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Giovanni e il BTP 

Å5ƻƭƻǊŜ ŀƭ ŎǳƻǊŜ Řŀ ŀƭŎǳƴƛ ƳŜǎƛΣ Ƴŀ ƭΩAulin Ŧŀ ōŜƴŜΧ 
ÅCosì va meglio, la uso anche a casa  morfina 

 
COMUNICAZIONE DIAGNOSI + PROGNOSI 

 
ÅDottore, è insopportabile..    + diazepam 
ÅIƻ ǇŀǳǊŀΧ ǎŜ ŀǊǊƛǾŀ ŀƴŎƻǊŀΧ    + citalopram 
ÅNon passa più        + promazina   
ÅDammi qualcosa, ti prego     + fentanile TTS 
ÅΧΦΦ           ΧΧ 
ÅDottore, fammi morire      





DEFINITION 

Original definition  ά! transitory exacerbation of pain that occurs on a 
background of otherwise stable pain in a patient receiving chronic opioid 
therapyέ [1]. ΟΟUpdated version άA transitory exacerbation of pain experienced 
by the patient who has relatively stable and adequately controlled baseline 

Ǉŀƛƴέ [2]. ΟΟRecently, an expert group has suggested an extension 
of the updated version  άA transient exacerbation of pain that 
occurs either spontaneously, or in relation to a specific 
predictable or unpredictable trigger, despite relatively stable and 
adequately controlled background painέ [3]. 

 

 
[1]. Portenoy RK, Hagen NA. Breakthrough pain: definition, prevalence and characteristics. Pain 1990; 41(3): 273-81. 
[2]. Portenoy RK, Forbes K, Lussier D, Hanks G. Difficult pain problems: an integrated approach. In: Doyle D, Hanks G, Cherny N, Calman K, editors. Oxford Textbook of Palliative Medicine. 3rd 
ed. Oxford: Oxford University Press; 2004. p. 438-58. 
[3]. Davies AN, Dickman A, Reid C, Stevens AM, Zeppetella G. The management of cancer-related breakthrough pain: recommendations of a task group of the Science Committee of the 
Association for Palliative Medicine of Great Britain and Ireland. European Journal of Pain 2009; 13(4): 331-8.  

 





Intensità elevata:  
 
>3 punti vs dolore base  
 
valore ŀǎǎƻƭǳǘƻ ǘǊŀ тπ10 





CLASSIFICATION 

Classified according relationship to specific events [1]: 

 

ÅSpontaneous pain (idiopathic pain): occurs unexpectedly (30-
45%) 

Å Incident pain (precipitated or movement-related pain) (30-
90%): related to specific events; sub-classified into 3 
categories: 
ïVolitional incident pain (precipitated by a voluntary act: walking) 

ïNon-volitional incident pain (precipitated by an involuntary act: coughing) 

ïProcedural pain (related to a therapeutic intervention: wound dressing) 

 

άEnd-of dose failureέ (exacerbation of pain that occurs prior to the next dose of the 
background analgesic, and reflects declining levels of the background analgesic) is not 
a subtype of BTP, but it represents inadequately controlled background pain [2]. 

 
[1]. Davies A. Introduction. In: Davies A, editor. Cancer-related breakthrough pain. Oxford: Oxford University Press; 2006. p. 1-11. 
[2]. Davies AN, Dickman A, Reid C, Stevens AM, Zeppetella G. The management of cancer-related breakthrough pain: recommendations of a task group of the Science Committee of the 
Association for Palliative Medicine of Great Britain and Ireland. European Journal of Pain 2009; 13(4): 331-8.  

 





EPIDEMIOLOGY 

Common problem in patients with cancer 
 

Prevalence:  

19-95% 

This disparity reflects a number of factors, including 
differences in the definition used, in the methods 
used, and in the populations studied [1-2].  

 

40-80%  
Mercadante S, Radbruch L, Caraceni A et al (2002). Episodic (breakthrough) 

pain. Consensus conference of an Expert Working Group of the European 
Association for Palliative Care. Cancer, 94, 832-9. 

