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Cure simultanee e di supporto:

I'integrazione tra ospedale e territorio

nella gestione delle patologie oncologiche rese croniche dai
trattamenti

Definizione e gestione del
breakthrough cancer pain.
M.A. Venturini
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Nonetheless, on Augw;t 2015, the Cochrane Editorial Unit
(CEU) advised that the L :
use of opioids for the managemenmf BTcP incancer patients
[5] 1. |In fact, according to the feedback
provided by different allthﬂl“; on the Cochrane Library web
page, the systematic review has turned out to be misleading.
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BTcP = definizione

esacerbazione transitoria del

Episodio di . R
. dolore di intensita moderata-

dolore severo

elevata
Mercadante S et al (2015) Italian Oncologic Pain Survey (I0PS): a Davies A et al (2013) Breakihrough cancer pain: an observational
mulicentre Ralian study of break hrough pain perforned i differ T8 G g Coco e e, impien e

ent settings. Clin J Pain 31:214-221 46:619-628



BTcP = definizione

in pazienti oncologici
che ricevono un
adeguato trattamento
antalgico con farmaci
oppiacei

Mercadante S et al (20135) lalian Oncologic Pain Survey (IOPS): a
multi-centre Italian study of breakthrough pain performed in differ-
ent setings. Clin J Pain 31:214-221

tale da mantenere il dolore
di base per la maggior
parte della giornata sotto
controllo, o di intensita
lieve.

Davies A et al (2013) Breakthrough cancer pain: an observational
study of 1000 European oncology patients. ] Pain Symptom Manag
46:619-628



Consensus:

¢/ Terapia con farmaci
oppioidi aregime e
stabilizzata

9 1l dolore di base ben
controllato per |la
maggior parte della giornata
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Figure 1. Breakthrough pain and principal subtypes.
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NO consensus

(V4 Change in pain
severity

Baseline pain rated <4 (NRS 0-10)

Acute pain episode > 7

Mercadante 5, Adile C, Torta R, Varetto A, Fulfaro F, Giarratano A,
Casuccio A. Meaningful cut-off pain intensity for breakthrough pain
changes in advanced cancer patients. Curr Med Res Opin 2013;29:93-7.




NO consensus

9 Duration of the

pain episode




Disagreement

End-of-dose failure
... another subtype of BTcp ?

Davies AN, Dickman A, Reid C, et al. The management of
Hwang SS, Chang VT, Kasimis B. Cancer breakthrough pain cancer-related breakthrough pain: recommendations of a task
ommittee of the A iation for Palliative

cs and responses to treatment at 8 VA medical center.
Great  Britain  and Ireland. Eur J Pain

:101:55-64,

Simmonds MA. Management of breakthrough pain due to cancer.

Oncology (Williston Park). 1999:13:1103—8 (discussion 1110,
1113-1114).




Strumenti di diagnosi del BTcP:

1. Breakthrough Pain Questionnaire (BPQ)

Portenoy RK, Hagen NA. Breakthrough pain: definition, preva-
lence and characteristics. Pain. 1990:41:273-81.

2. Alberta Breakthrough Pain Assessment Tool  (ABPAT)

Hagen NA, Stiles C, Nekolaichuk C, et al. The Alberta Break-
through Pain Assessment Tool for cancer patients: a validation
study using a delphi process and patient think-aloud interviews.
J Pain Symptom Manage. 2008;35:136-52.

3. Mercadante simplified version ABPAT

Mercadante 5, Amadod D, Apolone G, et al. Raccomandazioni
per la gestione del Breakthrough cancer Pain (BTcP). Riv Ital
Cure Palliat. 2010;10:17-23.

4. Breakthrough pain Assessment Tool  (BAT)

Webber K, Davies AN, Zeppetella G, Cowie ME. Development
and validation of the breakthrough pain assessment tool (BAT) in
cancer patients. J Pain Symptom Manage. 2014;48(4):619-31.



Obiettivo terapeutico ?




OBIETTIVO:

3 — 4 episodi di BTcP die

se il dolore

durante il resto del giorno

e controllato

Mercadante S, Marchetti P, Cuomo A, Mammucari M, Caraceni A.
IOPS MS study Group. Breakthrough pain and its treatment: critical
review and recommendations of IOPS (ltalian Oncologic Pain Survey)
expert group. Support Care Cancer 2016;24:961-8.

Davies A, Buchanan A, Zeppetella G, Porta-Sales J, Likar R, Weismayr
W, Slama O, Kerhonen T, Filbet M, Poulain P, Mystakidou K, Ardavanis
A, O'Brien T, Wilkinson P, Caraceni A, Zucco F, Zuurmond W,
Andersen S, Damkier A, Vejigaard T, Nauck F, Radbruch L, Sjolund KF,
Stenberg M. Breakthrough cancer pain: an observational study of 1000
European oncology patients. J Pain Symptom Manage 2013;46:619-28.

