystic Ovarian Syndrome (PCOS)


Signs: hyperandrogenism (increased hair growth on arms/lip area), polycystic ovarian morphology, obesity

Neuropsychiatric: depression

Symptoms: oligo/amennorhea

Assessment: Ovarian US, LH, FSH, testosterone, insulin

When to refer:  when suspect present (don’t recommend assessing without specialist)

Who to refer to: endocrine/GYN







Common endocrine disorder, 10% females reproductive age

Testosterone elevation may be cause of depression 

Hyperandrogenism (hirsutism) is involved in virtually all cases, whereas metabolic syndrome is unclearly associated but often present as well

Menstrual dysfunction may not be apparent

Side note: Depakote can cause pcos in adolescent/child females
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Perimenopause

•

History: age 45 and older, 

•

Signs: vaginal dryness, weight gain, alopecia, loss of breast 

fullness

•

Symptoms: hot flushes, night sweating, irregular menses, 

Neuropsychiatric: depression, insomnia, anxiety, memory 

deficits, slowed cognitive speed, poor focus, “brain fog”

•

Assessment: FSH

•

When to refer:  when suspect/symptoms present

•

Who to refer to: GYN/PCP
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Perimenopause


History: age 45 and older, 

Signs: vaginal dryness, weight gain, alopecia, loss of breast fullness

Symptoms: hot flushes, night sweating, irregular menses, Neuropsychiatric: depression, insomnia, anxiety, memory deficits, slowed cognitive speed, poor focus, “brain fog”

Assessment: FSH

When to refer:  when suspect/symptoms present

Who to refer to: GYN/PCP











Also called menopausal transition

Vasomotor symptoms: cardinal symptoms. 

Hot flushes: heat, sweating and flushing, around head, neck and upper back. 

Shifting estrogen levels (pregnancy, luteal phase of menstrual cycle) also cause mood disturbances
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Menopause

•

History: age 45 and over

•

amennorhea for 12 months or more

•

Assessment: FSH

•

When to refer:  when suspect/abnormal labs

•

Who to refer to: GYN/PCP
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Menopause

History: age 45 and over

amennorhea for 12 months or more

Assessment: FSH

When to refer:  when suspect/abnormal labs

Who to refer to: GYN/PCP









Not on OCP-amenorrhea

Lab tests not always required, defer to specialist
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Other endocrine disorders  with depressive 

symptoms

•

Acromegaly

•

Cushing Syndrome/Disease (depression atypical and can be earliest 

symptom, also mania can occur) 
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Other endocrine disorders  with depressive symptoms

Acromegaly

Cushing Syndrome/Disease (depression atypical and can be earliest symptom, also mania can occur) 





Anti-corticosterioids relieve depression and not antidepressants in cushings disease. 



Acromegaly is caused by a pituitary tumor (adenoma) and less to excessive growth of hands, feet, jaw and internal organs (giganitism is occurs prior to epiphyseal closure): usually  1o year delay to diagnosis and has insidioius onset 



Cushing’s syndrome reflects a constellation of clinical features that result from chronic exposure to excess glucocorticoids of any etiology. The disorder can be ACTH-dependent (e.g., pituitary corticotrope adenoma, ectopic secretion of ACTH by nonpituitary tumor) or ACTH-independent (e.g., adrenocortical adenoma, adrenocortical carcinoma [ACC], nodular adrenal hyperplasia), as well as iatrogenic (e.g., administration of exogenous glucocorticoids to treat various inflammatory conditions). The term Cushing’s disease refers specifically to Cushing’s syndrome caused by a pituitary corticotrope adenoma.
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Other endocrine disorders with depressive
symptoms.
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Rheumatologic
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Rheumatologic







Area of medicine concerned with systemic autoimmune diseases, arthirittis, joints, muslece and joint disease
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Systemic Lupus Erythematosus

•

History: seizures, new medication (drug induced)

•

Signs:  malar “butterfly” rash, oral ulcers, alopecia

•

Symptoms:  fatigue, fever, weight loss., malaise,  joint pain

Neuropsychiatric: depression (50% of cases of SLE), cognitive 

dysfunction, delirium, anxiety, psychosis

•

Assessment:  can screen ANA, CBC with diff, CMP, ESR (best 

refer)

