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Patients suffering with advanced cancer are polysymptomatic, thus for relieving symptoms, they 
generally receive many medications. Frequently seen symptoms include loss of weight, loss of appetite, 

anorexia, depression, nausea, vomiting and delirium. Polymedication raises the chances of interactions of drug and its side 
effects in case of this multimorbid and frail population. Mirtazapine is increasingly utilized as an off-label treatment of poly-
symptoms like loss of appetite, anxiety, depression, nausea and insomnia. The following case reports will highlight the potential 
benet of off-label mirtazapine use for polysymptomatology management in advanced cancer patients.
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INTRODUCTION: 
Advanced cancer is dened as the type of cancer that is 
implausible to get cured or prevented after treatment. This 
type of cancer is also known as the terminal or end-stage 
cancer (1,2).  Such patients are managed using nonsurgical 
modal i t ies  l ike best  support ive care,  concurrent 
chemoradiation, radical and palliative radiation. The 
nonsurgical treatment modalities attain a lasting cure rarely. 
Pa t i e n t s  s u f f e r i n g  w i t h  a d v a n c e d  c a n c e r  a r e 
polysymptomatic, thus for relieving symptoms, they generally 

 receive many medications (3). Frequently seen symptoms 
include loss of weight, anorexia, depression, and delirium. 
Polymedication rises the chances of interactions of drug and 

 its side effects in case of this multimorbid and frail population
(4). Patients with advanced cancer typically require multiple 
drugs to relieve their symptoms because they are 
polysymptomatic. 

Mirtazapine is a noradrenergic and selective serotonergic 
antidepressant that works by inhibiting 5-HT2 and 5-HT3 
receptors and opposing adrenergic alpha2-autoreceptors 
and heteroreceptors. Mirtazapine does block H  and 5-HT  1 2c

receptors which lead to sedation and increased appetite, 
respectively (5). Mirtazapine has aggravating appetite-
stimulating, gastric emptying, and improvement of quality of 
sleep or anxiolytic effects (6).  It can be considered as highly 
helpful antiemetic agent for increasing the whole Quality of 

  Life after chemotherapy. More clinical experience and 
research is required to explain their role in the advanced 
cancer palliation.

Case report:
Advanced cancer patients attending palliative care 
department at tertiary care centre, After obtaining written 
informed consent, the case report was performed on four 
patients aged >18 years with suffering from an histologically 
diagnosed advanced cancer (Cancer with Metastasis), 
Patients with a complain of multiple symptoms like- loss of 
body weight, decrease appetite, anxiety, depression, 
insomnia, nausea and vomiting were included in the study. 

Pregnant and lactating female, Known history of 
hypersensitive to mirtazapine drugs, ryles tube feeding 
patients, Severe renal impairment, Severe liver impairment, 
Signicant disorder of bone marrow, Cardiac conduction 
defect, EKG changes suggestive of cardiac disease and QTc 
prolongation, patient taking antipsychotic, sedative- 
psychotropic drug, atropine and its substitute, non co-
operative patient, patient are not giving written informed 
consent for this case study were also excluded from the study.

As per study protocol, all the patients were interviewed, 

briefed and counseled about the drugs. Previous medication 
history, clinical examination and investigations were 
reviewed and vitals of all the patients were recorded. All the 
selected patients were prescribed Tablet Mirtazapine 15 
mg/day orally at night once per day for 4 weeks and provided 
study questionnaire - Edmonton Symptom Assessment Scale 
(ESAS) for assess to symptoms. Patient's ESAS score for 
appetite, depression, anxiety, sleep and nausea was 

thmeasured at baseline and at 4  weeks of follow-up period 
(Table).

Patient 1: A 42 year male patient has been diagnosed with 
carcinoma pancreases with liver metastasis. Pain relief 
adequate with Tablet Morphine 10 mg orally every four hourly, 
Tablet Paracetamol 650 mg orally three times a day, Tablet 
Gabapentin 300 mg orally once a day, Tablet Bisacodyl 10 mg 
orally at night and Capsule Omeprazole 20 mg orally. His 
latest laboratory ndings are serum urea-42mg/dl, serum 
creatinine-0.8mg/dl, SGOT-31U/L, SGPT-28U/L, serum 
bilirubin-0.3mg/dl, hemoglobin-9.8g/dl. 

