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Portenoy RK, Hagen NA. Breakthrough pain: definition, prevalence
and characteristics. Pain 1990; 41: 273-281.




Originaldefinition & !transitoryexacerbatiorof painthat occurson a
background obtherwisestablepain in apatient receivingchronicopioid
therapye [1]. OJpdatedversiondA transitory exacerbatiorof painexperienced
by thepatientwho hasrelativelystableand adequatelycontrolledbaseline

LJ- A2y’ ® Becentlyanexpertgrouphassuggestedn extension
of the updatedversion 0A transientexacerbatiorof painthat
occurseitherspontaneouslyor in relation to apecific
predictableor unpredictablerigger, despiterelativelystableand
adequatelycontrolledbackground paiais).

[1]. PortenoyRK, Hagen NAreakthroughpain: definition, prevalenceand characteristics Pain 1990; 41(3): 2781.

[2]. PortenoyRK ForbesK, LussieD, Hanks GDifficult pain problems anintegratedapproach In: DoyleD, Hanks GChernyN, CalmankK, editors. OxfordTextbookof Palliative Medicine. 3rd
ed. Oxford: OxfordJniversityPress; 2004. p. 4388.

[3]. Davies ANDickmanA, ReidC, Stevens AM, Zeppetella G. The managememaoicerrelated breakthroughpain: recommendationsof a taskgroupof the Scienc&Committeeof the
Associatiorfor Palliative Medicine of Great Britain andeland. EuropeanJournal of Pain 2009; 13(4): 33&L



I DOES THE PATIENT HAVE BACKGROUND PAINY I
| [Background paln = pain present far = 12 hr / day |
during previous week (or would be present If not |

taking analgesia)] |

15 THE BACKGROUMD PAIN ADEQUATELY |
CONTROLLED? i
I
[Adequately controlled = pain rated as “none” or |
"mild”, but not "moderate” or "severe” for = 12 hr |
- dapduiingpreviousweek]. |

| DOES THE PATIENT HAVE TRANSIENT
EXACERBATIONS OF PAINT




4—— Breaktdrough Paa

Typical Pattern of Spontancous
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Jassifiedaccordingelationshipto specificevents[1]:

A Spontaneougain (idiopathicpain):occursunexpectedly30-
45%)

A Incidentpain (precipitatedor movementrelatedpain) (30
90%)relatedto specificevents subclassifiednto 3
categories

I Volitionalincidentpain (precipitatedby avoluntaryact walking
I Nonvolitionalincidentpain (precipitatedby aninvoluntaryact coughing
I Procedurapain (relatedto atherapeuticintervention wound dressing

oEnd-of dosefailures (exacerbatiorof painthat occursprior to the nextdose of the
backgroundanalgesicandreflectsdeclininglevelsof the backgroundinalgesigis not
asubtypeof BTPput it representsinadequatelycontrolledbackgroundpain[2].

[1]. Davies Alntroduction. In: Davies A, editorCancesrelated breakthroughpain. Oxford: OxfordJniversityPress; 2006. p.-11.

[2]. Davies ANDickmanA, ReidC, Stevens AM, Zeppetella G. The managememaoicerrelated breakthroughpain: recommendationsof a taskgroupof the Scienc&Committeeof the
Associatiorfor Palliative Medicine of Great Britain andeland. EuropeanJournal of Pain 2009; 13(4): 33&L



B Figure 2. Subtypes of Breakthrough Pain

(Ereakth rough Fain)

Idiopathic = Incidental “End-of-Dose”
Stimulus (Precipitated) = Failure = Analgesic
Independent Stimulus Dependent Regimen-Related

(UalitinnaD (NnnvﬂhtmnaD

i * Distension of hollow viscera

* Movement, Activity * |schemia
* Coughing, bladder spasm, etc

Reprinted with permission from Svendsen KB, et al. Eur J Pain. 2005;9:202.



Commonproblemin patientswith cancer

Prevalence
19-95%

Thisdisparityreflectsa numberof factors including
differencedn the definitionused in themethods
used and in thepopulationsstudied[1-2].

40-80%

MercadanteS, RadbruchL, CaraceniA et al (2002. Episodic(breakthrough)
pain. Consensusonferenceof an ExpertWorking Groupof the European
Associatiorfor PalliativeCare Cancer94, 832-9.



