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ABSTRACT

Background: Delirium is a neuropsychiatric disorder characterized by sudden impairments in consciousness, attention, and
perception, The evidence of successful pharmacological interventions for delirium is limited, and medication recommendations for
managing delirium are not standardized. This study aimed to provide evidence of antipsychotics for symptomatic treatment of
delirium in cancer patients receiving palliative care, Methods: We retrospectively reviewed adult cancer patients in palliative care
who received antipsychotic delirium treatment at Severance Hospital between January 2016 and June 2019, The efficacy was
evaluated primarily by resolution rates. The resolution of delirium was defined as neurological changes from drowsiness, confusion,
stupor, sedation, or agitation to alertness or significant symptomatic improvements described in the medical records, The safety
was studied primarily by adverse drug reaction incidence ratios, Results: Of the 63 enrolled patients, 60 patients were included in
the statistical analysis and were divided into three groups based on which antipsychotic medication they were prescribed
[quetiapine (n=27), haloperidol (n=25) and co—administration of quetiapine and haloperidol (n=8)]. The resolution ratio showed
quetiapine to be more effective than haloperidol (p=0.001). No significant differences were seen in adverse drug reaction rates
among the three groups (p=0.332). Conclusions: Quetiapine was considered the most effective medication for delirium, with no
significant differences in adverse drug reaction rates, Therefore, quetiapine may be considered a first—line medication for treating
delirium in cancer patients receiving palliative care, However, further studies comparing more diverse antipsychotics among larger

populations are still needed.
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Adult cancer patients in palliative care
who received antipsychotic delirium treatment
at a tertiary hospital
between January, 2016 and June, 2019
(n=117)

Excluded (n=54)

« History of seizure (n=7)

»{ * Delirium treatment before admission (n=25)

« Antipsychotics before diagnosis of delirium (n=18)
« Transfer or death (n=4)

Patients meeting inclusion criteria (n=63)

Quetiapine Haloperidol Combination Others
group (n=27) group (n=25) group (n=8) (n=3)

Fig. 1. Study population selection process.

A7 A= ICH(Table 1), Hit %3] 888 174 mgo|H, & &2 quetiapine 30.0 mg, haloperidol 7474 1.1 mg, A}t
3] 63 mgE 583 & BE AQsla BF &3] 125 = Al 23mgeE  JeRdor, W8] 37.5% (W)t
25.0 mg E-8-3}31t}. Benzodiazepined] 9F=-8 B & O 2 Al benzodiazepineS H % 0 & ARE-SII T

83 3xle] H)18-2 14.8%(4%8)o|t}. Haloperidol 2] 73-%-

BTFAIS} FARAZE BT AREERleH, AEANE 583 1% L LAl BiX} 7|2 EM

S AlQslale BF FAK O e AR W8St AL ZA g #2f 6379 AE H @ BFHARE 64.5+11.9
BE ATt Bt 23] &2 BFAS B9 1.4 mg, FARS] Ao, A F9] 3t 2 AREH SIS 64.04(56.0-74.0)% 1L,
75 2.8 mge|H], A benzodiazepineZ] S Fof B2 A B P0] 4602 A AL F 73.0%S AHAISHA
3k2}e] HIE-L 48.0%(128)0|th. W& A% quetiapineS & Tk A 7 A3 A ¥ 93 xfole QIATH Table
T 7=, haloperidol 779} FAIZ FA=QITE %3] & 2). g ALY o TR H o] 168(25.4%)0 2 71 Bk

Table 1. Group comparison according to medication regimen

iapi i Combination group (n=8
Characterisfics Quetiapine group Haloperidol group mb group ( -) b value
(n=27) (n=25) Quetiapine Haloperidol
Route of administration of antipsychotics, n(%)
Oral 27 (100.0) 1 (4.0) 8 (100.0) 1 (12.95)
Parenteral 0 (0) 19 (76.0) 0 (0) 2 (25.0)
Oral + parenteral 0 (0) 5 (20.0) 0 (0) 5 (67.5)
. . . Oral: 1.4+0.9 Oral: 1.1+£0.5
+ : + : +
Starting dose of antipsychotics, mean+SD, mg Oral: 17.4+ 6.6 Parenteral: 2.9+ 12 Oral: 30.0+13.3 Parenteral 2.3+ 0.5
Number of patients receiving benzodiazepine 4 (148) 12 (48.0) 3 (37.5) 0.030*
therapy, n(%)
Duration of benzodiazepine use, median (IQR), 45 (187.5) 3 (1.04.5) 1 (1.0:60) 0,938

days

*Pearson’s chi-square test or Fisher's exact test, TKruskal-Wallis test. Abbreviation: IQR, Interquartile range.
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Table 2. Demographic and baseline characteristics of study patients (n=60)

