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Introduction

• Symptom clusters in advanced patients with lung cancer

• Symptomatic treatments in patients with lung cancer

- Cough

- Breathlessness



Symptoms in patients with advanced lung cancer

• fatigue (~ 100%) 

• dyspnea or cough (~ 84%) 

• depression (~ 83%) 

• pain (~ 58%)

Hofman M, et al. Oncologist 2007

Walling AM, et al. J Pain Symptom Manage 2015

Lou VW, et al. J Pain Symptom Manage 2017



Symptom clusters in lung cancer

• physical symptoms : pain, breathlessness, cough, fatigue, nausea, vomiting …

• psychological problems : depression, anxiety, impaired concentration…

- Respiratory symptoms played a central role in patients’ symptom 
experiences across the entire period

- Respiratory symptoms also commonly co-occurred 

• a discreet ‘respiratory distress’ symptom cluster

(cough, breathlessness and fatigue

-> co-occur and influence each other.) 

(Molassiotis A, et al. Lung Cancer. 2011)



Management for symptom clusters in lung cancer

# the Respiratory Distress Symptom Intervention (RDSI)

- Controlled breathing techniques

- Cough easing techniques

- Acupressure

- Information pack

(i) intervention group receiving usual care and RDSI 

(ii) control group receiving usual care only

Yorke J, et al. Support Care Cancer. 2015



Yorke J, et al. Support Care Cancer. 2015



Symptom clusters in lung cancer

• Respiratory symptoms -> a reduced quality of life

• sleep quality and respiratory symptoms are associated with each other.

• 128 patients with advanced (stage III or IV) lung cancer

Lou VW, et al. J Pain Symptom Manage. 2017



Symptom clusters in lung cancer

Lou VW, et al. J Pain Symptom Manage. 2017

Respiratory symptoms -> sleep disturbance   -> poor quality of life



• diagnosed at age ≥67 years with lung cancer between 1/1/2008 and 12/31/2013. 

- pain (opioids, non-opioid analgesics, and adjuvants);

- emotional distress (antidepressants, anxiolytics/sedatives, and antipsychotics); 

- fatigue (transfusions, erythropoietin stimulating agents, or methylphenidate); 

- dyspnea (inhaled bronchodilators or corticosteroids, diuretics, oral COPD or 
asthma, and secretion management);

- anorexia (appetite stimulants); 

- nausea/vomiting (serotonin (5-HT3) antagonists, neurokinin 1 antagonists, 
prochlorperazine/promethazine, cannabinoid, and metoclopramide). 

Saphire ML, et al. J Pain Symptom Manage. 2020
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Saphire ML, et al. J Pain Symptom Manage. 2020



# 폐암 환자에서 발생하는 호흡기계 증상 관리

• Cough

• Breathlessness



Symptomatic treatments of cough



Molassiotis A, et al. Cochrane Database Syst Rev. 2015



Intervention of cough 
A. Brachytherapy, laser therapy and photodynamic therapy

- laser resection vs laser resection plus brachytherapy

- Photodynamic therapy

- Endobronchial brachytherapy

: a variety of doses and distances from the tumour

# no standard dose of brachytherapy, similar outcomes for cough.

--> the lowest dose should be preferred 

(Canak 2006)

(Diaz-Jimenez 1999)

(Mallick 2006) (Muto 2000) (Nori 1993) (Ofiara 1997) (Speiser 1993) (Tredaniel 1994)

Molassiotis A, et al. Cochrane Database Syst Rev. 2015



Intervention of cough
B. Pharmacological treatments

- hydropropizine and oxadiazol (Boselli 1972)

- butamirate citrate linctus (Charpin 1990)

- a mixture of codeine with phenyltoloxamine and dihydrocodeine (Dotti 1970)

- Two different Chinese herbal preparations (Koichiro 2002; Tao 2003)

- morphine and codeine (Kleibel 1982)

- levodropropizine and dihydrocodeine (Luporini 1998)

- sodium cromoglycate (Moroni 1996)

- dihydrocodeine (Tansini 1971)

Molassiotis A, et al. Cochrane Database Syst Rev. 2015



Symptomatic treatment of cough in patients wit lung cancer

• CHEST assessed the existing guidelines and an updated Cochrane systematic review

2. The American College of Chest Physicians. Palliative care in lung cancer
: ACCP evidence-based clinical practice guidelines (2nd edition). 2007

3. Clinical expert guidelines for the management of cough in lung cancer
: report of a UK task group on cough. Cough. 2010

4. Management of chronic cough in patients receiving palliative care
: review of evidence and recommendations by a task group of the Association 

for  Palliative Medicine of Great Britain and Ireland. Palliat Med. 2012

Molassiotis A, et al. Chest. 2017



Symptomatic treatment of cough in patients wit lung cancer

Molassiotis A, et al. Chest. 2017



Symptomatic treatment of cough in patients wit lung cancer

• Cough suppression exercises

- identifying cough triggers, cough suppression techniques (ie, pursed lip breathing, 
swallowing, sipping water), improvements in laryngeal and vocal hygiene and 
hydration, breathing exercises, and counseling

Molassiotis A, et al. Chest. 2017



Symptomatic treatment of cough in patients wit lung cancer

• When brachytherapy is indicated but not locally available, 

patients should be transferred to a facility where it is available.