ERIDEMIOUOE

BTPis more common in patients with

- advanced disease[13],

- poor performance status [12],

- pain originating from the vertebral column and the

nerve plexusesiiz].
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B Raccomandazioni per la gestione
del Breakthrough cancer Pain (BTcP)

Sebastiano Mercadante’, Dino Amadoriz, GiovanniApoIone3, Corrispondenza a:
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Numero | primavera 2010 - www.sicp.it

La prevalenza diminuiva dopo un mese, possi-
bilmente per una progressiva riduzione dell’attivita fisica o
per una migliore analgesia di base™.
Il BTP ¢ stato riscontrato anche in numerose altre con-
dizioni di dolore cronico non da cancro, con percentuali
di prevalenza abbastanza simili"*'”). Come negli adulti, il

BTcP € abbastanza frequente anche nei bambini,



B Medici italiani e riconoscimento
del dolore episodico intenso
(breakthrough pain) nei pazienti
oncologici.

Una valutazione clinica lineare?

Augusto Caraceni', Cinzia Brunelli', Michela Bagnasco?, Luigi Lanata’ Corrispondenza a:

. L . % Augusto Caraceni
e il gruppo cooperativo italiano sullo studio del DEI Unith di Riabiliazione e Cure Pallative
'Unita di Riabilitazione e Cure Palliative, Istituto Nazionale Tumori di Milano Istituto Nazionale Tumori di Milano
‘Dompe Farmaceutici SpA Via Venezian | - 20133 Milano

Email augusto.caraceni @ istitutotumori.mi.it

* Lista completa del gruppo cooperativo italiano sullo studio del DEI a fine articolo
TéluR2ro39panddera £89602 va3AG33R3

XX df QA Y &di undzethpiaaralgeSica di fondo
somministrata a orari fissi era ritenuta necessaria ai fini della
determinazione di una diagnosi di DEI.
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Usuallythe sameasthe aetiologyof the background pain
[1,2]. O

BTPmaybe due tga3:

A Directeffect of the cancer(65-76%case$

A Indirecteffect of the cancer(secondaryto disability)

A Effectof the anticancertreatment

A Effectof aconcomitantillness



AETQOLOG]

Study Aetiology

Cancer Cancer Concomitant

treatment disease

Portenoy & 716% 20% 4%
Hagen, 1990
Portenoy, 65% 35% 0%
1999
Zeppetella, 71% 11% 18%

2000




AETIQLOG]

Study Aetiology

Nociceptive | Neuropathic Mixed
Portenoy & 53% 217% 20%
Hagen, 1990
Portenoy, 38% 10% 52%
1999
Zeppetella, 75% 9% 16%

2000




A BTPsnot a singlecondition, but a spectrumof verydifferent
conditions

A Qinicalfeaturesvaryfrom individualto individual andmayvary
within anindividualp 2

Usuallyreportedto be

- frequentin occurrence

- acutein onset

- shortin duration

- moderateto-severe inntensity

- clinicalfeaturesare often relatedto the clinicalfeaturesof the
background paiips;.



CEINICAE RFEATUIRE

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

Zeppetella G, O6 D o h €A, Collins S (2000). Prevalence and characteristics of breakthrough pain in cancer patients
admitted to a hospice. Journal of Painand Symptom Management, 20: 87-92

Median duration:30 min

(range 1- 240 min)
PortenoyRK, Hagen NA (1990). Breakthrough pain: definition, prevalence and characteristics. Paing&1l: 273

Intense innature: Slight 16% Moderate 46%
Severe36% Excruciating2%

ZeppetellaG,h Q5 2 KCA R4ilidsS(2000. Prevalencend characteristic®f breakthroughpainin cancerpatients
admittedto a hospice Journalof Painand SymptomManagement20: 87-92.



A BTPmayresultin anumberof
I physicalproblems(insomnia reducedactivity and movemeny

I psychologicaproblems(increasedevelsof anxietyand
depressioi)

I SOCialCOmpliCatiOnadecreasedevelsof working, socialinteraction
and IADLincreaseduse of healthcar@andsocial caregesource$[9]

A BTPhasa significantnegative impact on the
QoLof the patientand L (i A fanyflyizQ &



Europeanissociatiorfor Palliative Care (EAPG)blishedupdated
recommendation®n the use obpioid analgesice the treatment of
cancermain (2012)

Associatiorfor Palliative Medicin¢APM) ofGreat Britain andreland
publishedrecommendation®n the management dfreakthrough

cancerpain(2009)