Quetiapine group

Haloperidol group Combination group

Characteristics (n=27) (n=25) (n=8) p value

Male, n (%) 20 (74.1) 17 (68.0) 7 (87.5) 0.518*
Age, median (IQR), years 66 (59.0-79.0) 61 (52.0-68.5) 59.5 (53.3-82.3) 0.2741
Cancer types, n (%) 0.867*

Lung cancer 9 (33.3) 4 (16.0) 3 (37.5)

Pancreatic cancer 3 (11.1) 8 (32.0) 2 (25.0)

Urogenital cancer 4 (14.8) 3 (12.0) 2 (25.0)

Gallbladder cancer 3 (11.1) 3 (4.0 0 (0)

Gynecologic cancer 2 (7.4) 3 (12.0) 0 (0)

Hepatic cancer 2 (7.4) 1 (4.0) 0 (0)

Gastrointestinal cancer 2 (7.4) 1 (4.0) 0 (0)

Other 2 (7.4) 2 (8.0) 1 (12.5)
Charlson comorbidity index, median (IQR) 6 (2.0-6.5) 6 (6.0-7.0) 6 (4.0-6.5) 0.068"
Risk factor for deliium onset, n (%)

Brain metastasis 2 (7.4) 2 (8.0) 2 (25.0) 0.332*

Encephalopathy 3 (11.1) 1 (4.0) 1 (12.9) 0.537*

Electrolyte abnormality 19 (70.4) 23 (92.0) 4 (50.0) 0.029*

Unrelieved pain 9 (33.3) 5 (20.0) 2 (25.0) 0.551*

lleus/constipation 14 (51.9) 14 (56.0) 4 (50.0) 0.939*

Infection 9 (33.3) 9 (36.0) 1 (12.5) 0.447*

Foley insertion 12 (44.4) 13 (52.0) 2 (25.0) 0.459*

Medicationt 24 (88.9) 18 (72.0) 6 (75.0) 0.277*
Opioid dose’¥, median (IQR), mg 22.5 (0-48.0) 26.7 (4.2-53.0) 34.4 (18.8-197.7) 0.400"

*Pearson’s chi-square test or Fisher's exact test, TKruskal-Wallis test, *Risk medications for deliium onset in 2018 ESMO guideline, $Infravenous mor-
phine equivalents administered within 24 hours prior to delirium. Abbreviation: IQR, Interquartile range.
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Anxiolytics, hypnotics

Proton pump inhibitors

H, blockers

37.0 B Quetiapine group

Anticonvulsants (n=27)

OHaloperidol group
Opioids (n=25)
Combination group

NSAIDs (n=g)

Corticosteroids 8.0

I 111

Anti-infectives

Types of risk medications for delirium onset

N 37
Other psychoactive

. 57

Anticholinergics

0 10 20 30 40 50 60 (%)

Percentage of administration of risk medications for delirium onset

Fig. 2. Percentage of administration of risk medications for deliium onset. No significant differences exist in administration rates of
each type of risk medications among the quetiapine, haloperidol, and combination groups.
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Fig. 3. Comparison of electrolyte abnormality among the three groups. *Fisher's exact test
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Table 3. Primary and secondary endpoints of efficacy and safety among the three groups

Quetiapine group Haloperidol group Combination group

Clinical outcomes (n=27) (n=25) (n=8) p value
Efficacy outcomes
Resolution of delirium, n(%) 16 (59.3) 6 (24.0) 1 (12.5) 0.009*
Duration of antipsychotic treatment, median (IQR), days 4 (2.0-9.0) 3 (2.0-4.8) 5.5 (4.8-10.0) 0.0871
Recurrence of delirium, n(%) 0 (0) 4 (16.0) 0 (0) 0.002*
Safety outcomes
Adverse drug reactions, n(%) 2 (7.4) 2 (8.0) 2 (25.0) 0.596*
Sedation 2 (7.4) 0 (0) 0 (0)
Sleepiness 0 (0) 0 (0) 1 (12.5)
Akathisia 0 (0) 2 (8.0) 1(12.5)
CTCAE grade 2lIl ADRs, n(%) 0 (0) 1 (4.0) 0 (0) 0.550*
Death, n(%) 7 (25.9) 21 (84.0) 3 (37.5) <0.001*
Cancer-related death, n(%) 7 (25.9) 20 (80.0) 3 (37.5)

*Pearson’s chi-square test or Fisher's exact test, TKruskal-Wallis test. Abbreviation: IQR, Interquartile range.

THRl(ss)

100
p=0.041"

90

=0.001" p=0.652" ——

80
70
60
50
40

30

20

10

0

Quetiapine group Haloperidol group Combination group

Fig. 4. Delirium resolution rates in the three groups. *Fisher's
exact test.
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