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Terapia del dolore
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‘By mouth’

‘By the clock’

‘By the ladder’

‘For the individual’
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Timing of Breakthrough Medication
and Time to Onset

Owver Medication

Onset NR ;
Medication :
L

Rapid Onset Opioids (ROOs)
oppure
Morfina endovenosa, se contesto confacente

(soprattutto residenziale, accesso venoso
disponibile)
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Treatment of moderate to severe pain

Strong apioids

* The opicid of fist choice for moderate to severe cancer pain is oral morphine [, Al

* The average relative potency ratio of oral o iv. morphine is between 1:2 and 1:3 11, A]

* The average relative potendy ratio of oral 1o s.c. morphing is between 122 and 13 IV, O

* Fentanyl and buprenarphine (via the td. or iv. route) are the safest opicids in patients with chronic kidney disease stages 4 or 5 (estimated
GFR < 30 mL/mir) (111, B]

* A different opioid should be considered in the absence of adequate analgesia (despite opioid dose escalation) or in the presence of unacceptable
apioid side effects Il C)

* The sc route is simple and effective for the administration of marphing, diamomphing and hydromarphone and it should be the firstchoice

* v infusion should be considered when s.¢ administration is contraindicated (peripheral cedema, coagulation disorders, poor peripheral circulation
and need for high volumes and dases) I, B]
* iv. administration is an option for opioid titration when rapid pain control is needed [, ]

SCNEAUTNg and TITEton
* |ndividual titration, eg. normal-release mamphine administered every 4 h plus rescue doses (up t© houry) for BTeP, is recommended in dinical practice IV, O]

* |mmediate and slow-release gral morphine formulations can be used to titrate the dose. Titration schermes for both types of farmulation should be
supplementad with immediate-release oral opicids, prescribed as required for BTeP [1Il, B]

* The regular dose of slow-release opioids can be adjusted to take into account the total amount of rescue maorphine IV, C]

Management of opioid side effects

*® Laxatives must be routinely prescribed for both the prophylaxis and the management of OIC 1, A

* The use of naloxone (in association with oxycodane) or methylnaltrexone to contral OIC may be considered (11, B]

* Naloxegol has been shown to be highly effective in OIC 1], B], but, to date, there is no spedific reported experience in the cancer population

* Metoclopramide and antidopaminergic drugs should be recommended for reatment of opioid-related nauseafwomiting N1, E]

* Psychostimulants (eg. methylphenidate) to treat opioid-induced sedation are only advised when other methods to treat this have been tried
(eq.ifit is not possible to rationalise all medication with a sedative side effect) 11, ]

* Mu receptor antagonists [eg. naloxone) must be used promptly in the treatment of opicid-induced respiratory depression [1, B]
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Qualita Forza della

dell’evidenza Raccomandazione clinica R12 raccomandazione
SIGN clinica

La wia sottocutanea ¢ semplice ed efficace per la
somministrazione di morfina ¢ dovrebbe essere la prima
scelta di wia alternativa per pazienti che non possono
ricevere oppioidi per via orale o transdermica: 'infusione
endovenosa deve essere considerata quando ['infusione
A sottocutanea & controindicata (ad esempio. a causa di edema Positiva forte
periferico, disturbi  della  coagulazione. deficit della
circolazione periferica, esigenza di elevati volumi e dost,
ecc): la somministrazione endovenosa deve essere usata per
la titolazione degli oppioidi, quando & richiesto un rapido
controllo del dolore(1).




Annals of Oncology 26 Supplement Sp w169-v173, 2015

clinical practice guidelines e s

Treatment of dyspnoea in advanced cancer patients:
ESMO Clinical Practice Guidelines’

M. Kloke! & N. Cherny2, on behalf of the ESMO Guidelines Committee”

"Department of Pafiatie Medicine and Instituta for Paliative Care, Kiinikan Essen-Mitte, Academic Teaching Hospital University Essen-Duisburg, Essen, Germany;
“Dapartment of Madical Oncology, Shaare Zadek Madical Center, Jarusalem, lerad
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Gestione delle emergenze
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Nutrizione parenterale
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e-5PEN guideline
ESPEN guideline on ethical aspects of artificial nutrition and hydration

Christiane Druml *°, Peter E. Ballmer ", Wilfred Druml %, Frank Oehmichen ¢, |
Alan Shenkin ©, Pierre Singer |, Peter Soeters &, Arved Weimann ", Stephan C. Bischoff