Portenoy RK, Payne D, Jacobson P. Breakthrough pain: characteristics
and impact in patients with cancer pain, PAIN 1999;81:120-34,

Mercadante 5. Breakihrough pain in cancer patients: prevalence,
mechanisms and treatment options. Curr Opin Anaesthesiol 2015;28:
559-64.

Mercadante S, Valle A, Porzio G, Aielli F, Adile C, Ficorella C, Raineri M,
Giarratano A, Casuccio A. Relationship between background cancer
pain, breakthrough pain, and analgesic treatment; a preliminary study for
a better interpretation of epidemiological and clinical studies. Curr Med
Res Opin 2013;29:667-71.

Davies AN, Dickman A, Reld C, Stevens AM, Zeppetela G. Thy
management of cancer-related breakthrough pain: recommendations ¢
a task group of the Science Committes of the Association for Palliativ
Medicine of Great Britain and Ireland. Eur J Pain 2009;13:331-8.




Ma cosa dice il paziente ?
... proviamo a chiederglielo..




The acceptable number of BTcP
episodes may be

BETTER defined

in terms of

patient preference

than a maximum frequency.

S. Mercadante, R.K. Portenoy ® 157 (2016) 2657-2663 www.painjournalonline.com



Patient preference
in terms of

ACTIVITY

is a KEY influence
on treatment decisions.

S. Mercadante, R.K. Portenoy * 157 (2016) 2657—2663 Www.painjournalonline.com



BTcP prevedibile:

PREVENIRE Elevata compliance
del paziente
IL DOLORE:

Elevata capacita di
comprensione del

pre-emptive timing
. di assunzione del
anaIgESIa farmaco rescue
in base all’'onset-time
del farmaco




BTcP
-prevedibile

-inizio graduale
-durata > 60 min

Onset time ...?
Durata d’azione anche
lunga...

? morfina orale ...

BTcP
-poco prevedibile

-inizio rapido
-durata < 60 min

Onset time il piu breve
possibile
Durata d’azione BREVE

? FNT transmucoso




Estrema eterogeneita di BTcP

tra | pazienti




Ma
anche
nello

stesso
paziente

...cambiano le preferenze ...e le necessita




lo stato della malattia

condiziona
il TARGET della terapia






BTcP
Farmaco “al bisogno”

OPPIACEO




OPIOID drug

a formulation with a

TIME ACTION
RELATIONSHIP

more consistent
with the BTcP



1. identifica le caratteristiche
temporali di QUEL BTcP

2. scegli il farmaco
farmacocineticamemte
piu adatto




r [conc efficace]

Intensita A
dolore

NRS
10

tempo



analgesic availability | T max
onset (min)

Morfina orale 30-45 120-180

oral transmucosal 15-30 50 40 15
fentanyl citrate OFTC

Fentanyl Buccal 15 65 45 15
Tablet FBT

Sublingual fentanyl 10-15 70 40 2
SLF

Fentanyl citrate 6 70 NA
sublingual

Fentanyl buccal 15 65 60 2-5
soluble film FBSF

Intranasal fentanyl 5-10 80-90 20 NA
spray INFS

Fentanylpectin nasal 5-10 70 20 NA

spray FPNS






Quale formulazione scegliere ?

Dipende...

Coluzzi P, Schwarl;zberg L, Conroy J, Charapata S, Gay M, Busch MA,
Chavez J, Ashley J, Lebo D, McCracken M, Portenoy RK. Breakthrough
cancer pain: a randomized trial comparing oral fransmucosal fentanyl
citrate (OTFC) and momphine sulphate immediate release (MSIR). PAIN
2001;91:123-30.

Davies A, Sitte T, Elsner F, Reale C, Espinosa J, Brooks D, Fallon M.
Consistency of efficacy, patients acceptability, and nasal tolerability of
fentanyl pectin nasal spray compared with immediate-release morphine
sulphate in breakthrough cancer pain. J Pain Symptom Manage 2011;41:
358-66.

Cori O, Roberto A. Pharmacological and clinical differences among
transmucosal fentanyl formulations for the treatment of breakthrough
cancer pain: a review article. Minerva Anestesiol 2014;80:1123-34.

Mercadante 5, Prestia G, Adile C, Casuccio A. Intranasal fentanylversus
fentanyl pectin nasal spray for the management of breakthrough cancer
pain in doses proportional to basal opioid regimen. J Pain 2014;15:
602-7.

Mercadante S, Radbruck L, Davies A, Poulain P, Sitte T, Perkins P,
Colberg T, Camba MA. A comparison of intranasal fentanyl spray with
oral transmucosal fentanyl citrate for the treatment of breakthrough
cancer pain: an open-label, randomized, crossover trial. Curr Med Res

Opin 2009;25:2805-15.