Molassiotis A, et al. Chest. 2017



Symptomatic treatment of cough in patients wit lung cancer

• There was one double-blind randomized trial 

butamirate citrate linctus (Sinecod syrup)

Molassiotis A, et al. Chest. 2017



Symptomatic treatment of cough in patients wit lung cancer

Molassiotis A, et al. Chest. 2017



Symptomatic treatment of cough in patients wit lung cancer

• Pholcodine or hydrocodone (where available) or dihydrocodeine or morphine

• Codeine is less preferred, because of its greater side effect

• Morphine should be used if the cough is not suppressed by other opioids

Molassiotis A, et al. Chest. 2017
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Symptomatic treatment of cough in patients wit lung cancer

Molassiotis A, et al. Chest. 2017



Symptomatic treatment of cough in patients wit lung cancer



Symptomatic treatment of cough in patients wit lung cancer

Molassiotis A, et al. Chest. 2017



Symptomatic treatment of cough in patients wit lung cancer

Molassiotis A, et al. Chest. 2017



Symptomatic treatment of cough in patients wit lung cancer

• Aprepitant is a neurokinin-1 inhibitor approved for the treatment of 
chemotherapy-induced nausea and vomiting.

• Via blockade of the effects of substance P

• Substance P has also been implicated in the cough reflex

Noronha V, et al. Chest. 2020



Noronha V, et al. Chest. 2020

- advanced lung cancer 
- cough that had persisted for over 2 weeks

despite a cough suppressant.



•

Noronha V, et al. Chest. 2020

The Visual Analog Scale (VAS; range, 0 to 100 mm) 
- one end labeled “No cough” [0 mm] 
- the other end labeled “Worst cough ever” [100 mm];



Noronha V, et al. Chest. 2020

The Manchester Cough in Lung Cancer Scale (MCLCS, score range, 10-50)
; describe the patient’s cough experience in the preceding week

- a questionnaire consisting of 10 questions 
- each, scored as 1 [never] to 5 [all the time]; 



Symptomatic treatment of cough in patients wit lung cancer

• 다른 기침 원인 (COPD, IPF..) or endobronchial tumor 

• Cough suppression exercises

# Linctus (syrup)      ->      hydrocodone ->      levodropropizine ->      Aprepitant

Noronha V, et al. Chest. 2020

morphine
codeine

levocloperastine



Management of breathlessness in patients with lung cancer

• Breathlessness - dyspnea - shortness of breath 

-> ‘subjective experience of breathing discomfort that consists of qualitatively 
distinct sensations that vary in intensity’.

• The gold standard for breathlessness assessment is based on patient self-report

: commonly used objective physiological measures & lung function tests

-> a weak association with subjective sensations 
(Hui D, et al. J Palliat Med 2013)

(Campbell ML, et al. J Palliat Med 2010)



Management of breathlessness in patients with lung cancer

- the evidence base is relatively limited

- Include studies conducted in other patient populations (COPD..)

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Management of breathlessness 
- Assessment

►► Patient-reported outcomes are the gold standard for assessment of breathlessness. 
Physiological assessments may complement but not replace patient reports (III, B*).

►► All patients should be screened for breathlessness routinely at all inpatient and outpatient 
clinical encounters (III, B*).

►► Routine screening for breathlessness should include a unidimensional scale of choice and 
activities that patients have stopped or reduced because of breathlessness (III, B*).

►► Patients identified as having chronic breathlessness should have a fuller assessment which 
includes potential causes, pattern and severity of breathlessness, distress due to breathlessness 
and functional impairment (IV, B*).

►► For patients with episodic breathlessness, clinicians should ask about the intensity, frequency, 
duration and impact of these episodes along with potential triggers (IV, B*).

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Management of breathlessness 
- Treat the underlying cause

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Management of breathlessness 
- Non-pharmacological symptomatic interventions

• Fan or airflow

• Breathing retraining

• Mobility aids

• Education and self-management

• Pulmonary rehabilitation

• Complementary therapies

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Fan or airflow

• a hand-held fan

• supports the use of a fan 

irrespective of the patient’s oxygen saturation 

given its potential benefit and lack of harm.