•

When to refer:  once suspected

•

Who to refer to:  rhemuatology
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Systemic Lupus Erythematosus


History: seizures, new medication (drug induced)

Signs:  malar “butterfly” rash, oral ulcers, alopecia

Symptoms:  fatigue, fever, weight loss., malaise,  joint pain

Neuropsychiatric: depression (50% of cases of SLE), cognitive dysfunction, delirium, anxiety, psychosis

Assessment:  can screen ANA, CBC with diff, CMP, ESR (best refer)

When to refer:  once suspected

Who to refer to:  rhemuatology











Psychiatric can be the presenting symptom of SLE or occur at any time during course



Cognitive functioning encompasses 5 major areas including general intelligence, verbal learning/memory, visual–spatial skills, psychomotor speed/manual dexterity and attention/mental flexibility





SLE: autoimmune disease: autoab include ANA, anti-dsDNA, and many others



The most common culprits causing lupus are:

H ydralazine, which treats high blood pressure

Isoniazid , used to treat tuberculosis

Minocycline, effective for infections and acne

P rocainamide, for heart rhythm problems

Quinidine , treats heart rhythm problems
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Sleep disorder
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image19.emf
Obstructive sleep Apnea/Hypopnea Syndrome

•

History:  male sex , +family hx, hypothyroid/acromegaly, frequent 

awakenings, morning HA, nocturia, dry mouth

•

Signs: obese, HTN

•

Symptoms: snoring, snorting, gasping, breathing stops during sleep, 

unexplained excessive daytime sleepiness

Neuropsychiatric: depression, anxiety,  cognitive dysfunction

•

Assessment: sleep study (overnight polysomnogram, consider add 

MSLT)

•

When to refer:  when suspect dx

•

Who to refer to: sleep medicine/PCP
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Obstructive sleep Apnea/Hypopnea Syndrome


History:  male sex , +family hx, hypothyroid/acromegaly, frequent awakenings, morning HA, nocturia, dry mouth

Signs: obese, HTN

Symptoms: snoring, snorting, gasping, breathing stops during sleep, unexplained excessive daytime sleepiness

Neuropsychiatric: depression, anxiety,  cognitive dysfunction

Assessment: sleep study (overnight polysomnogram, consider add MSLT)

When to refer:  when suspect dx

Who to refer to: sleep medicine/PCP









Sleep study with MSLT multiple sleep latency test for narcolepsy (other common ordered sleep study by psychiatrist) 

Negative sleep study is highly suggestive of the disorder not being present 



Sleep study assess: sleep stage eeg, heart rythytm, respiratory assessment, muscle tone and often video recording for parasomnia
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I snored (mnemonic for sleep study order)

I nsomnia

S noring

N octurnal awakenings/N ot breathing

O besity

R estorative sleep? or do you feel Refreshed in the AM ?

E xcessive daytime somnolence

D riving difficulties due to sleepiness/D rugs

that might affect sleepiness or keep you awake
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I snored (mnemonic for sleep study order)

		I		nsomnia

		 		 

		S		noring

		N		octurnal awakenings/N ot breathing

		O		besity

		R		estorative sleep? or do you feel Refreshed in the AM ?

		E		xcessive daytime somnolence

		D		riving difficulties due to sleepiness/D rugs

				that might affect sleepiness or keep you awake







Indications for sleep studies:  I SNORED (mnemonic)       

Notice that indications for sleep study includes      cardinal symptoms/commonly associated with depression underlined                                
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1 snored (mnemnic or sleep study order)
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Other sleep disorders with depressive 

symptoms 

•

Narcolepsy

•

Restless Legs Syndrome
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Other sleep disorders with depressive symptoms 

Narcolepsy

Restless Legs Syndrome







Other sleep disorders with depressive:
symptoms.






image22.emf
Hematologic
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Anemia

