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Contextualizagdo | @m

v'Delirium é considerado um grave problema de satde publica.
Inouye et al. The Lancet 2014; 383:911-922.

v'Esta associado com angustia e sofrimento consideravel para pacientes e cuidadores.

Williams, et al. Eur. Geriatr. Med. 2020; 11: 63-70.

v'Frequentemente n3o é diagnosticado ou reconhecido por profissionais da saude.

Inouye et al. The Lancet 2014; 383: 911-922.

v'Pode ser evitado em 30-40% dos casos.

Inouye et al. N Engl J Med 1999; 340: 669-76.

v E um indicador da qualidade da assisténcia a saude, sobretudo para idosos.

Wachter RM. Understanding patient safety, 2nd edn. New York: McGraw-Hill Medical, 2012.



Study Effect (95%CI) Weight
=] [ ] [ _- =] - - g - - o
DSM
Anthony 1982 -=J 0.10(0.03,0.18) 277
Cameron 1987 0.15(0.08,022) 283
Rockwood 1989 0.25(0.15,0.35) 242
Johnson 1990 0.20(0.15,0.26) 299
Kolbeinsson 1993 - | 0.11(0.07,0.15) 3.15
OKeefe 1996 - 0.42(0.35,048) 289
Subgroup (I-squared =92.9%) : 0.21(0.11,0.30) 17.05
DSMAIIR :
Francis 1990 022(0.16,0.28) 297
Jitapunkul 1992 0.22(0.15,0.28) 290
Gaudet 1993 . | 0.11(0.08,0.14) 320
Cole 1994 5 0.18(0.15,022) 3.16
TABLE 3 Meta-analysis results on delirium point prevalence Braekhus 1994 0.24(012,037) 219
Cole 2002 . 0.13(0.11,0.14) 327
group (-squared = 81.8%) 1 0.17 (0.13,0.21) 17.69
Study name Statistics for each study Event rate and 95% CI 1
ICD-10
Event Lower Upper !
rate limit limit Z-Value p-Value sty =i o :g-gg- g-i:; o
randa —_— 133 (0.23, 0. ;
Casey_ etal., 2019 0.163 0.134 0.196 —14.294 0.000 || Subgroup (--squared = 85.9%) 1 023(0.04,042) 494
Bellelli et al., 2016 0.230 0.211 0.249 -21.987 0.000 o '
Hosie et al., 2016 0.191 0.103 0.329 -3.885 0.000 - DSMAV :
Norbaek & Glipstrup, 2016 0.322 0.244 0411 -3.779 0.000 = Zanocchi 1998 - 0.22(0.19,0.26) 3.17
Giraud & Vuylsteke, 2014 0.290 0.234 0.354 -5.977 0.000 | | Regazzoni 2000 e 0.21(0.10,033) 226
Elliott et al., 2013 0.093 0.069 0.125 -13.682 0.000 | Laurila 2004 ] 035(0.29,042) 289
Ryanetal., 2013 0.196 0.154 0.247 -9.366 0.000 n Pitkala 2004 ] 0.33(0.26,0.39) 292
—» Salluh et al., 2010 0.323 0.266 0.386 -5.263 0.000 | | Lundstrom 2005 1 0.31(0.24,038) 287
Spiller & Keen, 2006 0.294 0.216 0.386 —4.175 0.000 = Sheung 2006 0.25(0.18,0.32) 280
0.223 0.178 0.277 -8.498 0.000 ¢ Paci 2008 0.20(0.13,0.27) 283
100 080 000 050 100 T 2012 i -
Thomas 2012 0.28 (0.17: 039) 239
) ) Bonetti 2012 024(021,028) 316
Fonte: Koirala B, et al. J Clin Nurs. 2020;29(13-14):2083-2092. Pendlebury 2016 0.20(0.16,024) 3.16
Holtta 2015 0.26(0.20,0.32) 298
Adamis 2015 0.20(0.13,0.26) 294
Uchida2015 e 054(0.42,066) 225
Kozak 2016 1 0.18(0.07,0.30) 228
Jackson 2016 : 0.17(0.15,019) 325
Chan2016 |'.' 0.32(0.24,040) 275
Subgroup (I-squared = 89.4%) | 0.27 (0.23,0.31) 50.86
DSM.-5 :
Adamis 2015 : 0.13(0.08,0.18) 3.01
Yam 2018 | 0.16(0.13,0.19) 3.19
Bellelli 2018 |e » 0.04(0.02,006) 3.26
Subgroup (I-squared = 95.4%) 1 0.11(0.02,0.19) 947
I
Heterogeneity between groups: p= 0.000 1
Overall (I-squared = 94.1%) 1 I 0.23(0.19, 0.26) 100.00
| I