 

 



EPIDEMIOLOGY 

BTP is more common in patients with 

- advanced disease [13],  

- poor performance status [12],   

- pain originating from the vertebral column and the  

  nerve plexuses [12].   





ΧΧΦƭΩƛƴǎǘŀǳǊŀȊƛƻƴŜ di una terapia analgesica di fondo 
somministrata a orari fissi era ritenuta necessaria ai fini della 
determinazione di una diagnosi di DEI. 

άōŀŎƪƎǊƻǳƴŘ Ǉŀƛƴ flareέ    άexacerbation of background Ǉŀƛƴέ  



AETIOLOGY 

Usually the same as the aetiology of the background pain 
[1,2]. Ο 

BTP may be due to [3]: 

ÅDirect effect of the cancer (65-76% cases) 

Å Indirect effect of the cancer (secondary to disability) 

ÅEffect of the anti-cancer treatment 

ÅEffect of a concomitant illness  

 

 

 

AETIOLOGY 



Study Aetiology 

Cancer  Cancer 

treatment  

Concomitant 

disease 

Portenoy & 
Hagen, 1990 

76%  20%  4%  

Portenoy, 
1999  

65%  35%  0%  

Zeppetella, 
2000  

71%  11%  18%  

AETIOLOGY 



AETIOLOGY 

Study Aetiology 

Nociceptive Neuropathic Mixed 

Portenoy & 
Hagen, 1990  

53%  27%  20%  

Portenoy, 
1999  

38%  10%  52%  

Zeppetella, 
2000  

75%  9%  16%  



CLINICAL FEATURES 

Å BTP is not a single condition, but a spectrum of very different 
conditions.  
 

Å Clinical features vary from individual to individual, and may vary 
within an individual [1,2]. 

  

Usually reported to be 

- frequent in occurrence 

- acute in onset 

- short in duration 

- moderate-to-severe in intensity 

- clinical features are often related to the clinical features of the 
background pain [3].  

 



Mean number of episodes: 4 / day   
(range 1 - 14 / day)  

 

Zeppetella G, OôDoherty CA, Collins S (2000). Prevalence and characteristics of breakthrough pain in cancer patients 
admitted to a hospice. Journal of Pain and Symptom Management, 20: 87-92 

CLINICAL FEATURES 

Median duration: 30 min  
(range 1 - 240 min)  

Portenoy RK, Hagen NA (1990). Breakthrough pain: definition, prevalence and characteristics. Pain, 41: 273ς81 

Intense in nature:  Slight   16% Moderate   46% 

       Severe 36% Excruciating  2% 
     

               Zeppetella G, hΩ5ƻƘŜǊǘȅ CA, Collins S (2000). Prevalence and characteristics of breakthrough pain in cancer patients  

               admitted to a hospice. Journal of Pain and Symptom Management, 20: 87-92. 



ÅBTP may result in a number of  

ïphysical problems (insomnia, reduced activity and movement) 

ïpsychological problems (increased levels of anxiety and 

depression) 

ïsocial complications (decreased levels of working, social interaction, 

and IADL; increased use of healthcare and social care resources) [9] 

 

ÅBTP has a significant negative impact on the 
QoL of the patient and ǇŀǘƛŜƴǘΩǎ family [3,8] 

CLINICAL FEATURES 



MANAGEMENT GUIDELINE 

 

European Association for Palliative Care (EAPC) published updated 
recommendations on the use of opioid analgesics in the treatment of 
cancer pain (2012)  

 

Association for Palliative Medicine (APM) of Great Britain and Ireland 
published recommendations on the management of breakthrough 
cancer pain (2009)  
Davies AN, Dickman A, Reid C, Stevens A-M, Zeppetella G. The management of cancer-related 
breakthrough pain: Recommend-ations of a task group of the Science Committee of the Association for 
Palliative Medicine of Great Britain and Ireland. Eur J Pain 2009; 13: 331-8. 