•

History: family hx of anemia, exposures to insecticides, paints, solvents, and hair 

dyes, pregnancy/abortions/menstrual loss, poor diet pattern, consumption of 

clay or laundry starch, pagophagia

•

Signs: brittle fingernails, pallor

•

Symptoms:  tarry stools, change bowel habits, abnormal urine color, change in 

body weight, impotence, fatigue, cramps in calves when climbing stairs

Neuropsychiatric: depression
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Anemia


History: family hx of anemia, exposures to insecticides, paints, solvents, and hair dyes, pregnancy/abortions/menstrual loss, poor diet pattern, consumption of clay or laundry starch, pagophagia

Signs: brittle fingernails, pallor

Symptoms:  tarry stools, change bowel habits, abnormal urine color, change in body weight, impotence, fatigue, cramps in calves when climbing stairs

Neuropsychiatric: depression









B12 and folate causes of def (up next)

Urine color: renal and hepatic disease

Pagophagia: chew/suck ice
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Infectious
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Long COVID Psychiatric Sequelae

•

Coronaviruses invade the CNS and causes 

neuroinflammation/degeneration.

3

•

Cognitive dysfunction includes memory impairment, inattention, 

slowed processing, executive dysfunction 

2,3

•

Bidirectional association between cognitive dysfunction and 

psychiatric disorder

2,3

•

Severe fatigue

1

•

Worsening of pre-existing psychiatric disorders

•

Increased depression, anxiety and trauma/stress disorders

2,3

1:  Lancet, Published Online January 13, 2021 https://doi.org/10.1016/ 

S2213-2600(21)00031-X   2. de Erausquin, G. A., Snyder, H., Carrillo, M., 

Hosseini, A. A., Brugha, T. S., Seshadri, S., & CNS SARS‐CoV‐2 Consortium. 

(2021). The chronic neuropsychiatric sequelae of COVID‐19: The need for a 

prospective study of viral impact on brain functioning. Alzheimer's & 

Dementia           3. Cothran, T. P., Kellman, S., Singh, S., Beck, J. S., Powell, K. 

J., Bolton, C. J., & Tam, J. W. (2020). A brewing storm: the 
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Long COVID Psychiatric Sequelae

Coronaviruses invade the CNS and causes neuroinflammation/degeneration.3

Cognitive dysfunction includes memory impairment, inattention, slowed processing, executive dysfunction 2,3

Bidirectional association between cognitive dysfunction and psychiatric disorder2,3

Severe fatigue 1

Worsening of pre-existing psychiatric disorders

Increased depression, anxiety and trauma/stress disorders2,3



1:  Lancet, Published Online January 13, 2021 https://doi.org/10.1016/ S2213-2600(21)00031-X   2. de Erausquin, G. A., Snyder, H., Carrillo, M., Hosseini, A. A., Brugha, T. S., Seshadri, S., & CNS SARS‐CoV‐2 Consortium. (2021). The chronic neuropsychiatric sequelae of COVID‐19: The need for a prospective study of viral impact on brain functioning. Alzheimer's & Dementia           3. Cothran, T. P., Kellman, S., Singh, S., Beck, J. S., Powell, K. J., Bolton, C. J., & Tam, J. W. (2020). A brewing storm: the neuropsychological sequelae of hyperinflammation due to COVID-19. Brain, behavior, and immunity, 88, 957.
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Epstein-Barr Virus Infections, infectious mononucleosis

•

Signs: febrile (low grade) , lymphadenopathy, pharyngitis, rash 

•

Symptoms:  sore throat, malaise, HA, GI distress, chills, fatigue (can 

persist for 6 months)

Prolonged fatigue can mimic depression

•

Assessment: elevated white count, neutropenia, thrombocytopenia, 

elevated LFT, EBV panel,  monospot test

•

When to refer:  immediately with abnormal labs

•

Who to refer to:  PCP
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Epstein-Barr Virus Infections, infectious mononucleosis


Signs: febrile (low grade) , lymphadenopathy, pharyngitis, rash 

Symptoms:  sore throat, malaise, HA, GI distress, chills, fatigue (can persist for 6 months)

Prolonged fatigue can mimic depression

 Assessment: elevated white count, neutropenia, thrombocytopenia, elevated LFT, EBV panel,  monospot test