=5 0 S5
Fonte: Gibb K, et al. Age Ageing. 2020;49(3):352-360.



TABLE 1 Characteristics of the included studies @

Epidemiologia SERE Ty

(number of studies) (min-max) (min-max)

General ward Brazil (20) 18-104 [21p04
(n=59) Mexico (10)
Colombia (12)
Chile (12)
. . Argentina (4)
FIGURE 2 Countries of origin of Uruguay 1
the population included in each study
(total 149 articles).
Country Number of articles
Argentina 8 ‘ Post-operative Brazil (18) 42-102 5.45-52.3
3 (n=30) Mexico (1)
. Colombia (1)
Brazil 73 ) o i
Uruguay (2)
Chile 25 Cuba (1)
Colombia 20
Ecuador 1
ICU (n = 55) Brazil (32) 18-92 9.6{948
México 14 Mexico (1)
Colombia (7)
Chile (6)
4
Uruguay Argentina (4)
Puerto Rico 1 Uruguay (1)
Cuba 1 Ecuador (1)
Puerto Rica (3)
ER (n=5) Brazil (3) 19-93 10.68-62
Fonte: Maximiliano B, et al. Acta Psychiatr Scand. 2022. Epub ahead of print. Mexico (2)

Fonte: Maximiliano B, et al. Acta Psychiatr Scand. 2022. Epub ahead of print.



Table 2
Prevalence of delirium in elderly in-patients across different services over one

Epidemiologia

N = 10,261 Period P OR 95%-CI
prevalence (%)

42 [ Medical pooled 34.23 <0.001 1.18 1.09-1.29
Angiology 16.91 < 0.001 0.42 0.32-0.56
Cardiology 26.68 < 0.001 0.75 0.65-0.87
Endocrinology 7.14 0.046 0.16 0.02-1.25
Gastroenterology 26.21 0.032 0.75 0.57-0.98
Geriatrics 28.57 0.696 0.85 0.37-1.93
Haematology 38.39 0.146 1.33 0.91-1.95
Infectiology 37.04 0.575 1.25 0.57-2.73
Internal medicine 48.49 < 0.001 213 1.84-2.47

= Nephrology 50.00 < 0.001 215 1.52-3.03
Neurology (in-patient) 30.43 0.552 0.93 0.72-1.19
Oncology 43.82 < 0.001 1.69 1.36-2.10
Pneumology 26.71 0.146 0.77 0.54-1.10
Rheumatology 8.72 < 0.001 0.20  0.12-0.32

39 | Surgical pooled 28.74 <0.001 072 0.67-0.79
= Cardiac surgery 56.30 < 0.001 3.00 2.58-3.48
Craniofacial surgery 21.86 0.003 0.59 0.41-0.84
Dermatology 18.63 < 0.001 0.47 0.38-0.58
Gynecology 18.77 < 0.001 0.48 0.37-0.62
Neurosurgery (in-patient) 41.41 0.001 1.52 1.18-1.95
Ophthalmology 8.98 < 0.001 0.20 0.14-0.28
Otorhinolaryngology 13.37 < 0.001 0.31 0.24-0.41
Plastic surgery 19.51 < 0.001 0.51 0.36-0.72
Thoracic surgery 28.85 0.275 0.86 0.65-1.13
Trauma (in-patient) 27.19 0.028 0.79 0.63-0.97
Urology 16.15 <0.001 0.39 0.32-0.47
Visceral surgery 36.68 0.029 1.24 1.02-1.51