Patient 2: A 36 year male patient has been diagnosed with 
carcinoma lung left side with bone metastasis, his Pain relief 
adequate with Tablet Morphine 20 mg orally every four hourly, 
Tablet Etoricoxib 90 mg orally once a day, Tablet Gabapentin 
300 mg orally once a day, Tablet Bisacodyl 10 mg orally at 
night and Capsule Omeprazole 20 mg orally to cover other 
neuropathic pain and constipation in this patient. His latest 
laboratory ndings are serum urea-34mg/dl, serum 
creatinine-0.9mg/dl, SGOT-26U/L, SGPT-18U/L, serum 
bilirubin-0.7mg/dl, hemoglobin-10.1g/dl. 

Patient 3: A 32 year female patient has been diagnosed with 
carcinoma breast, post operative case, her Pain relief 
adequate with Tablet Morphine 5 mg orally every four hourly, 
Tablet Paracetamol 650 mg orally three times a day, Tablet 
Pregabalin 75 mg orally twice a day, Tablet Bisacodyl 10 mg 
orally at night and Capsule Omeprazole 20 mg orally. Her 
latest laboratory ndings are serum urea-37mg/dl, serum 
creatinine-0.8mg/dl, SGOT-24U/L, SGPT-26U/L, serum 
bilirubin-0.9mg/dl, hemoglobin-10.3g/dl. 

Patient 4: A 27 year male patient has been diagnosed with 
carcinoma buccal mucosa, his Pain relief adequate with 
Tablet Morphine 10 mg orally every four hourly, Tablet 
Etoricoxib 90 mg orally once a day, Tablet Pregabalin 75 mg 
orally twice a day, Tablet Bisacodyl 10 mg orally at night and 
Capsule Omeprazole 20 mg orally. His latest laboratory 
ndings are serum urea-32mg/dl, serum creatinine-0.9mg/dl, 
SGOT-24U/L, SGPT-18U/L, serum bilirubin-0.6mg/dl, 
hemoglobin-10.5g/dl.
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DISCUSSION:
The aging population and increasing prevalence of cancer 
with age may lead us to expect an increase in the number of 
patients undergoing polypharmacy therapy, both for 
advanced cancer and palliative care (7). This presents a risk 
to these patients' safety as well as their quality of life. Better 
managing the aging cancer population requires evaluating 
medications that lower the risk of polypharmacy while also 
improving quality of life and treating a range of symptoms (8). 
It's challenging to manage its many distressing symptoms. 
Thus, nding a medication that lessens a variety of symptoms 
would be helpful in preventing polypharmacy.

Off-label usage of mirtazapine for the management of 
polysymptomatology, such as anxiety, sleeplessness, and 
anorexia in cancer patients, is growing.

 Arrieta O et al (9) conducted a study to Mirtazapine as 
Appetite Stimulant in Patients with Non–Small Cell Lung 
Cancer and Anorexia. They observed that there was no 
signicant difference in the appetite scores for patients who 
were treated with mirtazapine or placebo, but they found that 
mirtazapine group showed a signicant rise in energy intake, 
mainly in intake of fat, which is a good source of energy. They 
stated that when mirtazapine is added in the management of 
patients having advanced cancer and anorexia, it generally 
help patients to gain energy and improve the health-
associated quality of life, mainly cognitive and emotional 

 functioning. Watanabe N et al (10) conducted a study to 
Mirtazapine versus other antidepressive agents for 
depression. They assessed the studies on the acceptability 
and efcacy of mirtazapine as compared with other 
antidepressive agents for managing the acute-phase of major 
depression in adults. They concluded that Mirtazapine was 
more likely to cause gain in the weight or rise in the appetite 
and somnolence.  Schutters SI et al (11) conducted a study to 
Mirtazapine in generalized social anxiety disorder. They 
observed that investigated the tolerability and efcacy of 
mirtazapine in a generalized social anxiety disorder. They 
concluded that mirtazapine (30-45 mg/day) failed to be 
effectual in the comprehensive social anxiety disorder. 

Mirtazapine can be treating multiple symptoms because of its 
effects on appetite stimulate and weight gain. Given that 
malnutrition shortens the life expectancy of patients with 
advanced cancer and is a source of treatment intolerance, the 
adverse effects of mirtazapine may be of great importance. 
For these reasons, mirtazapine might be the better choice 
when treating cancer patients with numerous symptoms and 
lowering polypharmacy.

CONCLUSIONS:
Mirtazapine is increasingly prescribed to cancer patients for 
off-label indications including the management of anxiety, 
nausea, insomnia, and appetite stimulation. More study is 
needed to evaluating off-label use of mirtazapine and other 
drugs for palliation of symptoms in cancer patients who are 
often frail and susceptible to adverse events particularly in the 
advanced stages of illness. In future there is a need to conduct 
single or multicentric studies, having a large sample size with 

long follow up period using even better scales, to get more 
authentic, conclusive and accurate results.

