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Evidence-base: Examples from breathlessness

Heart failure: Meta-Analysis*….

Thoughts: It is confusion, how proceed ?

Discussion

Die Patientin wird an ihrer Erkrankung versterben, hat aber ggfls
noch eine mehrjährige Prognose

Die «Surprise question» ist positv: Vermutliche Lebenserwartung 
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*Gaertner J et al HEART 2023 / Editorial:  Schlenker KA, Steiner JM.



Abernethy et al Lancet 2010

1. Evidence-base, examplesOxygen:
Used to be state of the art….

RCT: 
Oxygen vs room air 
Non-hypoxic Patients



*Ekström…. Currow Morphine on chronic breathlessness in COPD JAMA 2022

COPD RCT 2022*

Conclusion:

-No significant effect

1. Evidence-base, examples



Holland A.E. Eur Respir J 2024 Juni

Guideline 1. Evidence-base, examples



*Ekström…. Currow Morphine on chronic breathlessness in COPD JAMA 2022

COPD RCT 2022*

Individual patient data analysis (IPD)

Here: Super-responder !

Ferreira DH et al. ERJ Open Res 2023;

Two patients report, that opioid-therapy was “life-changing” for them

1. Evidence-base, examples



In breathlessness, opioids are drugs of choice, 
regardless of underlying disease
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Gaertner J et al HEART 2023 / Editorial:  Schlenker KA, Steiner JM.

2. Meta-Analysis

(Palliative Care) Textbooks: 

Advanced heart failure: Opioids against breathlessness



Meta-Analysis

1180 Hits 

8 RCTs randomized controlled trials

271   Patients

Gaertner J et al HEART 2023 / Editorial:  Schlenker KA, Steiner JM.

2. Meta-Analysis



Primary endpoint: breathlessness

Gaertner J et al HEART 2023 / Editorial:  Schlenker KA, Steiner JM.

2. Meta-AnalysisMeta-Analysis
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Even despite de-facto unblinding !

2. Meta-AnalysisMeta-Analysis
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2. Meta-AnalysisMeta-Analysis
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2. Meta-AnalysisMeta-Analysis



Je länger die Studie, so starker der Effekt

Example: 12 Wochen follow- up by Johnson et al (2019) 

Median time to withdrawal: 12 days for morphine 

48 days for placebo.

Gaertner J et al HEART 2023 / Editorial:  Schlenker KA, Steiner JM.

2. Meta-AnalysisMeta-Analysis

The longer the study, the more pronounced the effect

Patients on opioids withdrew from the study more often



Schlösser K et al Annal Pall Med 2024

Breathlessness is scary. Anxiety generates breathlessness 3. How proceed ?

Vicious circle



Schlösser K et al Annal Pall Med 2024

?

3. How proceed ?Breathlessness is scary. Anxiety generates breathlessness

Vicious circle



Schlösser K et al J Pain Symptom Manage 2022    .

*

Conclusion:

The intervention was safe
accepted
breathlessness mastery improved

Kognitive Verhaltenstherapie ?

Breathlessness is scary. Anxiety generates breathlessness 3. How proceed ?

Vicious circle



….

Cognitive behavioural therapy
Musictherapy ? Relaxation ? Hypnosis ?

*

3. How proceed ?Breathlessness is scary. Anxiety generates breathlessness

Vicious circle
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Cognitive behavioural therapy
Musictherapy ? Relaxation ? Hypnosis ?

3. How proceed ?Breathlessness is scary. Anxiety generates breathlessness

Vicious circle



Atemnot macht Angst, Angst macht Atemnot 3. Gedanken

….

Kognitive Verhaltenstherapie
Musiktherapie ? Entspannungsverfahren ? Hypnose ?

*

Diese Woche…



Atemnot macht Angst, Angst macht Atemnot 3. Gedanken

….

Kognitive Verhaltenstherapie
Musiktherapie ? Entspannungsverfahren ? Hypnose ?