22 [Intermediate care (IMC) 39.81 0.002 142 1.13-1.78 |
pooled

Abdominal IMC 61.11 0.008 3.34 1.30-8.64
Cardiothoracic IMC 38.56 0.013 1.35 1.06-1.70

12 [ICU pooled 83.25 <0.001 1234 9.95-15.31 |

Burn/plastic ICU 88.00 < 0.001 15.67 4.69-52.40

——Cardiovascular ICU 91.23 < 0.001 2242 8.95-56.19
Medical ICU 79.43 < 0.001 8.52 5.89-12.32
Neurological stroke unit 52.01 < 0.001 239 1.97-2.91
Neurosurgical ICU 82.89 < 0.001 10.66 6.98-16.30
Thoracic-transplant ICU 83.91 <0.001 11.30 6.37-20.05
Trauma ICU 84.00 < 0.001 11.48 7.11-18.56

Fonte: Fuchs et al. General Hospital Psychiatry 2020; 67: 19-25.



Diagndstico

v'Delirium:
e Sindrome complexa de inicio agudo, caracterizada por disturbios flutuantes:
a) Na atencado (habilidade em focar, manter ou desvia-la);
b) Na consciéncia (por exemplo, menor orientacdo para o ambiente) ;

c) Na cognicao (déficit de memaria, desorientacao, linguagem, capacidade visuoespacial
ou percepcao);
e que nao sao explicados por por outro transtorno neurocognitivo preexistente,

estabelecido ou em desenvolvimento e nao ocorrem no contexto de um nivel
gravemente diminuido de estimulacao, como no coma (critério D).

American Psychiatric Association. Manual Diagndstico eEstatistico de Transtornos Mentais - DSM-5. 5a. ed. Porto Alegre : Artmed, 2014.



° y ° Table 2
D I a g n o St I c o Assessment of suspected delirium
Assessment Actions
History Check baseline cognitive function and recent (within past 2 weeks)
changes in mental status (eg, family, staff)
Recent changes in disorder, new diagnoses, complete review of
systems
Review all current drugs (including over-the-counter and herbal
preparations); pay special attention to new drugs and drug
interactions
Review alcohol and sedative use
Assess for pain and discomfort (eg, urinary retention, constipation,
thirst)
Vital signs Measure temperature, oxygen saturation, fingerstick glucose
concentration
Take postural vital signs as needed
Physical and Search for signs of occult infection, dehydration, acute abdominal
neurological pain, deep vein thrombosis, other acute illness; assess for sensory
examination impairments
Search for focal neurological changes and meningeal signs
Targeted laboratory Consider full blood count; urinalysis; measurement of
assessment (selected concentrations of electrolyres, calcium, and glucose;
tests based on clues measurement of renal, liver, and thyroid function; taking cultures
from history and of urine, blood, sputum; measurement of drug concentrations;
physical)? measurement of concentrations of ammonia, vitamin B12, and
cortisol
Measure arterial blood gas
Do electrocardiography
Chest radiography
Lumbar puncture should be reserved for assessment of fever with
headache and meningeal signs or suspicion of encephalitis
Targeted neuroimaging Assess focal neurological changes (stroke can present as delirium)
(selected patients) Test for suspected encephalitis (for temporal lobe changes)
Assess patients with histories or signs of head trauma
Electroencephalography Assess for occult seizures
(selected patients) Differentiate psychiatric disorder from delirium

Fonte: Hshieh TH, et al. Clin Geriatr Med 2020; 36(2):183-19.
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Diagndstico- subtipos (critério E)

Table 1 ICD-10 codes proposed by the DSM-5 applied to screening potential delirium. Source: American Psychiatric Association (2013)!7

