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Use of Haloperidol and Lorazepam for Intractable Symptoms in the Hospice Palliative Care Unit

Wook Namkoong, Jungmin Kim, Hyunseon Eo, Eunjin Chung, Junga Kim, Soohyoung Lee, Kihyon Park*
Department of Family Medicine, Seoul Medical Center, Seoul, Korea

Background: Terminally ill cancer patients suffer from refractory symptoms, and the last option of treatment is to consider sedatives. However, due to
concerns that sedation may shorten survival time, some people prefer not to take sedatives. The purpose of this study was to investigate the effects
of sedative administration on survival time among terminally ill cancer patients.

Methods: Two hundreds and thirty-seven patients who were hospitalized to the hospice care unit of public hospitals in Seoul from January, 2015 to
March, 2016 were analyzed retrospectively. The univariate and multivariate Cox’s proportional hazard regression model was used to determine
independent factors related to survival time.

Results: The usage of sedation was necessary because the incidence of insomnia was 61.4% in the lorazepam only group, and the incidence of delirium
was highest in the haloperidol group and the haloperidol with lorazepam group. Interestingly, multivariate analysis showed that male (HR, 1.766; P
<0.001), decreased consciousness (HR, 1.803; P=0.003), anorexia (HR, 1.506; P=0.012), resting dyspnea (HR, 1.757; P<0.001), elevated serum bilirubin
(HR, 1.657; P=0.001), and the haloperidol with lorazepam group (HR, 0.535, P<0.001) were each significantly associated with survival time.
Furthermore, patients in the haloperidol with lorazepam group survived longer than patients with no such medications.

Conclusion: There is no evidence that treatment with sedative medication shortens the survival time of patients with terminally ill cancer with
refractory symptoms.
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Table 1. General characteristics of patients (n=237)

Variable Value
Gender
Male 140 (59.1)
Female 97 (40.9)
Age (y) 68.58+12.85/71 (60-78)

Type of primary cancer

Hepatobiliary cancer 49 (20.7)
Lung cancer 39 (16.5)
Stomach cancer 28(11.8)
Colorectal cancer 35(14.8)
Pancreatic cancer 2309.7)
Gynecological cancer 11(4.6)
Head and neck cancer 14 (5.9)
Urinary tract cancer 12 (5.1)
Others 26(11.0)
Previous treatment
Operation 97 (40.9)
Chemotherapy 161 (67.9)
Radiotherapy 59 (24.9)
No treatment 49 (20.7)
Comorbidities
Hypertension 93 (39.2)
Diabetes mellitus 68 (28.7)
Heart disease 44 (18.6)
ECOG PS
1 9(3.8)
2 53(22.4)
3 120 (50.6)
4 55 (23.2)
Use of sedatives 145 (61.2)

Values are presented as number (%), meantstandard error, or medians (inter-
quartile range).
ECOG PS, Eastern Cooperative Oncology Group performance status.
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Table 2. Indications for sedation

Haloperidol with

Refractory Haloperidol Lorazepam
symptom (n=17) (n=44) Jianid e
(n=84)

Pain 2(11.8) 9(20.5) 21(25.0
Delirium 14 (82.4) 5(11.4) 64 (76.2)
Dyspnea 2(11.8) 4(9.1) 7 (8.3)
Insomnia 1(5.9) 27 (61.4) 20(23.8)
Nausea, vomiting 2(11.8) 0(0) 2.4
Psychological distress 3(17.6) 4(9.1) 11(13.1)
Seizure 0(0) 4(9.1) 0(0)

Values are presented as number (%), unless otherwise indicated.
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Table 3. Clinical characteristics of patients
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Variable No use Haloperidol Lorazepam Haloperidol with P-value
(n=92) (n=17) (n=44) lorazepam (n=84)

Gender 0.561
Male 50 (54.3) 9(52.9) 28 (63.6) 53 (63.1)

Female 42 (45.7) 8(47.1) 6(36.4) 31(36.9)

Age () 0.040
Median (interquartile) 74 (62.0-79.8) 74 (63.5-81.0) 64 (54.3-76.5) 70 (61.0-76.0)
Meantstandard deviation 70.1£13.1 71.8£10.3 64.6£13.9 68.4£12.0

ECOG PS 0.075
ECOGPS<3 63 (68.5) 12 (70.6) 38(86.4) 68 (81.0)

ECOG PS4 29 (31.5) 5(29.4) 6(13.6) 16 (19.0)

Metastasis 67 (72.8) 14 (82.4) 36 (81.8) 73 (86.9) 0.130

Mental status 0.138
Alert 72 (78.3) 15(88.2) 41(93.2) 72 (85.7)

Altered 0(21.7) 2(11.8) 3(6.8) 2(14.3)

SBP (mmHg) 120.0 (101 5-132.3) 130.0 (110.0-142.5) 120.0 (105.5-130.0) 120.0 (110.0-138.8) 0.242

DBP (mmHg) 70.0 (60.3-80.0) 80.0 (62.5-87.5) 70.0 (60.0-89.5) 77.5(70.0-81.8) 0.700

Blood test
Total bilirubin (mg/dL) 9(0.5-5.9) 1.2(0.7-2.9) 0.8(0.4-3.2) 0.9(0.5-2.2) 0.503
Creatinine (mg/dL) 0.9(0.6-1.6) 0.8(0.7-1.1) 0.8 (0.5-1.0) 0.8 (0.5-1.1) 0.130
CRP (mg/dL) 6.4 (2.6-9.5) 9.6 (2.7-15.0) 6.9 (3.2-12.5) 6.1 (3.0-10.4) 0.374
Potassium (mmol/L) 4 (4.0-4.9) 3(3.5-5.0) 44 (4.1-4.8) 44(4.0-4.7) 0.625
WBC count (/mm3) 11.4(7.5-18.2) 10.3(8.6-13.8) 11.5(6.6-16.7) 9.7 (6.5-13.8) 0.229
Hemoglobin (g/dL) 10.3(8.8-11.7) 6(8.2-11.5) 10.4 (8.6-11.9) 10.2 (9.3-11.9) 0.430

