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Objectives

Cancer patients experience various types of anxiety, from normal fears to pathologi-

cal anxiety, through the entire process of the illness. This anxiety requires attention, because it may
interfere with their cancer treatment and result in a negative impact on quality of life. The present pa-
per aimed to provide an overview of current pharmacotherapy for anxiety in the oncology setting, by
systematically reviewing the related literature.

Methods We searched both international and Korean domestic databases with the search terms
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Results Of 215 studies searched, we selected only 22 pharmacological clinical studies. There was
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cer patients. Also, we reviewed a few expert opinions and available clinical trials on anxiety in general.
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Table 1. A comparison of benzodiazepines commonly prescribed in cancer patients

Drugs Characteristics Comments
Lorazepam Utilized as anxiolytic and anticonvulsant, intermediate-acting, conjugated  Rapid onset of effect, but problems
and without active metabolites may recur on withdrawal
One of the first-choice benzodiazepines in patients with advanced cancer  Less likely than long-acting
Midazolam Utilized for sedation, short-acting benzodiazepines to accumulate
Cirrhosis impairs metabolism in liver disease

For rapid sedation during painful medical procedures and for agitated,
delirious patients
SC and IV preparations available
Alprazolam Utilized as anxiolytic, intermediate-acting, active metabolites
Sublingual, oral and retarded preparation available
Bromazepam  Utilized as anxiolytic, intermediate-acting, active metabolites
Minimal sedative effects; If sedation should be avoid, bromazepam may be
the first choice
Clonazepam  Utilized as anxiolytic and anticonvulsant, long-acting, no active metabolite Long-acting benzodiazepine may be
Diazepam Utilized as anxiolytic, long-acting, active metabolites useful fo manage recurrent symptoms
affer a course of short-acting
benzodiazepines

TAN} BaEick AQl oFekal 14798 WO R alpra-  sal midazolam 2 mg/kg7t FoI¥ oA Bek B3 1%
zolam¥} %14 tLWO]Q]fJ I g o 229 o A} dixerol wlal fojulekAl wektha Basigich
Zxd=, alprazolam Foiw3 B34 ZFolgk A48 Midazolams L3 eo|=y OE JAAgA 9 A4 AL
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s = venlafaxine  &go] AL = vjEYPA o] k= FAER <lE otekale)
a R

&gk wsltt EoF A 59 X]Eef olanzapine, risperidone, queti-

apine 59 AREo] Z7he 1 Q) E35] Wizr|olA|H-S A}

SYNE 22 (Anti—psychotic agents) &317] ol e St FadAE Balo] & WA of
A okEe wuphyl AL S| AEIEY 5 = A9 P kRS 4% ARRE B 5 Qok a7
o Bl e A BY 5o S Jdl dsteunE Yol e AT T7E ¥k 7Y dr FAES 2
N5 FAA 7 el B8] AbgEo] gkt wld a5 Qo] A&H 0w ARgE ) 3071 Do) Ari-

3 Al oFFo] TH o) FAR T 59 ¥ piprazole, ziprasidone 5 IHOIY Al SV 5

Table 2. Pharmacological interventions for anxiety in cancer patients

Initial ~ Usual  High

Drugs dose dose dose Schedule P4s0 Advantages Side Warnings
inhibition effects
(mg) (mg) (mg)
Anfi-depressants
SSRIs All SSRIs & SNRIs : All SSRIs & SNRIs :
Escitalopram 5 10 30 gDorHS 2Dé Least side Gl distress, nausea, Rare hyponatremia,
effects anorexia insomnia, serotonin syndrome,
drowsiness, bleeding risk, and

headaches, fremors,  seizures in epilepsy
sexual dysfunction,
can activate anxiety

Citalopram 10 20  40-60 gHS (2D4&)* Mildly sedating,
generic
Sertraline 25-50 100 200 ab (2D6, Neutral,
1A2, generic
3A3/4)*
SNRIs
Venlafaxine XR 75 150—225 300 aD None Can help Tachycardia, dry Missed-dose
or BID hot flashes mouth, urinary withdrawal,
hesitancy/retention rare hypertension
NaSSA
Mirtazepine 7.5 15-30 45 gHS  None Improves sleep, Occasional heavy
appetite, sedation
nauseaq,
anxiety
Anfi-anxiety agents
Benzodiazepine All benzodiazepines :
Lorazepam 0.5 1 2 BIDorTID None Mostly widely  Sedation, confusion,
used, tolerance, abuse,
anti-emetic disinhibition, gait
instability
Alprazolam 0.25 0.5 1 BID or TID None Least sedating Withdrawal due to
benzo, used short half-life
only for that
reason
Anti-psychotic agents
Olanzapine 2.5-5 5o0r10 15 gHS  None Very well Sedating at All antipsychotics :
tolerated, high dose CVA in dementio-
stimulates related psychosis,
appetite metabolic syndrome,
NMS, QTc prolongation
Quetiapine 25 25-50 200 gHS None  Sedating Heavy sedation
Haloperidol 0.5 0.5-1 2 BID None Generic, low EPS