ICD-10 codes for delirium

Related to medicines or substances Clinical or mixed Unspecified
7z

Substance ( Withdrawal Intoxication Medication—induceh

Opioids F11.23 F11.121; F11.221 F11.921 FO5 R41.0

Sedative, hypnotic, or F13.231 F13.121; F13.221 F13.921 R45.0
anxiolytic

Amphetamine - F15.121; F15.221 F15.921

(or other stimulant)

Other classes \F19.231 F19.121; F19.221 F19.921 /

Fonte: Raso J, et al. International Journal of Clinical Pharmacy (2022) 44:548-556.
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Diagndstico- Especificadores

Combative
v Curso: Agitated — Hyperactive
delirium subtype
* Agudo Restless

Mixed
Alert/calm | delirium subtype

A A
Drowsy \/ \/
Hypoactive
lent
Somnolen j> delirium subtype

v Atividade motora: Hnaroussbls

e Persistente

® H | p e rativo Fig. 2.2 The motor subtypes of delirium. The motor subtypes of delir-
ium include hyperactive (pure overactive state represented in blue),
e H | p oat | VO hypoactive (pure underactive state represented in gray), and mixed
. (fluctuation between over- and underactive represented by black line)
* M I Sto Fonte: Robinson TN. Delirium. In. Lee AG, et al., (eds). Geriatrics for specialists. Springer Nature Switzerland AG, 202.1

10
American Psychiatric Association. Manual Diagndstico eEstatistico de Transtornos Mentais - DSM-5. 5a. ed. Porto Alegre : Artmed, 2014.



Triagem

Symptoms suggestive of delirium (or proactive assessment in high-risk patients)
Acute disturbance of attention, reduced environmental awareness, altered arousal and/or change in cognition
e N
A N
CAM-based tools can be used in the
following populations
¢ General hospital settings
» Older hospitalized adults
b ¢ |CU patients (adult and paediatric) ¥
( General hospital settings ) * Adult palliative care ( ICU patients )
* Emergency department and nursing home
patients )
l CAM-ICUor
: ‘
6 N B
4AT ) [ CAM-based tools* IcDSC
= [1] Alertness (e.g. CAM, CAM-ICU, etc.) 8 domains, yes (1) or no (0)
Normal = 0; abnormal = 4 * 1. Acute-onset and fluctuating course in * Altered LOC
» [2] Abbreviated mental test-4 mental status * |nattention
Age, DOB, place, year * 2. Inattention * Disorientation
(1:orrect =1U = 3. Altered level of consciousness » Hallucination, delusions
error = . : : ‘s LA
e e T L 4. Disorganized thinking ) : ‘IAgltatuon . )
¢ [3] Attention (months backwards) nappropnate.speec
Reiches 7 months=0 = Sleep-wake disturbances
>1 error or refuses = 1 * Symptom fluctuation

Untestable = 2

* [4] Acute change or fluctuation
No=0

Yes=4
\_ 7

!

( Delirium likely if score 24 )

b=

[

Delirium likely if Features 1 and 2 are
present, plus either Feature 3 or 4

Delirium likely if 24 items
present

Fonte: Wilson JE, et al. Nat Rev Dis Primers. 2020; 6(1):94.

6
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Fisiopatologia

Microglia Astrocytes

Primed by prior degenerative pathology ”\ Primed by prior degenerative pathology
Secrete IL-1B, TNF, NO and ROS %K * Secrete chemokines

Neuronal dysfunction and injury * Switched phenotype

¢ T Immune cell infiltration
+ | Metabolic support

Drugs
* GABAergic sedatives
¢ Anticholinergicdrugs | | 7 he—os A -F—mmer T LT

e Antihistamine drugs o— LDT(ACh)

! i & PPT (ACh)
( Neurotransmitter disturbance ) i

Thalamus
Vasculature dysfunction

Endothelial and BBB dysfunction

= Further endothelial and BBB injury
* Impaired neurovascular coupling
* Microvascular dysfunction

