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This article is the first in a two-part series, 
outlining the key facets of post–intensive 
care syndrome to facilitate early diagnosis 
and appropriate treatment.

Background 
Post–intensive care syndrome (PICS) 
refers to a constellation of cognitive, 
psychiatric and physical symptoms 
experienced by patients during and 
following a period of critical illness. As 
many as 50% of intensive care unit (ICU) 
survivors are affected, and symptoms can 
persist for months to years. When 
psychological symptoms are experienced 
by patients’ loved ones, this is termed 
PICS-family (PICS-F).

Objective 
The aim of this article is to summarise 
the key facets of PICS and PICS-F with a 
focus on incidence and pathophysiology. 

Discussion
The amalgam of symptoms in PICS has 
a profound impact on the quality of life of 
affected ICU survivors. The number of 
patients with PICS is expected to rise 
considerably as a result of the COVID-19 
pandemic. Primary care practitioners are 
ideally situated to assist in early diagnosis 
and treatment. 

POST–INTENSIVE CARE SYNDROME (PICS) 
refers to a constellation of cognitive, 
psychiatric and physical symptoms 
experienced by patients during and 
following a period of critical illness. As 
many as 50% of intensive care unit (ICU) 
survivors are affected, and symptoms 
can persist for months to years.1 When 
psychological symptoms are experienced 
by patients’ loved ones, this is termed 
PICS-family (PICS-F). 

The COVID-19 pandemic is expected 
to increase the number of patients with 
these syndromes.

Cognitive features
Impaired cognition after critical illness 
can be significant, with patients’ memory, 
attention, higher executive functions and 
visuospatial abilities diminished.1 

In the 2013 BRAIN-ICU (Bringing to 
light the Risk factors And Incidence of 
Neuropsychological dysfunction in ICU 
survivors) study, 34% of ICU survivors 
displayed global cognition scores similar 
to those seen in patients with moderate 
traumatic brain injury at 12-month 
follow-up.2 This long-term impairment 
was independent of age and co-existing 
medical conditions, with duration of 
delirium in ICU identified as the key 
risk factor. The inflammation, cerebral 
atrophy and reduced white matter integrity 
associated with delirium are hypothesised 
to underpin this process.3 

Physical features
ICU-acquired weakness is a serious 
complication affecting up to 50% of 
patients admitted to the ICU for at least 
one week.4 It is characterised by diffuse 
symmetrical limb and/or diaphragmatic 
weakness and is associated with increased 
mortality and long-term functional 
impairment.5 Major risk factors are 
prolonged mechanical ventilation, 
sepsis, organ failure and immobility.5 

Undernutrition is another contributing 
factor, with ICU patients typically 
receiving only 60–80% of their enteral 
energy requirements.6 Rapid loss of 
weight and muscle bulk is associated 
with decreased mobility, patient fatigue 
and increased hospital length of stay.7 
Malnourishment also impairs immune 
function, increasing risk of nosocomial 
infection and mortality.7 Furthermore, 
critical illness can lead to vitamin D 
deficiency and bone hyperresorption, 
with ICU survivors exhibiting decreased 
bone mineral density and significantly 
elevated Fracture Risk Assessment Tool 
(FRAX) scores at one-year follow-up.8 

Long-term pulmonary dysfunction is 
another key issue. Protracted mechanical 
ventilation increases the risk of ventilator-
induced lung injury, pneumonia and 
diaphragmatic myotrauma. Lung 
function, measured with spirometry, 
typically improves by six months but 
can remain compromised for as long 
as five years.1 
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Box 1. COVID-19 factors increasing risk for PICS and PICS-F

Cognition18,19

• Potential virus-induced damage to the central nervous system
• Secondary effects of systemic organ damage common in severe illness
• Environmental factors exacerbating delirium 
• Depersonalised interactions with staff in frightening personal protective equipment 
• Limited human touch 
• Isolation from support networks, absence of reorientation and reassurance from loved 

ones, lack of shared experience 
• Iatrogenic factors 
• Prolonged mechanical ventilation, deep sedation, immobilisation 

Physical
• ICU management of severe COVID-19 often involves protracted mechanical ventilation, 

deep sedation, neuromuscular blockade, proning and prolonged bed rest, increasing 
risk for:1

 – ICU-acquired weakness
 – diaphragmatic dysfunction 
 – post-extubation dysphagia 
 – malnutrition 