Declaration of patient consent:
This case study done after the all appropriate consent given 
by patients. In the form, the patients have been given consent 
for his/her clinical information to be reported in the 
publication journal. 

Financial support and sponsorship - Nil. 
Conicts of interest- No
Supplementary material- none
Author contributions- the authors have contributed equally.

REFERENCES:
1. Davis, M. P., Khawam, E., Pozuelo, L., & Lagman, R. (2002). Management of 

symptoms associated with advanced cancer: olanzapine and mirtazapine: a 
world health organization project. Expert Review of Anticancer Therapy, 2(4), 
365+. 

2. Tromp DM, Brouha XDR, Hordijk GJ, Winnubst JAM, de Leeuw RJ. Patient and 
tumour factors associated with advanced carcinomas of the head and neck. 
Oral Oncol. 2005;41(3):313–319.

3. Satija A, Bhatnagar S. Complementary Therapies for Symptom Management 
in Cancer Patients. Indian J Palliat Care. 2017 Oct-Dec;23(4):468-479. doi: 
10.4103/IJPC.IJPC_100_17. PMID: 29123357; PMCID: PMC5661353.

4. Wondm SA, Tamene FB, Gubae K, Dagnew SB, Worku AA, Belachew EA. 
Potential drug-drug interaction and its determinants among patients with 
cancer receiving chemotherapy in oncology centres of Northwest Ethiopia: an 
institutional-based cross-sectional study. BMJ Open. 2023 Dec 
9;13(12):e077863. doi: 10.1136/bmjopen-2023-077863. PMID: 38070913; 
PMCID: PMC10728963.

5. Stimmel GL, Dopheide JA, Stahl SM. Mirtazapine: an antidepressant with 
noradrenergic and specic serotonergic effects. Pharmacotherapy. 1997 Jan-
Feb;17(1):10-21. PMID: 9017762.

6. Alam A, Voronovich Z, Carley JA. A review of therapeutic uses of mirtazapine 
in psychiatric and medical conditions. Prim Care Companion CNS Disord. 
2013;15(5):PCC.13r01525. doi: 10.4088/PCC.13r01525. Epub 2013 Oct 10. 
PMID: 24511451; PMCID: PMC3907331.

7. LeBlanc TW, McNeil MJ, Kamal AH, Currow DC, Abernethy AP. Polypharmacy 
in patients with advanced cancer and the role of medication discontinuation. 
The Lancet Oncology. 2015 Jul 1;16(7):e333-41.

8. Hoel RW, Connolly RM, Takahashi PY. Polypharmacy management in older 
patients. InMayo Clinic Proceedings 2021 Jan 1 (Vol. 96, No. 1, pp. 242-256). 
Elsevier.

9. Arrieta O, Cárdenas-Fernández D, Rodriguez-Mayoral O, et al. Mirtazapine 
as Appetite Stimulant in Patients With Non–Small Cell Lung Cancer and 
Anorexia: A Randomized Clinical Trial. JAMA Oncol. Published online 
January 11, 2024. doi:10.1001/jamaoncol.2023.5232

10. Watanabe N, Omori IM, Nakagawa A, Cipriani A, Barbui C, Churchill R, 
Furukawa TA. Mirtazapine versus other antidepressive agents for depression. 
Cochrane Database Syst Rev. 2011 Dec 7;(12):CD006528. doi: 
10.1002/14651858.CD006528.pub2. PMID: 22161405; PMCID: PMC4158430.

11. Schutters SI, Van Megen HJ, Van Veen JF, Denys DA, Westenberg HG. 
Mirtazapine in generalized social anxiety disorder: a randomized, double-
blind, placebo-controlled study. Int Clin Psychopharmacol. 2010 
Sep;25(5):302-4. doi: 10.1097/yic.0b013e32833a4d71. PMID: 20715300.

VOLUME - 13, ISSUE - 09, SEPTEMBER - 2024 • PRINT ISSN No. 2277 - 8160 • DOI : 10.36106/gjra

Patients ESAS SCORE

Appetite Depressi
on

Anxiety Sleep Nausea

At 
bas
elin
e

At 
th4  

wee
k

At 
bas
elin
e

thAt 4  
wee
k

At 
bas
elin
e

thAt 4  
week

At 
bas
elin
e

thAt 4  
wee
k

At 
base
line

At 
th4  

wee
k

Case 1 6 2 5 4 6 3 7 2 4 3

Case 2 8 3 7 4 5 4 6 3 5 2

Case 3 6 3 6 2 7 3 5 4 3 2

Case 4 7 4 5 3 5 2 6 2 6 3

  X 115GJRA - GLOBAL JOURNAL FOR RESEARCH ANALYSIS