DaviesAN,DickmanA, Reid C, Stevend\Vh ZeppetellaG. The management of caneslated
breakthrough pain: Recommersadionsof a task group of the Science Committee of the Association for
Palliative Medicine of Great Britain and Irela&airJ Pain 2009; 13: 33

Most recommendationsvere basedon limited evidencegrade ofrecommendationD)
(basedon nonanalyticalstudiesor so-calledéexpertopiniore @




MANAGEMEN

Principles:
Assessment
Treatment
Re-assessment



1. Patientswith painshouldbe assessedor the presenceof BTP (D)

2. Patientswith BTP shouldhavethis pain specificallyassessedD)

Thesuccessfullependson adequateassessment ahe

- Aetiology

- Pathophysiology

- Anyfactorsthat would indicate or contrandicatespecificinterventions

Inadequateassessmenmayleadto the utilisation of ineffective
and/ or inappropriate treatmentD



History (pain, general)

Pain history:
Examination (area of pain, general) Frequency episodes
Assessment tools Precipitating / exacerbating
factors
Site pain

Radiation pain
Character / quality pain
Severity / intensity pain

_ Duration pain
Pain Therapy history:

Relieving factors

Associated physical symptoms

Interference ADL
Response analgesics

Response other treatment



Assessment tools:

Breakthrough Pain Questionnaire
Episodic Pain Documentation Sheet
Alberta Breakthrough Pain Assessment Tool - Research*

o 0O T o

Breakthrough Pain Assessment To o | T(0oi)B A



Breakthrough Pain: Assessment

Name _Mau-v Tedhingenn
Day _Thidwrsela.
Date_Jiwne 10, 2004

1 DAILY PaIN CHART ronmct tha poits on your Daly Pain Chartso your medical deam can saa whan and why your pain bval changad. Evay day, sart a naw chart.

2 DAILY PAIN LOG
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Figure 2 Pain diary. (From the American Pain Foundation. Available at:

Name _May Jodunicnn:
Day Thiid 'Ir.d_a._
Date_Jewwe 10, 2004

3 DAILY PLIN SURMIVLRY
Did you have pain today? NO _X YES
Did you avoid or limit any of your activities or
cancel plans today because of pain or changes

in your pain?

X _NO __ YES: What activities?

Did you take all your pain medicine today
according to instructions? _X_NO YES

Even though you took your pain medicine for

persistent pain on schedule, were there times

during the day that you experienced unrelieved

breakthrough pain? NO X YES

How many times did this happen today?
1@3 45678 9 10 morethan 10

Did any specific activity start your breakthrough
pain? MO X YES: What activities?

wirdkisng: may deg

Put an “X" on the
body diag ram to show
each place you've had
pain today.

What was your average level of pain today?

D12®456?891U
Other than prescription medicine did you do
anything else today to relieve the pain?

NO  _X_YES (Check any that you used )

_%__ Non-prescription drugs (e.q., acetaminophen,
ibuprofen)

__ Herbal remedies

X Hot or cold packs

__ Exercse

__ Changing position uch as lying down or
elevating your leqgs)

__ Physical therapy

_ M=ssage

_ Acupuncture

__ Rest

_ Psychological counseling

_ Talktotrsted friend, family, clergy

___ Prayer meditation, quided imagery

___ Relaxation technique (hypnosis, biofeedback)

_ Creative technique (art or music therapy)

X Other (describe):

teerks a. e vt

Check any of these common side effects that
you've noticed after taking your pain medicine.

X Drowsiness, slespiness

__ Mawsea, vomiting, upset stomach
____ Constipation

___ladk of appetite

__ Other (describe):

Did you skip any of yourscheduled pain medi-
cines today? NO _AXYES Why?
I femget

Did you call your doctor’s office or clinic between
visits because of pain? _X_NO YES

Overall are you satisfied with your pain manage-
ment? _X_YES MO {Explain what makes
you satisfied or not satisfied. Use Log section.)
What pain level overall woul yo u find acceptable?

01{Z 3 45 6 7 8 3 10

www.painfoundation.org/downloads/Notebook.pdf.}')



Table 3 Assessing the Presence of Breakthrough Pain (BTP)

* Do you have episodes of severe pain or BTP?

* How many episodes of BTP do you have each week? Each day?

* How long is it from the time the pain first occurs to when the pain is at
its worst!

* How long does each episode of BTP last (minutes, hours)?