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020





Breathing retraining

• pursed-lip breathing

• diaphragmatic breathing

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Mobility aids

• A rollator

• A modern ‘draisine’ (bicycle without pedals)

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Education and self-management

►► Educate and inform patients on strategies including activity pacing, 
relieving positions and distraction techniques to encourage self-
management (II, B).

• Patients should be assured that being breathless is itself not dangerous

• Even following incremental exercise to a symptom-limited maximum, breathlessness 
in people with lung cancer typically recovers within a few minutes

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Education and self-management

Time to recovery from exercise-induced breathlessness in patients with thoracic cancer ( n = 57).

(Maddocks M, et al. Lung Cancer 2012)



Pulmonary rehabilitation

►► Refer patients to available exercise-based rehabilitation programmes

• Both pulmonary and cardiac rehabilitation have a strong evidence of effectiveness in 
improving breathlessness, functional exercise capacity and health-related QoL

• However, the efficacy of pulmonary rehabilitation in patients with advanced cancer is 
unclear,

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Complementary therapies

►► Consider a therapeutic trial of acupressure or acupuncture 
according to patient preference (II, C).

190 patients with cancer and 347 patients with COPD found overall benefit from acupuncture on 
breathlessness severity



Management of breathlessness
- Pharmacological symptomatic interventions

• Opioids

• Benzodiazepines

• Corticosteroids

• Supplemental oxygen

• Non-invasive ventilation

• Antidepressants

• Cannabinoids

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Management of breathlessness
- Pharmacological symptomatic interventions

1. Opioids

►► Regular, oral, low-dose morphine is the first-line pharmacological 
treatment for severe chronic breathlessness, which persists despite 
non-pharmacological measures (II, B).

►► In opioid-naïve patients, a starting daily dose of scheduled morphine 10–30 mg 
over 24 hours can be used, with individual titration depending on the patient’s 
symptoms (II, B).

►► In opioid-tolerant patients, an increase in the baseline dose of opioid by 25%–
50% may be considered (V, C).

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Management of breathlessness
- Pharmacological symptomatic interventions

1. Opioids

• There is no clear evidence to support use of nebulized opioids.

• There are no head-to-head comparisons of immediate-release (IR) 
and extended-release (ER) formulations for breathlessness.

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020

(Barnes H, et al. Cochrane Database Syst Rev 2016)



Management of breathlessness
- Pharmacological symptomatic interventions

1. Opioids – prophylactic use prior to exertion

• IR opioids or sustained-release opioids prior to activity 

- Subcutaneous fentanyl 

- Fentanylpectin nasal spray 

- Fentanyl buccal tablet

- Fentanyl sublingual spray

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020

(Hui D, et al. J Pain Symptom Manage 2014)

(Hui D, et al. J Pain Symptom Manage 2016)

(Hui D, et al. J Pain Symptom Manage 2017)

(Hui D, et al. J Pain Symptom Manage 2019)



Management of breathlessness
- Pharmacological symptomatic interventions

2. Benzodiazepines

►► Benzodiazepines may be used with caution in patients with cancer 
for the relief of breathlessness with associated anxiety if opioids are 
not effective (V, C).

# risk of delirium

►► In the last days of life, benzodiazepines may be considered for 
palliative sedation in patients with refractory breathlessness despite 
other treatments (IV, C).

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020

or panic



Management of breathlessness
- Pharmacological symptomatic interventions

3. Corticosteroids

►► Corticosteroids may be considered for palliation of cancer-related 
breathlessness refractory to other treatments (II, C).

• Reviewed for 2 RCTs 

(dexamethasone) 

• A larger confirmatory randomised trial ( clinicaltrials. gov NCT03367156)

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020

(Haywood A, et al. Cochrane Database Syst Rev 2019)



Management of breathlessness
- Pharmacological symptomatic interventions

4. Supplemental oxygen

►► Palliative oxygen is not recommended in patients with resting SpO2 ≥90% 
(II, D).

►►High-flow oxygen therapy may be considered in selected patients for 
treatment of breathlessness, especially if they have hypoxaemic respiratory 
failure (II, B).

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020



Management of breathlessness
- Pharmacological symptomatic interventions

5. Antidepressants and Cannabinoids

#  Symptom clusters

- Depression and anxiety are associated with increased breathlessness

►► Sertraline is not recommended for chronic breathlessness (II, D).

►► The use of other antidepressants for breathlessness should only be limited 
to the clinical trials context at this time (V, C).

►► The use of cannabinoids for chronic breathlessness is not recommended 
given the insufficient evidence and potential adverse event profile (IV, D).

Hui D, et al. ESMO Clinical Practice Guidelines. ESMO Open. 2020