Mercadante S, Caruselli A, Mel MR, Belavia G, Tuttolomondo A,
Casuccio A. Patients’ acceptahility of different fentanyl products for
breakthrough cancer pain. Clin Oncal (R Coll Radiol) 2014;26:806.



numerosi RCT hanno concluso che
le formulazioni di FNT
sono migliori rispetto alla
morfina orale
per il trattamento della
maggior parte degli episodi di BTcP



Ma nonostante cio
le linee guida del National
Insitute for Clinical Excellence
NICE 2016 indicano
la MORFINA PER OS farmaco di
PRIMA SCELTA
per il trattamento del BTcP

NICE, Available at: www.nice.org.uk/cg140. Accessed September 2016




Che dosaggio....:




Che dose utilizzare ?

Iniziare con la dose piu bassa ...
TITOLARE il farmaco...
Fino al raggiungimento della dose efficace

Dose proporzionale alla
quantita di oppiaceo /die




Relazione tra
dose efficace e
dose giornaliera

Davies AN, Dickman A, Reid C, Stevens AM, Zeppetela G. The
management of cancer-related breakthrough pain: recommendations of
a task group of the Science Commitiee of the Association for Palliative
Medicine of Great Britain and Ireland. Eur J Pain 2009;13:331-8.

Mercadante S. Rapid onset opicids for breakthrough pain: titrating or not
titrating, this is the question. Eur J Pain 201 1(suppl 2):443-8.

Mercadante S. The use of rapid onset opioids for breakthrough cancer
pain: the challenge of its dosing. Crit Rev Oncol Hematol 2011b;80:
460-5.

Mercadante 3. Breakthrough pain: on the road again. Eur J Pain 2009;
13:329-3.

Hagen NA, Fisher K, Victorino C, Farrar JT. A titration strategy is needed
to manage breakthrough cancer pain effectively: observations from data
pooled from three clinical trials. J Palliat Med 2007;10:47-55.

Mercadante S, Caruselli A, Mel MR, Belavia G, Tuitolomondo A,
Casuccio A. Patients’ acceptability of different fentanyl products for
breakthrough cancer pain. Clin Oncol (R Coll Radiol) 2014;26:806.




Iniziare con la dose pil bassa
A TITOLARE fino alla dose efficace

->> sjcurezza

- Prolungato periodo di dolore non controllato
- Ripetute somministrazioni

- Scoraggiamento, delusione e rifiuto del farmaco




Dose direttamente proporzionale
B alladose giornaliera di oppiaceo

<< sicurezza

Hagen NA, Fisher K, Victorino C, Farrar JT. A titration strategy is needed
to manage breakthrough cancer pain effectively: observations from data
pooled from three clinical trials. J Palliat Med 2007;10:47-55.

Mercadante S, Gatti A, Porzio G, Lo Presti C, Aieli F, Adile C, Casuccio A
Dosing fentanyl buccal tablet for breakthrough cancer pain: dose titration
versus proportional doses. Curr Med Res Opin 2012;28:963-8.

Mercadante S5, Adile C, Cuomo A, Aielli F, Cortegiani A, Casuccio A,
Porzio GP. Fentanyl buccal tablet versus oral morphine in doses
proportional to basal opioid regimen for the management breakthrough
pain: a randomized, cross-over, comparison study. J Pain Symptom
Manage 2015;50:579-8.

Mercadante S, Prestia G, Casuccio A The use of sublingual fentany! for
breakthrough pain by using doses proportional to opioid basal regimen.
Curr Med Res Opin 2014;29:1527-32.

>> aggressivo
>> effetti collaterali:
sopore e vomito

Mercadante S, Villari P, Ferrera P, Mangione 5, Casuccio A The use of
opioids for breakthrough pain in acute palliative care unit by using doses
proportional to opioid basal regimen. Clin J Pain 2010;26:306-9.

Mercadante S, Villari P, Ferrera P, Casuccio & Mangione S, Intravaia G.
Transmucosal fentanyl vs intravenous morphine in doses proportional to
basal opicid regimen for episodic-breakthrough pain. Br J Cancer 2007;
96:1828-33.

Mercadante S, Ferera P, Adile C, Casuccio A Fentanyl buccal tablets
for breakthrough pain in highly tolerant cancer patients: preliminary data
on the proportionality between breakihrough pain dose and background
dose. J Pain Symptom Manage 201 1;42:464-9.




Greater
FLEXIBILITY

in the selection of
the STARTING
DOSE




Pazienti che assumono
ALTE dosi di oppiaceo

episodi di BTcP
molto frequenti
molto “stressanti”

Preferisci dose
PROPORZIONALE
alla dose die (1/6)

Pazienti che assumono
BASSE dosi di oppiaceo

Pazienti fragili, molto
compromessi
Numerose comorhbilita

Preferisci la
TITOLAZIONE
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