* On ascale of 0 to 10, with 0 being no pain and 10 being the worst pain
you can imagine, how much does an episode of BTP hurt when it occurs!?

* Describe where the BTP occurs.What does it feels like?

* |s the BTP similar to or different from your baseline persistent pain?

* Does your BTP occur with movement or other activity, spontaneously
(not associated with any activity), or just before you are supposed to
take your next dose of pain medicine!

* What impact does the BTP have on your daily responsibilities at
home/work? Are you able to do the things that you want/need to do!?

* Are there any things that you avoid doing or that you are able to do only
with severe pain?

* What do you do to relieve the BTP?

* What types of treatments have you used? How long did you use them?
Were they effective! Are they still effective!?

* What drugs have you used to relieve the BTP? What were the doses?
Were they effective! Are they still effective?




TREALNEN:

Treatment:

- cause of pain

- pain (symptomatic treatment)
- complications of pain



3. The management oBTPshouldbe individualised(D)

BTRs not a singleentity, but a spectrumof verydifferent entities.

(heterogeneousn nature)

Optimalmanagement oBTPdependson avariety of

1) painrelatedfactors includingthe aetiologyof the pain ¢ancer
related, treatmentrelated, concomitantilinesy, the
pathophysiologyof the pain (nociceptivajeuropathic mixed), and
the clinicalfeaturesof the pain[3].

2) patient-relatedfactors includingthe stage of thaliseasgearly,



4. Considerationrshouldbe givento treatment of the underlying
cause of the pair{D)

Theoptionsfor treatment arepotentially numerous with newtreatmentsemergingall the time,
and sait isimportant that there is closeliaison with therelevantoncologyteam.

Little evidencefor the efficacyof oncologicatreatmentsin managing
BTP iadiotherapy).

Themainreasonfor the lackof evidenceundoubtedlyrelatesto alackof relevant
studies rather than alackof efficacyper se.

't

Oncologicatreatmentsmay be effectivein managing
certaintypesof BTH5,6] (Bisphosphonate, orthopaedic surgery)



5. Considerationshouldbe givento avoidance/ treatment of
the precipitating factors of the pain (D)

Incidenttype BTP

Movementrelated painis a particularlycommonproblemin
patientswith bonemetastases

Many patientswill benefit fromstrategiesto minimisethe
amountof movementrequired suchasprovisionof simple
adaptationsto their surroundings andprovisionof additional
practicalsupportwith the ADL7].0



9. Non-pharmacologicamethods may be usefulin the
management of BTpisodes(D)O

Avarietyof nonpharmacologicamethodsare usedby
patients includingrubbing/ massage:.22; applicationof
heat 21220r cold 123 distractiontechniguesio 2s,.and
relaxationtechniquesio 2.

Little evidenceto supportthe use oftheseinterventionsin
the treatment of BTRpisodesO



10. Non-opioid analgesicsnay be usefulin the management oBTP (D)

Paracetamois sometimesusedby patientsto treat BT Pepisodeg24,25
(onsetof actionof 1530 min per 0s26])

NSAIDg4,29 (especiallyusefulin pain from bonenetastasesmucosakandskinlesiong

Ibuprofent onsetof actionof 1525 min per os(peakeffectat 30-90 min)

Other NSAID$fiavea somewhatlongeronsetof action (30-60 min) [26]. CA numberof
other non-opioid analgesichavebeenutilisedby cliniciango manageepisodesof BTP,
includingketamine[27], midazolam 28] andnitrous oxide[29].

Little evidenceto supportthe use oftheseinterventionsin the
treatment of BTPepisodes

11. Interventionaltechniguesmay be usefulin the management of BTP {D
Avariety of different techniquesare available[30], including

-neuraxialdruginfusion[11]

-neuralblockadg31]

-neuromodulation(transcutaneousiervestimulation TENSp2]

-neuroablation[7]

-interventionalradiologicakechniques(direct tumour ablation cementoplastyvertebroplasty[34],
and balloorkyphoplasty.




6. Considerationshouldbe givento modification of the background
analgesiaegimenk araundthe clockmedicatiore (D)O

Modificationof the backgroun@nalgesiacegimenhasbeenshownto be
a usefulapproachig],and mayinvolvethe following strategies

A Titration of opioid analgesicgan beeffectivein reducingthe intensity
and / orfrequencyof movementrelatedvolitionalincidentpain
[9]. Thisstrategyis often limited by thedevelopmentof dosedependentadverse
effects(sedatior) [10].