*

Diese Woche…



Lüthi FT et al. Home-based hypnosis: a feasibility study for end-of-life patients and their relatives. J Pain Symptom Manage. 2025 Mar 

Clinical hypnosis “hypnosis”

Palliative Care Nursing, Palliative and Supportive Care Service



Lüthi FT et al. Home-based hypnosis: a feasibility study for end-of-life patients and their relatives. J Pain Symptom Manage. 2025 Mar 

Aim:

To assess the feasibility and acceptability of a home-based hypnosis intervention for

i) managing end-of-life symptoms and 

ii) enhancing relatives' coping resources. 

Clinical hypnosis “hypnosis”



Lüthi FT et al. Home-based hypnosis: a feasibility study for end-of-life patients and their relatives. J Pain Symptom Manage. 2025 Mar 

Results:

Clinical hypnosis “hypnosis”



….

Benzodiazepine: Yes, but the evidence…

……..

Cognitive behavioural therapy
Musictherapy ? Relaxation ? Hypnosis ?

3. How proceed ?Breathlessness is scary. Anxiety generates breathlessness

Vicious circle



*Simon S.T. Cochrane Database Syst Rev 2016 

•.

Authors' conclusions*

There is no evidence for or against benzodiazepines

Benzodiazepines caused more drowsiness compared to 

placebo, but less compared to morphine.

……..

Cognitive behavioural therapy
Musictherapy ? Relaxation ? Hypnosis ?

3. How proceed ?Breathlessness is scary. Anxiety generates breathlessness

Benzodiazepines: Yes, but the evidence…

Vicious circle



….

……..

Cognitive behavioural therapy
Musictherapy ? Relaxation ? Hypnosis ?

3. How proceed ?Breathlessness is scary. Anxiety generates breathlessness

Benzodiazepines: Yes, but the evidence

Side effects Delirium, amnesia, tiredness, daytime functioning

Physical dependence
Receptor downregulation

Pregabalin Lyrica® ?
Attacs/Episode «out of the nothing»
Episode with massive panic ?

….
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Look ahead? 

Home care: 24/7 diuretic infusion ?

Home care: Ionotropics via pump ? Dobutamin, Milrinon

3. How proceed ?



The cause of breathlessness in normoxic heart failure patient? 3. How proceed ?



In preserved ejection fraction (HFpEF) under exercise:
Pulmonal hypertonus and breathlessness…. 

The cause of breathlessness in normoxic heart failure patient?

Baroreceptors in the atrium ?

3. How proceed ?



PD III Inhibitors ? 

P2x3 Inhibitors ?

Lidocain s.c./i.v. ?

3. How proceed ?



Most important question at the end:

Why do the patients in non-controlled palliative care studies 
benefit from opioids against breathlessness in heart failure ?

3. How proceed ?

Because Palliative Care is effective !

Multi-professional team !

Attitude !

Psychosocial, existential issues !

Dignity !

Feeling secure ! Feeling secure ! Feeling secure ! 

Non-pharmacologic measures !

Self-effectiveness !

Unit of care…

And many more…



Gaertner J et al. BMJ 2017

3. How proceed ?Meta-Analysis: 
Effect of specialist Palliative Care on Quality of Life 



Personal Conclusion: 

Let`s make good Palliative Care !

Your team is the drug ! 

Recognize our patients anxiety “will I suffocate” !

Identify “super-responders” for opioids in this indication !

Be open for future developments Pumps, ionotropics etc

Be careful with opioid in this indication*, but NOT in the dying patients ! 

*similar: Benzodiazepines…



Personal Conclusion: 

Diuretics: 

Consider i.v./s.c. 24/7 at home

Consider high dose: Nephroplasty and  congestive (or venous) gastritis

Keep (almost) to the end !



Breathlessness is not equal breathlesness: fMRI Projekt Ethik eingereicht....



LVAD ?