 
 

 

 

Most recommendations were based on limited evidence grade of recommendation (D) 

(based on non-analytical studies or so-called άexpert opinionέύΟ 



MANAGEMENT 

Principles: 

Â Assessment 

Â Treatment 

Â Re-assessment 



1.    Patients with pain should be assessed for the presence of BTP (D) 

 

2.    Patients with BTP  should have this pain specifically assessed (D) 

The successful depends on adequate assessment of the  

- Aetiology 

- Pathophysiology 

- Any factors that would indicate or contra-indicate specific interventions 

 

Inadequate assessment may lead to the utilisation of ineffective  

and / or inappropriate treatment.ΟΟ 

ASSESSMENT 



ASSESSMENT 

Â History (pain, general) 

Â Examination (area of pain, general)  

Â Assessment tools 

 

Pain history: 

Â Frequency episodes 

Â Precipitating / exacerbating 
factors 

Â Site pain 

Â Radiation pain  

Â Character / quality pain 

Â Severity / intensity pain  

Â Duration pain 

Â Associated physical symptoms 

Â Interference ADL 

 

 

Pain Therapy history: 

Â Relieving factors 

Â Response analgesics 

Â Response other treatment 

 



Assessment tools: 

a. Breakthrough Pain Questionnaire 

b. Episodic Pain Documentation Sheet 

c. Alberta Breakthrough Pain Assessment Tool - Research* 

d. Breakthrough Pain Assessment Tool (ñBATò) 

BTcP - Assessment 







TREATMENT 

Â Treatment:  

 - cause of pain 

 - pain (symptomatic treatment)  

 - complications of pain 



3.    The management of BTP should be individualised (D) 

 

BTP is not a single entity, but a spectrum of very different entities.  
(heterogeneous in nature) 

 

Optimal management of BTP depends on a variety of  

1) pain-related factors, including the aetiology of the pain (cancer-

related, treatment-related, concomitant illness), the 

pathophysiology of the pain (nociceptive, neuropathic, mixed), and 

the clinical features of the pain [3].  
 

2) patient-related factors, including the stage of the disease (early, 



4.    Consideration should be given to treatment of the underlying 
cause of the pain (D) 

 
The options for treatment are potentially numerous, with new treatments emerging all the time, 
and so it is important that there is close liaison with the relevant oncology team.  

 

Little evidence for the efficacy of oncological treatments in managing 
BTP (radiotherapy).  
The main reason for the lack of evidence undoubtedly relates to a lack of relevant 
studies, rather than a lack of efficacy per se.  

 

Oncological treatments may be effective in managing  

certain types of BTP [5,6] (Bisphosphonate, orthopaedic surgery) 

 



5.    Consideration should be given to avoidance / treatment of 

the precipitating factors of the pain (D) 

 

Incident-type BTP 

 

Movement-related pain is a particularly common problem in 

patients with bone metastases.  

 

Many patients will benefit from strategies to minimise the 

amount of movement required, such as provision of simple 

adaptations to their surroundings, and provision of additional 

practical support with the ADL [7].Ο 

 



9.    Non-pharmacological methods may be useful in the 
management of BTP episodes (D)Ο 

A variety of non-pharmacological methods are used by 
patients, including rubbing / massage [21,22], application of 
heat [21,22] or cold [21,23], distraction techniques [10,23], and 
relaxation techniques [10,21].  

 

Little evidence to support the use of these interventions in 
the treatment of BTP episodes. Ο 

 



 10. Non-opioid analgesics may be useful in the management of BTP (D) 
 

Paracetamol is sometimes used by patients to treat BTP episodes [24,25] 

(onset of action of 15-30 min per os [26])  

 

NSAIDs [24,25] (especially useful in pain from bone metastases, mucosal and skin lesions) 

Ibuprofen: onset of action of 15-25 min per os (peak effect at 30-90 min) 
Other NSAIDs have a somewhat longer onset of action (30-60 min) [26].ΟA number of 

other non-opioid analgesics have been utilised by clinicians to manage episodes of BTP, 

including ketamine [27], midazolam [28] and nitrous oxide [29].  