A Switchingof opioid analgesicsind/ or the route of administrationof
the opioid canalsobe effectivein reducingthe severityof movement
relatedvolitionalincidentpain[11,12]

A Addition2 Fadjuvantanalgesics(agentswhoseprimaryfunctionis not
analgesiabut which providepainrelief in certaincircumstancescanbe effective
in reducingthe impact ofspecificBTPsyndromeqantiepilepticsfor
neuropathicpain,antispasmodic$or visceralpain)[13].



7. Opioidsl NBE i K SmediddftoE O d8icein the managemenbf
BTPepisodes(D)

Cornerstoneof the management oBTPepisodeds crescuemedicatiore @

- takenasrequired, ratherthanon a regulabasis

- spontaneour non-volitionalincidentpain the treatmentshouldbe takenat the onset
of the BTP

- volitionalincidentor proceduralpain the treatmentshouldbe takenbefore the relevant
precipitantof the pain

Most appropriate rescuanedicationwill be an
opioid analgesic

Thedecisionto use aspecificopioid preparationshouldbe basedon acombinationof the:
- paincharacteristicgonset, duration)

- productcharacteristic§pharmacokineticspharmacodynamigs

- LJF O A BeyiouSiesponseo opioids(efficacy tolerability)

- LJI { A Befeieszéfor anindividualpreparation



8. The dose obpioid & NB ar@diz&tioré shouldbe determined by
Individual titration (B)

Dose ofopioid rescuemedicationshouldbe afixed proportion of the
dose of theopioid backgroundmedication

Sameopioid

Usualdose: 106 to 20% of théotal dailydose ofopioids

MontagueB, Green CRCancerndbreakthroughLJl Airyip@é on a diverspopulation
PainMed. 2009;10(3):54%1

Data fromcontrolledtrials with oral transmucosafentanylformulations(or oral
morphine[17]) suggesthat there is no relationshipbetweenthe most effectivedose of
thesepreparationsand theeffectivedose of the backgroundpioid medication[15-19].

Dose ofall opioid rescuemedicationshouldbe determinedby
iIndividualtitration



Becaus®f the rapid onsetof fentanyl, fentanyt
basedmedicationsare recommendeconly for
opioid-tolerant patientsreceivingdaily dosesof
oral morphineof at least60 mg forat least2 w

Table 6. Baseline Opioid Doscs Considered Safe Belore
Initiating Rapid-Onsel Opioids™

.memmwmm mmwu.

‘manitmum of the following for >1 wk

&0 mg/a oral morphine
25 mcg/h transdermal fentary!
30 mg/a cxyoodone

8 mg/d ol frydromarphone

s & o o @

An equaralgesic daly dase of anothr opeoad



Patient Registers Pain Level Patient Waves RFID Wristband Across Patient Removes and Takes Pill,
on the MOD's Pain Scale. the Faceplate to Activate the MOD. as per Doctor's Orders!

BETTER PAIN MANAGEMENT IS AS EASY AS 1...2...3



12. Patientswith BTPshouldhavethis pain specificallyre-assessedD)

Successfunanagement of BT&@ependson adequate
re-assessment of thpatient

Objectivesof re-assessment are tdeterminethe
- efficacyand thetolerability of the treatment
- anychangen the nature of the BTP

Inadequatere-assessmentnayleadto anineffectiveand / or inappropriate
treatment

There-assessment of BTi®similarin nature tothat of the backgroungbain



RESCUEIMEDICATPIC

Al deal 0o rescue med:]I
Good efficacy
Rapid onset of action
Short duration of effect
Good tolerability
Easy to use
Acceptable to the patient
Avallable / affordable (NH ?77??)

cat i

O |



Intensita

Vantaggi dei Rapid Onset Opioid (ROO)

Efficaci nel coprire il dolore da moderato a severo

y Oppioide debole

y .

0 dalla terapia di base
...

Bennett et al. Pharm Ther 2005;25:354-61 Te m po
Zeppetella G. J Pain Symptom Manage 2008; 35: 563-67



Intensita

Vantaggi dei Rapid Onset Opioid (ROO)

Rapidi ad agire: onset paragonabile a quello del BTCP

Breve durata d azione: ridotto rischio d accumulo

Y Oppioide Forte IR

L SV R N Ve N
|

Bennett et al. Pharm Ther 2005;25:354-61
Zeppetella G. J Pain Symptom Manage 2008; 35: 563-67