T Metabolic insufficiency
= Reticular ascending arousal system (RAS)
» Thalamocortical activation{ACh) @ [‘*-----=-=r----=---------SdEammmnbo e oS 4
* Cortical integration (NA, other monoamines) Neuronal networks

Neurodegenerative pathology

* Synaptic changes
¢ Impaired neurovascular coupling

Systemic triggers
= Acute systemic inflammation

[J Vulnerabilities * Hypoxaemia ({ O,)
[[] Acute cellular changes * Blood flow (shock, impaired perfusion) \

[[] Functional consequence * Metabolic derangement (Na*, hypoglycaemia) m

Reduced integration of
brain networks

12
Fonte: Wilson JE, et al. Nat Rev Dis Primers. 2020; 6(1):94.

Q



Fisiopatologia

Predisposing factors or vulnerability Precipitating factors or insults
High vulnerability Noxious insult
Low vulnerability Less noxious insult

Figure: Multifactorial model of delirium in older people

Onset of delirium is dependent on a complex interaction between the patient’s

baseline vulnerability (predisposing factors) at admission and precipitating fac-

tors or noxious insults occurring during hospital admission. Adapted from Inouye

and Charpentier,* by permission of the Journal of the American Medical Association.
Fonte: Inouye et al. The Lancet 2014; 383:911-922.



Fatores de risco @

Premorbid factors

* Advanced age * High comorbidity burden * Depression ¢ lllicit drug, opioid or
* Dementia * Frailty * Alcohol abuse benzodiazepine use
* Low educational level * Visual and hearing impairment * Poor nutrition * History of delirium

|

Factors relating to presenting illness ;OSt-admlss'on Tackors "
) N [0 ; ; D * Pain * Invasive devices
* Surgical stress * Acute infections s [vifection * Physical
* Cardiovascular * Dehydration * Invasive devices restraints
surgery ' . Electrolyte lm.ba‘lance * Immobility * Poor sleep
-l Er At : A'cute il i “=1 | » Metabolic abnormalities * Opioids
Surgery RLuErdysfintion * Prolonged ileus * Psychoactive
* Aortic surgery * Alcohol or drug « Blood transfusion drugs
* Major joint surgery withdrawal - | Benzodiazepines
* Emergency surgery * Seizures - . ™ | e Anticholinergic
_ a * All hospital and ante 9
< ) ; o 4 postoperative factors gents
* Severity of illness e = « Opioids * Immobility
° Unpl.an.ned * Failure of non-invasive * Polypharmacy \' Fall risk
adml_ssmn o ventilation * Sleep deprivation
* Medical admission * Ventilation longer * Environmental factors * Longer duration
9 * Sepsis L than 96 hours Y * Day-night disorientation of ventilation
or confusion * Infusions of
* Lack of communication benzodiazepines
with family and opioids
[ Postoperative [ Intensive care [ Ventilated [0 General hospital . Pl y & e _

Fig. 1| Risk factors for delirium. Risk factors for delirium relate to premorbid or predisposing factors (that is, a patient’s
characteristics) and to precipitating factors, which are factors relating to the presenting illness or that occur after hospital
or intensive care unit admission.

Fonte: Wilson JE, et al. Nat Rev Dis Primers. 2020; 6(1):94.
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Delirium induzido por medicamento

v'Cerca de 10 a 30% dos casos de delirium em idosos é induzido por medicamentos.

Carter GL, et al. Drug Saf. 1996;15(4):291-301. Ahmed S, et al. Age Ageing. 2014; 43(3):326-33 Catic AG. Drugs Aging. 2011;28(9):737-48.

v'E a quinta reacdo adversa a medicamento mais prevalente em idosos hospitalizados.
Jennings ELM, et al. Age Ageing. 2020; 23;49(6):948-958.

e Polifarmacia Ahmeds, et al. Age Ageing. 2014; 43(3):326-33

* Ca rga deliriogénica Nguyen et al., International Psychogeriatrics (2018), 30:4, 503-510.

e Carga anticolinérgica vondeling AM, et al. Eur J Intern Med. 2020; 78:121-126. :
ey Heterogeneidade e

° EXpOSIgaO a pSICOfarmacos Burry LD, et al. J Crit Care. 2017; 42:268-274.