When to refer:  immediately with abnormal labs

Who to refer to:  PCP









Infants and young children asymptomatic (many adults unaware of their status) or maternal passive transfer of antibodies 
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•

EBV titers may be elevated in a patient with 

chronic fatigue syndrome (medically unexplained 

fatigue)

•

Chronic EBV infection (spleen, liver, and other 

organ involvement) is rare and not associated with 

chronic fatigue syndrome 
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EBV titers may be elevated in a patient with chronic fatigue syndrome (medically unexplained fatigue)

Chronic EBV infection (spleen, liver, and other organ involvement) is rare and not associated with chronic fatigue syndrome 







ey con e e g
e B S e






image28.emf
Other infectious disorders associated with 

depressive symptoms

•

HSV

•

HIV

•

Syphilis

•

Chronic hepatitis C

•

Brucellosis

•

Influenza

•

Pneumonia 

•

Whipple’s disease

•

Creutzfeldt-Jakob disease (earliest symptoms can be depression, anxiety, 

emotional lability)
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Other infectious disorders associated with depressive symptoms

HSV

HIV

Syphilis

Chronic hepatitis C

Brucellosis

Influenza

Pneumonia 

Whipple’s disease

Creutzfeldt-Jakob disease (earliest symptoms can be depression, anxiety, emotional lability)





Brucellosis: History of animal exposure, ingestion of unpasteurized milk or cheese. Rare bacterial zoonosis

Whipples’s disease: Rare multisystem illness caused by infection with the bacillus Tropheryma whipplei  rare

CJD: Clinical triad of rapidly progressive dementia, myoclonus, and gait disorder—often accompanied by focal neurologic deficits. Prion disease: accumulation of prion protein that misfold past translation into depoists in the brain. 

Infection via meat products primarily. 
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Other infectious disorders associated with
depressive symptoms
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Endocrine
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Neurologic
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Chronic Subdural Hematoma

•

History: etoh use disorder, elderly, minor head trauma

•

Signs: mild hemiparesis

•

Symptoms:  headache, drowsiness, 

Neuropsychiatric: slowed thinking, memory loss, 

personality changes, AVH, depression, anxiety

•

Assessment: CT head wo contrast 

•

When to refer:  immediately, may be an emergency 

•

Who to refer to: ER
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Chronic Subdural Hematoma


History: etoh use disorder, elderly, minor head trauma

Signs: mild hemiparesis

Symptoms:  headache, drowsiness, 

Neuropsychiatric: slowed thinking, memory loss, personality changes, AVH, depression, anxiety

Assessment: CT head wo contrast 

When to refer:  immediately, may be an emergency 

Who to refer to: ER











Head trauma may not be elicited on hx 

May case reports with this presentation deprssion first



Bilateral CSH may present more often as drug intoxication, depression 



CVA of a variety of type (SAH) also causes depression in certain areas of brain



Other neurologic disorders are not covered here, including the controversial fibromyalgia
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Other neurologic disorders with depressive 

symptoms

•

Multiple Sclerosis

•

Increased intracranial pressure

•

CNS Neoplasm (frontal lobe, 

meningiomas)

•

Myasthenia Gravis

•

Polymyalgia rheumatica

•

Parkinson’s Disease*(first 

neuropsychiatric symptom and precedes 

physical/cognitive symptoms)

•

Pseudobulbar Palsy

•

Wilsons disease

•

Frontotemporal dementia

•

Multiple System atrophy

•

Tuberous Sclerosis

•

Traumatic Brain Injury

•

Cerebral Vascular Accident (location left 

dorsolateral frontal cortex, basal ganglia 

higher risk)

•

Huntington’s Disease* (first 

neuropsychiatric symptom and precedes 

physical/cognitive symptoms)

•

Lewy Body Disease

•

Alzheimer disease

•

Epilepsy (temporal lobe epilepsy)

•

Hypoactive Delirium (attention, wax and 

wane course)
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Other neurologic disorders with depressive symptoms

Multiple Sclerosis

Increased intracranial pressure

CNS Neoplasm (frontal lobe, meningiomas)

Myasthenia Gravis

Polymyalgia rheumatica

Parkinson’s Disease*(first neuropsychiatric symptom and precedes physical/cognitive symptoms)