Anorexia 67 (72.8) 6(94.1) 32(72.7) 64 (76.2) 0.290

Resting dyspnea 29 (31.5) 8(47.1) 5(34.1) 26 (31.0) 0.616

Pleural effusion 36 (39.1) 9(52.9) 6 (36.4) 33(39.3) 0.690

Ascites 28 (30.4) 5(29.4) 3(29.5) 31(36.9) 0.760

Elevated bilirubin 31(33.7) 4(23.5) 3(29.5) 23 (27.4) 0.749

Elevated creatinine 24 (26.1) 2(11.8) 4(9.1) 10(11.9) 0.026

Elevated WBC 50 (54.3) 7 (41.2) 23(52.3) 34 (40.5) 0.258

Use of opioids 0.005
<120 mg OME/d 77 (83.7) 9 (53.0) 26 (59.1) 49 (58.3)

120-299 mg OME/d 11(12.0) 5(29.4) 12 (27.3) 27 (32.2)
>300 mg OME/d 4(4.3) 3(17.6) 6(13.6) 8(9.5)

Values are presented as number (%), median (interquartile range), unless otherwise indicated, or meantstandard error.

ECOG PS, Eastern Cooperative Oncology Group performance status; SBP, systolic blood pressure; DBP, diastolic blood pressure; CRP, C-reactive protein; WBC, white
blood cell; Elevated bilirubin, total bilirubin >2 mg/dL; Elevated creatinine, creatinine >1.5 mg/dL; Elevated WBC; white blood cell count >11,000/mm?; OME, oral mor-

phine equivalent.

P-values are analyzed by chi-square test and Kruskal-Wallis test.
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Table 4. Univariate Cox’s proportional hazards anaylysis for factors affecting survival time

Variable No. of patients Survival time* HR (95% CI)* P-value®

Gender 0.008
Female 97 15 1
Male 140 13 1.433(1.097-1.872)

Age (y) 0.266
<71 119 12 1
>71 118 14 0.864 (0.668-1.118)

ECOG PS 0.111
<3 181 15 1
4 56 7 1.284 (0.950-1.736)

Metastasis 0.459
No 47 12 1
Yes 190 13 0.886 (0.642-1.222)

Mental status 0.001
Alert 200 15 1
Altered 37 7 1.791 (1.257-2.551)

Anorexia 0.014
No 58 18 1
Yes 179 12 1.459 (1.081-1.969)

Resting dyspnea 0.002
No 159 16 1
Yes 78 9 1.551 (1.177-2.044)

Pleural effusion 0.116
No 143 14 1
Yes 94 11 1.234 (0.949-1.603)

Ascites 0.092
No 160 15 1
Yes 77 11 1.270(0.962-1.676)

Elevated bilirubin 0.004
No 166 15 1
Yes 71 11 1.524 (1.148-2.024)

Elevated creatinine 0.005
No 197 15 1
Yes 40 8 1.644 (1.167-2.318)

Elevated WBC 0.014
No 123 16 1
Yes 114 10 1.381 (1.068-1.784)

Use of opioids
<120 mg OME/d 161 12 1
120-299 mg OME/d 55 16 0.753 (0.553-1.025) 0.071
>300 mg OME/d 21 18 0.687 (0.435-1.086) 0.108

Use of sedatives
No use 92 10 1
Haloperidol 17 9 0.945 (0.561-1.594) 0.833
Lorazepam 44 15 0.762 (0.532-1.093) 0.140
Haloperidol+lorazepam 84 18 0.515 (0.380-0.700) 0.000

HR, hazard ratio; Cl, confidence interval, ECOG PS, Eastern Cooperative Oncology Group performance status; Elevated bilirubin, total bilirubin >2 mg/dL; Elevated cre-
atinine, creatinine >1.5 mg/dL; Elevated WBC, white blood cell count >11,000/mm?3; OME, oral morphine equivalent.
“Median survival days. By univariate Cox’s proportional hazards regression anaylysis. By log-rank test.
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Table 5. Multivariate Cox’s proportional hazards anaylysis for factors
affecting survival time

Variable HR (95% Cl)* P-value’

Male 1.766 (1.321-2.359) 0.000
Altered mental status 1.803 (1.218-2.669) 0.003
Anorexia 1.506 (1.095-2.071) 0.012
Resting dyspnea 1.757 (1.303-2.371) 0.000
Elevated bilirubin 1.657 (1.226-2.238) 0.001
Elevated creatinine 1.355 (0.945-1.943) 0.098
Elevated WBC 1.261 (0.968-1.642) 0.085
Use of sedatives

No use 1

Haloperidol 1.050 (0.605-1.823) 0.862

Lorazepam 0.719 (0.497-1.042) 0.082

Haloperidol+lorazepam 0.535 (0.391-0.733) 0.000

HR, hazard ratio; Cl, confidence interval; Elevated bilirubin, total bilirubin >2 mg/
dL; Elevated creatinine, creatinine >1.5 mg/dL; Elevated WBC, white blood cell
count>11,000/mm?.

*By multivariate Cox’s proportional hazards regression anaylysis. By log-rank test.
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