* Exposicdo a corticosteroides Yamada c, etal. Crit Care Nurs. 2018; 47:15-22.

* Uso de medicamentos inapropriados para a faixa etaria.
Raso J, et al. International Journal of Clinical Pharmacy 2022; 44:548-556.

auséncia de padronizacao

v'Problema relacionado a farmacoterapia de necessidade.

e Dor néo tratada. Daoust R, et al. Acad Emerg Med. 2020;27(8):708-16.
15



Table Il. Drugs associated with cognitive impairment

e oo
Delirium induzido por medicamento

Drug Class Examples Risk Comment
|Anticholinergics Atropine High Glycopyrronium bromide is a safer agent for |
Scopolamine anaesthetic premedication
Benzodiazepines Nitrazepam High Cognifive impairment is more common with
Flurazepam long-acting agents. Withdrawal delirium also occurs
Diazepam Medium
Temazepam
| Opioid analgesics Pethidine (meperidine) High Risk may be highest with pethidine |
Antipsychotics Thioridazine Medium Although often used in the treatment of delirium,
Chlorpromazine antipsychotics with significant anticholinergic activity
Risperidone Low ion
| Antiparkinsonian drugs Trihexyphenidyl High Risk is highest in drugs with anticholinergic activity |
Benzatropine
Bromocriptine Medium
Levodopa
Selegiline (deprenyl)
Antidepressants Amitriptyline High Risk is highest in drugs with anticholinergic activity
Imipramine
Nortriptyline Medium
Desipramine
SSRIs Low
Anticonvulsants Primidone Medium Risk may be lowest with valproic acid and newer
Phenytoin Low anticonvulsants
Hz Antagonists® Cimetidine Low Proton pump inhibitors may be less likely to cause
Ranitidine delirium
H1 Antagonists® Chlorphenamine Low Antihistamines are available in many
over-the-counter preparations
Cardiovascular drugs Quinidine Medium Digoxin toxicity is dose-related, but in elderly people
Digoxin confusion may occur with normal serum
Methydopa concentrations
B-Blockers
Diuretics Low
ACE inhibitors
Corticosteroids Prednisolone Medium Risk is dose-related
NSAIDs Indomethacin Medium Paracetamol is a safer alternative for short term use
Ibuprofen Low
Antibiotics Cephalosporins Low Although delirium has been reported with many
Penicillin antibiotics, this may be more related to the effect of
Quinolones the underlying infection

a Histamine receptor antagonist.
SSRI = selective serotonin reuptake inhibitor.

Fonte: Moore AR, et al. Drugs & Aging 1999; 15 (1): 15-28
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Table 2. Evidence hierarchy table summarising the risk of delirium with different medication classes and different agents
within a class of medications

Medication class

Neuroleptic

Opioid

Benzodiazepine

Antihistamine (H,)

Dihydropyridine
H, Antagonist
Cardiac glycoside
Steroid

NSAIDs

Tricyclic antidepressant |Gustafson ez al. [20]