Pseudobulbar Palsy

Wilsons disease

Frontotemporal dementia

Multiple System atrophy



Tuberous Sclerosis

Traumatic Brain Injury

Cerebral Vascular Accident (location left dorsolateral frontal cortex, basal ganglia higher risk)

Huntington’s Disease* (first neuropsychiatric symptom and precedes physical/cognitive symptoms)

Lewy Body Disease

Alzheimer disease

Epilepsy (temporal lobe epilepsy)

Hypoactive Delirium (attention, wax and wane course)







TMS targets:  left dorsolateral frontal cortex 



Right side: mania and pathological cheerfulness



Psudobulbar palsy: brainstem lesions that can cause reflexvive muscle movement of yawning, cough, spasmodic laughing and crying 

Bulbar muscles inlvice peaking checking and are head and neck muscles



Wilsons disease: rare autosomal recessive disorder excess copper in liver and brain. Excess absoption of copper from small intesntive and decreased excertion from liver

Tuberous scelrois: seizures, MR, giant cell astrocytomas 



Huntigton disease: gradual onset chorea, dementia/behaviroal 

LBD: parkissonism, dementia, rem sleep beahvor

MG: fluctuating weakness of the voluntary muscles insidious onset

MS:  episodic neuro symptoms, 
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metabolic
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metabolic







Metabolic disorders: error of metabolism, deficinency in the enzymes that metabolize carbohydrates, amino acids from proteins, fatyy acids liberated from lipids



Anabolic: synthesis of larger more complex compounds from smaller precursors (protein from amino acids, glycogen formed from glucose)

Catabolic: breakdown fo larger moleceules to 

Amphibolic: link anabolic to catabolic (cituc acid cycle)
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Acute Intermittent Porphyria

•

Overproduction of porphyrin precursors due to half normal activity of HMB-

synthase (porphobilinogen, PBG, and delta-aminolevulinic acid, ALA) in the liver
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Acute Intermittent Porphyria


Overproduction of porphyrin precursors due to half normal activity of HMB-synthase (porphobilinogen, PBG, and delta-aminolevulinic acid, ALA) in the liver











Inherited metabolic disorder deficiency in the heme synthesis pathway 



Heme: used or Hb, myoglobin (muscle oxygen), respiriatory cytochorems, and the CYP 450 enzymes



History:

King George suffered from this disease, leading to mental illness and blindness

Some suspect that Vincent van Gogh (suicide completion, self injury to his ear), suffered from AIP. Pictured is starry night. 
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Endocrine







Endocrine system: endocrine glands (adrenal, thyroid), hormones released into bloodstream, hormone receptors on organs and tissues that respond and cause cellular changes

i.e. thyroid and growth hormone act on body to promote energy and growth 
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Citation: Chapter 416 The Porphyrias, Loscalzo J, Fauci A, Kasper D, Hauser S, Longo D, Jameson J. 

Harrison's Principles of Internal Medicine 21e;

2022. Available at: 

https://accessmedicine.mhmedical.com/content.aspx?sectionid=265447183&bookid=3095 Accessed: March 24, 2022

Copyright © 2022 McGraw-Hill Education. All rights reserved

The heme biosynthetic pathway showing the eight enzymes and their substrates and products. Four of the enzymes are localized in the mitochondria and

fourin the cytosol.
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The heme biosynthetic pathway showing the eight enzymes and their substrates and products. Four of the enzymes are localized in the mitochondria and four in the cytosol.








Heme syntheisis pathway, example of a metabolic pathway that can be disrupted with enzymatic dysfunction
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Acute intermittent porphyria

•

Labs: Hyponatremia, increased transaminases

•

Signs: HTN, tachycardia, Babinski sign, nystagmus, 

cerebellar ataxia
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Acute intermittent porphyria


Labs: Hyponatremia, increased transaminases

Signs: HTN, tachycardia, Babinski sign, nystagmus, cerebellar ataxia









Physical Signs are during an acute attack 



Nonspecific symptoms lead to delay in diagnosis often



Attacks preciprtated by weight loss, steroids, alcohol
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Acute intermittent porphyria
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Acute intermittent porphyria