sedation, paid  (akathisia,

for by hospice  dystonia)
= Slight at high dose only. Adapted from Miovic et al.4) SSRI : Selective serotonin reuptake inhibitor, SNRI : Serotonin-norepinephrine
reuptake inhibitors, NaSSA : Noradrenergic and specific serotonergic antidepressant, NMS : Neuroleptic malignant syndrome, gD :
Every day, HS : At bedtime, gHS : Every night, BID : Twice daily, TID : Three times a day, CVA : Cerebrovascular accident, EPS : Ex-
frapyramidal symptoms, QTc : Corrected QT interval on electrocardiogram
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Table 3. Systematic review of pharmacotherapy for anxiety in cancer patients
Medication I(A\RU(—:‘T?;;X?:; Study design N%é?)?seljg}g:ets Comparison Effect direction Ev:ceisglc ©
Benzodiazepines
Lorazepam James RCT Cancer patients Lorazepam Positive 1+
1984 double blind receiving 0.05 mg/kg (anti-emetic)
crossover chemotherapy
n=80 (56)
Kris RCT Cancer patients Lorazepam Positive 1+
1987 double blind receiving (1.5 mg/m?2) or (anti-emetic)
chemotherapy diphenhydramine
n=63 vs. 57 (50 mg) IV
Alprazolam Razavi RCT Stage Il breast Alprazolam Positive 1+
1993 double blind cancer (0.5 mg—2mg/d) (anticipatory
n=57 nausea)
Holland RCT All cancer patients Alprazolam Positive 1-
1991 open 10days n=174 1.5 mg fid vs. (anxiety,
87 (70) vs.87 (77) progressive muscle depression)
reloxation
Antidepressants
Fluoxetine Razavi RCT Gynecological, breast, Fluoxetine Negative 1+
1996 double blind hematologic (20 mg/d) vs. (anxiety and
5 weeks n=115 placebo depression)
45 (30) vs. 46 (39)
Fisch RCT Advanced solid tumor Fluoxetine Positive 1+
2003 double blind n=163 (20 mg/d) (quality of life,
12 weeks 83 (64) vs.80 (65) placebo depression)
Mirtazapine Cankurtaran  Open, prospective All cancer patients Mirtazapine Positive 2+
2008 controlled trial n=53 (20:13:20) (7.5—-30 mg/d) (anxiety,
Vs. imipramine insomnia,
vs. control depression)
Mirtazapine Pasquini Non-controlled All cancer patients Mirtazapine Positive 3
citalopram 2006 observational n=37 (15:13:4) Citalopram (anxiety,
escitalopram 4-10 weeks Escitalopram depression)
Venlafaxine Loprinzi RCT Breast cancer Venlafaxine 37 mg, Positive 1+
2000 double blind n=191 75 mg, 150 mg vs. (hot flash)
4 weeks placego 56 (50) placebo
37.5mg 56(49)
75 mg 55 (43)
150 mg 54 (49)
Loibl RCT Breast cancer Venlafaxine 37 mg bid Positive 1+
2007 double blind n=80 Clonidine 0.075 mg bid (hot flash,
4 weeks 40 (31) vs. 40 (33) superior effect)
Sertraline Martin RCT Advanced cancer Sertraline 50 mg Negative 1+
2007 double blind without major vs. placebo (depression,
4, 8 weeks depression anxiety, fatigue,
n=189 well-being)
95 (79) vs. 94 (87)
Paroxetine Musselman RCT Adults with melanoma Paroxetine Positive 1+
2001 double blind receiving adjuvant vs. placebo (depression and
prospective IFN- & (continued for the 1st  anxiety)
n=40 (20:20) 12 weeks of IFN-« )
Fluvoxamine  Gothelf Open prospective  Pediatric cancer Fluvoxamine Positive 3
2005 8-week trial n=15 (100 mg/d) (depression and
anxiety)
Citalopram Barton Prospective Breast cancer Citalopram Positive 3
2006 non-control with menopause (10—20 mg/d) (hot flash)

RCT : Randomized controlled trial, IFN : Interferon
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