• Chronic pain is more likely as acute pain is common in COVID-19:9

 – painful sequelae of the disease such as myalgia, arthralgia, headache, abdominal 
and chest pain 

 – iatrogenic pain from invasive procedures and neuropraxia from proning
• Overstretched inpatient rehabilitation teams potentially delaying crucial early treatment 

Psychological
• Patient–caregiver disconnect from infrequent communication or perceived lack of 

empathy from overburdened staff 
• Fear of infecting others, fear of social stigma, uncertainty regarding impact of global 

pandemic20 
• Survivor’s guilt20 
• Disruptions to hospital religious or pastoral care services 

PICS-F19

• Prolonged separation from patient due to visiting restrictions
• Inability to attend ICU and understand patient’s care environment 
• Isolation from support systems due to social distancing
• Discussing difficult or distressing subject matter with health professionals via 

telephone or teleconferencing
• Inability to ‘say goodbye’ if bereaved, complicating grief 

ICU, intensive care unit; PICS, post–intensive care syndrome; PICS-F, post–intensive care syndrome-family

The trauma of critical illness can 
result in debilitating chronic pain, with 
one-year prevalence estimated at up to 
77%.9 Studies examining health-related 
quality of life have consistently shown 
pain-related functional interference 
with activities of daily living at three 
and 12 months.9

Patients with physical sequelae of critical 
illness experience long-term impairment, 
and the consequent loss of agency can 
exacerbate psychological distress.

Psychiatric features
The psychological conditions affecting 
patients with PICS are anxiety, depression 
and post-traumatic stress disorder (PTSD), 
with a prevalence of 46%, 40% and 
22%, respectively.10 Critical illness is 
frequently distressing. Patients grapple 
with feelings of helplessness and their 
own mortality. Treatments are invasive, 
and commonly used medications can 
have significant neuropsychiatric side 
effects. Many patients experience sleep 
deprivation, thirst and pain.11 Patients 
with delirium experience frightening 
hallucinations and delusions, and these 
often persist as traumatic memories, which 
can impair emotional brain circuitry. The 
result is abnormal cognitive processing 
and a feeling of ongoing threat and 
vulnerability.12 Predisposing factors for 
psychological sequelae are younger age, 
female gender, pre-existing psychiatric 
conditions and socioeconomic variables 
such as unemployment and lower 
education level.1

Quality of life 
The amalgam of physical, cognitive and 
psychological symptoms in PICS can 
profoundly limit ICU survivors’ functional 
independence and societal integration. 
At one year, approximately 50% require 
daily caregiver assistance, and many 
are unable to drive, limiting community 
engagement.13 One-third never return 
to paid employment, and those who do 
frequently report a reduction in income.14 
The associated financial burden is both 
a significant stressor and barrier to 
accessing rehabilitation services, thereby 

limiting recovery. Ultimately, quality of 
life is notably diminished following critical 
illness, highlighting the importance of 
optimal rehabilitation. 

PICS-F
Friends and relatives of critically ill patients 
experience significant stress, which can lead 
to profound and enduring psychological 
disturbance. Over one-quarter will 

experience clinically significant anxiety, 
depression and/or PTSD, with one in 10 
still exhibiting symptoms at six months.15 
Sleep deprivation and anticipatory grief, 
where relatives grapple with feelings of 
loss before the fact, are both commonly 
reported.16 

Following discharge, loved ones often 
provide informal care for which they have 
no formal training. The resulting caregiver 
stress can lead to insufficient self-care, 
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culminating in physical and psychological 
morbidity.16 This is significant, as 
effective social support is an important 
determinant of a patient’s post-ICU 
recovery and whether impairment 
ultimately results in disability. 

COVID-19 pandemic 
The incidences of PICS and PICS-F are 
anticipated to increase considerably 
as a result of the COVID-19 
pandemic.17 Long-term physical and 
neuropsychological sequelae of COVID-19 
are compounded by the prolonged and 
invasive ICU treatment some survivors 
endure. Furthermore, infection control 
measures and restrictions on visitation 
have changed the ICU environment, 
with unavoidable negative implications 
for both patients and their families. Key 
contributing factors are outlined in Box 1.

Conclusion
PICS and PICS-F are debilitating 
conditions that carry a heavy personal and 
health service cost. With the number of 
ICU survivors rising worldwide, non-ICU 
clinicians are increasingly participating in 
the management of these syndromes.

The second article in this series 
discusses the diagnosis and primary care 
management of patients with PICS and 
PICS-F in the COVID-19 era. 
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