•

Symptoms: acute peripheral neuropathy, acute encephalopathy, abdominal pain, 

constipation, vomiting and nausea, bladder paresis, pain in back/limbs, muscle 

weakness, respiratory paresis, sensory loss, seizures, coma, blurred vision, 

pink/red/dark urine

Neuropsychiatric: depression, AVH, anxiety

•

Psychiatric symptoms can be contained within attacks or persist in between
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Acute intermittent porphyria

Symptoms: acute peripheral neuropathy, acute encephalopathy, abdominal pain, constipation, vomiting and nausea, bladder paresis, pain in back/limbs, muscle weakness, respiratory paresis, sensory loss, seizures, coma, blurred vision, pink/red/dark urine

Neuropsychiatric: depression, AVH, anxiety

Psychiatric symptoms can be contained within attacks or persist in between







Depression, hallucinations are possible

DURATION OF ATTACK: can last for days, comes and goes



Can be emergency as there is a 10% mortality rate with acute attacks
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Acute intermittent porphyria

•

Assessment: urinary porphobilinogens

•

When to refer:  immediately when suspect (any symptoms)

•

Who to refer to: hematology
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Acute intermittent porphyria

Assessment: urinary porphobilinogens

When to refer:  immediately when suspect (any symptoms)

Who to refer to: hematology









Acute intermittent porphyria
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Hemochromatosis

•

Fam hx: Hemochromatosis

•

Signs: hepatomegaly, cirrhosis (yellowing of eyes), skin 

bronzing/pigmentation, alopecia, hypogonadism, 

koilonychia (spoon nails), DM, osteopenia/osteoporosis, 

cardiomyopathy

•

Symptoms: fatigue, impotence, arthralgia, amenorrhea

Neuropsychiatric: depression, mania, personality disorder
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Hemochromatosis

Fam hx: Hemochromatosis

Signs: hepatomegaly, cirrhosis (yellowing of eyes), skin bronzing/pigmentation, alopecia, hypogonadism, koilonychia (spoon nails), DM, osteopenia/osteoporosis, cardiomyopathy

Symptoms: fatigue, impotence, arthralgia, amenorrhea

Neuropsychiatric: depression, mania, personality disorder













Common disorder of iron metabolism



Abnormal iron accumulation in organs causing global damage due to HFE gene mutation that results in incrased iron absorption in the duodenum

Earliest symptoms may be fatigue, impotence and arthralgia: could confuse for somatization or fibromyalgia

Most asymptomatic and dx made with screening for iron levels, most undx until 50’s
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Adrenal Insufficiency 

•

History: craving salty foods

•

Signs: hypotension, hyperpigmentation

•

Symptoms: chronic fatigue, muscle weakness, loss of 

appetite, weight loss, abdominal pain, nausea, vomiting, 

diarrhea, HA, diaphoresis, irregular/absent menses, 

females: loss of libido

Neuropsychiatric: memory impairment, delirium, depression, 

and psychosis: 5–50%
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hemochromatosis

•

Assessment: HFE mutation, transferrin saturation levels, hepatic iron 

concentration, ECG, CXR, liver biopsy

•

When to refer:  when suspect/any of above symptoms

•

Who to refer to: Internal Medicine
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hemochromatosis

Assessment: HFE mutation, transferrin saturation levels, hepatic iron concentration, ECG, CXR, liver biopsy

When to refer:  when suspect/any of above symptoms

Who to refer to: Internal Medicine







Refer to heme for assessment if suspect
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Other metabolic disorders  with depressive 

symptoms

•

Hypercalcemia

•

Uremia/renal disease
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Other metabolic disorders  with depressive symptoms

Hypercalcemia

Uremia/renal disease







Uremia: urea is formed in the liver via urea cycle (ammonia breakdown) and excreted from the body from the kidneys

Uremia is an accumulation of protein metabolism breakdown products (uterine breakdown, skeletal muscle during starvation)



Hypercalcemia: hyperparathyroidism most common cause  classic presentation of “stones, bones, groans, and psychiatric overtones.”