Study Setting Agent Type of analysis ~ Result OR/RR  Evidence
95% CI) quality
Kalisvaart ef al [21] Orthopaedic (hip surgery) Haloperidol RCT RR 0.9 (0.6-1.3)  High
Schor e al. [29] Mixed medicine/surgery  All neuroleptics Multivariate OR 4.5 (1.8-10.5) Moderate
Schot e al [29] Mixed medicine/surgery  All opioids Multivatiate OR 2.5 (1.2-5.2)  Moderate
Marcantonio ¢/ al. [24] Mixed surgical All opioids Matched OR 1.4 (0.5-4.3)  Moderate
Pandharipande ez 4/ [26] ICU Fentanyl Multivariate OR 1.2 (1.0-1.5)  Moderate
Pandharipande ez @l [26] ICU Morphine Multivariate OR 1.1 (0.9-1.2)  Moderate
[Marcantonio e al, [24] Mixed surgical Meperidine (pethidine) Matched OR 2.7 (1.3-5.5)  Moderate |
Marcantonio ¢/ af. [24] Mixed surgical Morphine Matched OR 1.2 (0.6-2.4)  Moderate
Marcantonio ef al. [24] Mixed surgical Fentanyl Matched OR 1.5 (0.6-4.2)  Moderate
Marcantonio ¢ al. [24] Mixed surgical Oxycodone Matched OR 0.7 (0.3-1.6)  Moderate
Marcantonio 7 al. [24] Mixed surgical Codeine Matched OR 1.1 (0.4-3.6)  Moderate
Marcantonio ¢/ al. [24] Mixed surgical All benzodiazepines Matched OR 3.0 (1.3-6.8)  Moderate
Pandharipande ef 4/ [26] ICU Lorazepam Multivariate OR 1.2 (1.1-1.4)  Moderate
Pandharipande ef 4l [26] ICU Midazolam Multivariate OR 1.7 (0.9-3.2)  Moderate
Marcantonio e/ al. [24] Mixed surgical Diphenhydramine Matched OR 1.8 (0.7-4.5)  Moderate
van der Mast e afl. [30] Cardiac surgery Nifedipine Multivariate OR 2.4 (1.0-5.8) Low
Schor ¢ al. [29] Mixed medicine/surgery ~ All H, antagonists Univariate OR 1.4 (0.8-2.5) Low
Schor et al. [29] Mixed medicine/surgery ~ Digoxin Univariate OR 0.5 (0.3-0.9) Low
Schor et al. [29] Mixed medicine/surgery ~ All steroids Univariate OR 0.5 (0.2-1.7)  Low
Schor et al. [29] Mixed medicine/surgery ~ All NSAIDs Univariate OR 0.4 (0.1-1.5)  Low
Orthopaedic (hip fracture) All tricyclic antidepressants Univariate RR 1.7 (1.4-2.1)  Very low |
Gustafson ez al. [20] Orthopaedic (hip fracture) Antiparkinson Univariate RR 1.3 (0.9-1.7)  Very low

Antiparkinson

Following a sensitivity analysis, only higher quality evidence has been included for each class of medication where possible.
H1, histamine 1 receptor; H2, histamine 2 receptor; NSAID, non-steroidal anti-imflammatory drug; TCA, tricyclic antidepressant; ICU, intensive catre unit;
RR, risk ratio; OR, odds ratio; CI, confidence interval.

Fonte: Clegg A, et al. Age Ageing. 2011;40(1):23-9.

&5
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Table 3. Summary of results presenting risk of delirium for medications split by dose and duration of action

Medication class Study Setting Agent Dose Study quality ~ Type of Result OR/RR Evidence
analysis (95% CI) quality
Opioids Morrison e af. [25] Orthopaedics (Hip fracture)  All opioids Morphine dose equivalent 10-30 mg Moderate ~ Multivariate  RR 4.4 (0.3—68.6) Moderate
Morrison et al. [25] |Orthopaedics (Hip fracture)  All opioids Morphine dose equivalent <10 mg Moderate ~ Multivariate RR 25.2 (1.3—493.3) | Moderate
Benzodiazepines =~ Marcantonio e 4/, [24] Mixed surgical All benzodiazepines High dose (>5 mg diazepam or dose equivalent in 24 h) ~ Moderate ~ Matched OR 3.3 (1.0-11.0) ~ Moderate
Marcantonio e# al. [24] Mixed surgical All benzodiazepines Low dose (<5 mg diazepam or dose equivalent in 24 h Moderate ~ Matched OR 2.6 (0.8-9.1) Moderate
Marcantonio e 4. [24] Mixed surgical All benzodiazepines Long acting” Moderate  Matched OR 5.4 (1.0-29.2) Moderate
Marcantonio e al. [24] |Mixed surgical All benzodiazepines  Short acting” Moderate ~ Matched OR 2.6 (1.1-8.5) | Moderate
Antihistamine H; Matcantonio ef @/ [24] Mixed surgical Diphenhydramine ~ High dose (>25 mg in 24 h) Moderate  Matched OR 1.5 (0.3-6.9) Moderate
Marcantonio ef af. [24] MIxed surgical Diphenhydramine Low dose (<25 mg in 24 h) Moderate ~ Matched OR 1.5 (0.54.1) Moderate