 

Little evidence to support the use of these interventions in the 

treatment of BTP episodes.  

11.    Interventional techniques may be useful in the management of BTP (D) 
A variety of different techniques are available [30], including  
-neuraxial drug infusion [11] 

-neural blockade [31] 

-neuromodulation (transcutaneous nerve stimulation: TENS) [32] 

-neuroablation [7] 

-interventional radiological techniques (direct tumour ablation, cementoplasty, vertebroplasty [34], 

and balloon kyphoplasty).  



6.    Consideration should be given to modification of the background 
analgesic regimen κ άaround the clock medicationέ (D)Ο 

Modification of the background analgesic regimen has been shown to be 
a useful approach [8], and may involve the following strategies: 

 

Å Titration of opioid analgesics can be effective in reducing the intensity 
and / or frequency of movement-related volitional incident pain 
[9].  This strategy is often limited by the development of dose-dependent adverse 

effects (sedation) [10]. 

Å Switching of opioid analgesics and / or the route of administration of 
the opioid can also be effective in reducing the severity of movement-
related volitional incident pain [11,12]. 

 

Å Addition ƻŦ άadjuvant analgesicsέ (agents whose primary function is not 

analgesia, but which provide pain relief in certain circumstances) can be effective 
in reducing the impact of specific BTP syndromes (antiepileptics for 
neuropathic pain, antispasmodics for visceral pain) [13]. 

 



7.    Opioids ŀǊŜ ǘƘŜ άǊŜǎŎǳŜ medicationέ ƻŦ choice in the management of 

BTP episodes (D) 

 

Cornerstone of the management of BTP episodes is άrescue medicationέΦ  

- taken as required, rather than on a regular basis 
- spontaneous or non-volitional incident pain the treatment should be taken at the onset 

of the BTP 

- volitional incident or procedural pain the treatment should be taken before the relevant 

precipitant of the pain 
 

Most appropriate rescue medication will  be an  

opioid analgesic 
 
The decision to use a specific opioid preparation should be based on a combination of the: 

- pain characteristics (onset, duration) 

- product characteristics (pharmacokinetics, pharmacodynamics) 

- ǇŀǘƛŜƴǘΩǎ previous response to opioids (efficacy, tolerability) 

- ǇŀǘƛŜƴǘΩǎ preference for an individual preparation. 



8.    The dose of opioid άǊŜǎŎǳŜ medicationέ should be determined by 

individual titration  (B) 

 

Dose of opioid rescue medication should be a fixed proportion of the 

dose of the opioid background medication 

Same opioid 

Usual dose: 10% to 20% of the total daily dose of opioids  
Montague B, Green CR. Cancer and breakthrough ǇŀƛƴΩǎ impact on a diverse population.  

Pain Med. 2009;10(3):549-61 

 

Data from controlled trials with oral transmucosal fentanyl formulations (or oral 

morphine [17]) suggest that there is no relationship between the most effective dose of 

these preparations and the effective dose of the background opioid medication [15-19].  

Dose of all opioid rescue medication should be determined by 

individual titration 



Because of the rapid onset of fentanyl, fentanyl-
based medications are recommended only for 
opioid-tolerant patients receiving daily doses of 
oral morphine of at least 60 mg for at least 2 w 
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12.    Patients with BTP should have this pain specifically re-assessed (D) 

 

Successful management of BTP depends on adequate  

re-assessment of the patient  

 

Objectives of re-assessment are to determine the 

- efficacy and the tolerability of the treatment 

- any change in the nature of the BTP 
 

Inadequate re-assessment may lead to an ineffective and / or inappropriate 
treatment 

 

The re-assessment of BTP is similar in nature to that of the background pain 



RESCUE MEDICATION 

ñIdealò rescue medication: 

Â Good efficacy  

Â Rapid onset of action  

Â Short duration of effect  

Â Good tolerability 

Â Easy to use 

Â Acceptable to the patient 

Â Available / affordable (NH ????) 