PTH regulated the metabolism/homestasis of Ca levels in body (causes casecades of reactions to release ca from bone, etc)
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Other metabolic disorders with depressive
symptoms.
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Unknown/other etiology

•

Chronic fatigue syndrome

•

Fibromyalgia 

•

Chronic pain

•

Early/undetected pregnancy 
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Unknown/other etiology

Chronic fatigue syndrome

Fibromyalgia 

Chronic pain

Early/undetected pregnancy 





Fatigue and depression can be early preganancy sign
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Rule out medical conditions in all psychiatric 

presentations
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Rule out medical conditions in all psychiatric presentations







Tip of the iceberg. Much More to this subject. 
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Other psychiatric disorders and medical rule 

outs

A few examples (not comprehensive)…

•

Panic Attacks (tachycardia, shortness of breath, chest pain, dizziness)

-Cardiology Referral/Holter monitor 

•

Psychosis: anti-NMDA receptor limbic encephalitis (flu-like symptoms, 

then psychosis) infectious, autoimmune +/-neoplasm

•

Bipolar disorder: Cushing’s disease/syndrome (mania/hypomania can 

be earliest manifestation of the disease)
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Other psychiatric disorders and medical rule outs

A few examples (not comprehensive)…

Panic Attacks (tachycardia, shortness of breath, chest pain, dizziness)

-Cardiology Referral/Holter monitor 

Psychosis: anti-NMDA receptor limbic encephalitis (flu-like symptoms, then psychosis) infectious, autoimmune +/-neoplasm

Bipolar disorder: Cushing’s disease/syndrome (mania/hypomania can be earliest manifestation of the disease)





These are just a few examples of the medical conditions that can cause these psych presentations in depression. Also apply this assessment approach to all psych presentations. 

Anti-nmda first dx 2007 (relatively newly discovered disorder), often misdx as sub induced psychosis. 
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Adrenal Insufficiency 


History: craving salty foods

Signs: hypotension, hyperpigmentation

Symptoms: chronic fatigue, muscle weakness, loss of appetite, weight loss, abdominal pain, nausea, vomiting, diarrhea, HA, diaphoresis, irregular/absent menses, females: loss of libido

Neuropsychiatric: memory impairment, delirium, depression, and psychosis: 5–50%











Nonspecific S/S delays in dx and ususually seen by multiple providers prior to dx for chronic AI. Acute AI is an emergency and obviously a medical condition. 

Anecdotal story of pt during residency, profound fatigue, thought to have depression, was adrenal insufficient, improved with hydrocortisone treatment



Adrenal gland: homestasis endrocirne organ for BP, stress response, sodium and potassium balance

Cortisol: stimulate gluconeogenesis (inc blood gluc), anti-inflammatory effect

Hyperpigmentation: cars, pressure points like elbows, mucous membranes

Symptoms overlap with anxiety and depression is high 
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Key points

•

There are many medical conditions with depression as a symptom that are not 

screened for on a commonly used psychiatric lab panel +neuroimaging

•

Medical disorders may be the presenting disease with a depressed patient

•

Depression can be the initial symptom of a medical disorder before any physical 

•

There are overlaps in the neurovegetative symptoms of depression and medical 

disorders

•

Take a thorough medical history, review of systems (medical and psychiatric) and 

at minimum a visual/odor exam for physical signs at initial assessment and at 

intervals during care

•

Rule out medical disorders in all psychiatric presentations not just depression
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There are many medical conditions with depression as a symptom that are not screened for on a commonly used psychiatric lab panel +neuroimaging

Medical disorders may be the presenting disease with a depressed patient

Depression can be the initial symptom of a medical disorder before any physical 

There are overlaps in the neurovegetative symptoms of depression and medical disorders

Take a thorough medical history, review of systems (medical and psychiatric) and at minimum a visual/odor exam for physical signs at initial assessment and at intervals during care

Rule out medical disorders in all psychiatric presentations not just depression





Don’t assume fatigue is from depression. 

This didactic is not exhaustive, there are additional disorders we did not have time to cover 
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•

Valant Premium Psychiatric Suite (EMR cloud 

based system): their built in intake form has a 

comprehensive medical ROS 
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