HI1, histamine H1 receptor; RR, risk ratio; OR, odds ratio.
“Long-acting benzodiazepines defined as chlordiazepoxide, diazepam and flurazepam.
]JS o i - i < -
ort-acting benzodiazepines defined as oxazepam, lorazepam, triazolam, midazolam and temazepam.

Fonte: Clegg A, et al. Age Ageing. 2011;40(1):23-9.
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Analise de causalidade

v'Dificuldades:

TEMPORALIDADE

DECHALLENGE
POSITIVO

v

RECHALLENGE
POSITIVO

v

Moore AR, et al. Drugs & Aging 1999; 15 (1): 15-28

»

Dificuldade em caracterizar o inicio da sindrome.

E quando todos os medicamentos suspeitos sao
descontinuados ao mesmo tempo?

E uma opcdo no contexto clinico?

19



R\
Prevencao e Manejo

Critério 2
Detecc¢ao precoce

Critério 1
Intervengao multicomponente

Preventative strategies: Regular delifum screening Family recognition of Provide communication,
Routine optimization of using validated tool by prodromal symptoms of education and emational
nonpharmacological clinical team delirium, increased patient support to patients, family
approaches, environm ental confusicn and healthcare team
modification

Critério 3

r

Confim diagnesis of deliium with | Diagndstico x
formal too Provide ongoing
E.g. e information to explain
- CAM Dllﬂnﬂ'ﬂlﬂ ﬁhuﬂ“‘“ delirium, and delirium
_  DSM-S leafiet
- lCD-10
: oy 7 o Investigation and management of ey s o
m:ﬁ';ﬂmmmw Critério 5 | potentially reversible precipitating Critério 4
. factors (if ropriate and consistent o g
strategies: Manejo | [ el i sl Identificar e tratar
—  Environment g man:;ﬁr;n = deprescribing, opioid rotation. tiologi
—  Verbal and non-verbal etiologla e causas
techniques . Phamacological strategies: subjacentes
) Monitor Delirium Consider medication if patient
distressed, safety concems
—  Delirfium sewverity
—  Level of agitation E.g. AF, BDZ
-~ Response to treatment
~  Adverse effects of pharmacological
treatment (e.g. EPS)

Fonte: Bush SH, et al. Drugs. 2017;77(15):1623-1643.



Perspectivas

v Treinamento da equipe multiprofissional:
 Triagem e Diagnostico. pysh sk, etal. Drugs. 2017;77(15):1623-1643.
° Documentagéo em prontua’ rio. Zalon ML.etal.J Gerontol Nurs. 2017;43(3):32-40.

* Melhorar quanti e qualitativamente as notificacdes de delirium como evento adverso a medicamento.

Varallo, F. R., et al. New Insights into the Future of Pharmacoepidemiology and Drug Safety [Internet]. London: IntechOpen; 2021 [cited 2022 Sep 12].

v Desenhos epidemioldgicos de melhor qualidade para esclarecer: Cascella M, et al. World J Crit Care Med 2019; 8(3): 18-27

» Caracterizacdo da farmacoterapia como fator de risco modificavel.

* Descricao do esquema terapéutico, janela de exposicao, analise de causalidade.
 |dentificar medidas profilaticas e curativas seguras e efetivas (resolucao, duracao e gravidade do delirium).

* Desenvolvimento e validagao de ferramentas para a triagem.

v Inteligéncia artificial para desenvolvimento de modelos preditivos para detec¢do precoce de pacientes
com maior vulnerabilidade. mcmaster ¢, et al. Drug saf. 2019;42(6):721-725. 21
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