* UNESOD hair an Bioethics al the Medial University of Viemna, Colledions and History of Medicine — Josephinuim, Medical University af Viema,
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“ Department of Early Rehabilitation, Klinik Bavaria Kreiicha, An der Wallsschlucht 1-2, 81731 Kreischa, Germany
" Deeparpmeend af Climal Chemisory, Pniversiny of Liverpoal, Dunan Building, Doulby Streer, Liverpool DES 3GA, UK
* Deparstent of General Intensive Gare and [ 8nute for Nutrifon Ressarch, Rabin Medical Center, Beilinson Hospital, Perah Tikva, Jean Leven Building, &th
Raoar, Tel Aav, [sme!
¥ Deparpmend of Samgery, Academde Hospiral Maosrichi, Perer Debepelann 25 PO Box S5O0, 6202 AZ Mar rich, The Netherlands
" Department of General Surgery and Surgial Fitensive Gare, 51 Georg Hogpital, Delitrscher Strafe 141, 04129 Leiprig, Gerimaiy
Department of Nurritanal Medidgne, Unheersiny of Fohenheim, Fanvirthatr 12, 70509 Stumgar, Gemmany
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Statement 2:

The ethical principles “autonomy, beneficence, non-maleficence
and justice” are internationally recognized. They are interrelated and
have to be applied in the act of medical decision making. |Strong
Consensus)
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Statement 3:

Autonomy does not mean that a patient has the right to obtain
every treatment him or her wishes or requests, if this particular
treatment would not be medically indicated. |Strong Consensus |
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Art. 13

Prescrizione a fini di prevenzione, diagnosi, cura e riabilitazione

(...)

La prescrizione deve fondarsi sulle evidenze scientifiche disponibili, sull’uso ottimale delle risorse e
sul rispetto dei principi di efficacia clinica, di sicurezza e di appropriatezza.

(...)

Il medico tiene conto delle linee guida diagnostico-terapeutiche accreditate da fonti autorevoli e
indipendenti quali raccomandazioni e ne valuta l'applicabilita al caso specifico. 'adozione di
protocolli diagnostico-terapeutici o di percorsi clinico-assistenziali impegna la diretta responsabilita
del medico nella verifica della tollerabilita e dell’efficacia sui soggetti coinvolti.

(...)

Il medico non acconsente alla richiesta di una prescrizione da parte dell’assistito al solo scopo di
compiacerlo.




Statement 5:

If the nsks and burdens of a given therapy for a specific patient
outweigh the potential benefits, then the physician has the obligation
of not providing (withholding) the therapy. |Strong Consensus|
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Statement 11:

Every individual 15 entitled to obtain the best care available. Re-
sources have to be distnbuted fairly without any discrimination. On
the other hand treatments which are futile and do only prolong the
suffening or the dymmg phase, have to be avoided. In regard to limited
resources there has to be proper use of ethically appropnate and
transparent critena. |Strong Consensus |

19




Statement 33:

A medical treatment, which does not provide any benefit or has
become disproportionate can be withdrawn or withheld. Limitation of
treatment may imply progressively withdrawing it or reducing the
dose administered to limit side effects. |Strong Consensus|
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Statement 19:

Artificial nutnition has become a part of palliative care, e.g in
neurological and in cancer patients, with the potential to increase
survival and quality of life in selected patients. Long term home enteral
and parenteral nutrition programs should be considered (for details
see disease-related guidelines). |Strong Consensus |
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Statement 7:

Artifictal nutntion 5 used in accordance with a reahstic goal of
individual treatment, and the wishes of the patient himselffherself, and
based on assessment of the situation by the doctor and other health-

care professionals. |Strong Consensus |
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Statement 10:
The continued medical justification for artificial nutrition must be

reviewed at regular intervals, determimned in accordance with the pa-
fient’s condition. |Strong Consensus|
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Statement 20:
There are no clear critena to ascertain the beginning of the dying

phase. Therefore, a nutritional mtervention in this phase of life should
be followed in an individualized manner. |Consensus |
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Statement 32:

In the absence of an mdication and lack of achieving a treatment
goal or in the absence of consent, nutntional therapy should be dis-
continued. This may lead to individual emotional and/or ethical con-
flicts among family members or team members (doctors, nursing staff
and members of other therapeutic professions ). |Consensus |
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ESPEN Guideline
ESPEN guidelines on nutrition in cancer patients™

Jann Arends ®, Patrick Bachmann °, Vickie Baracos ©, Nicole Barthelemy ¢, Hartmut Bertz 2,
Federico Bozzetti ®, Ken Fearon "/, Elisabeth Hiitterer &, Elizabeth Isenring h Stein Kaasa ',
Zeljko Krznaric !, Barry Laird ¥, Maria Larsson | Alessandro Laviano ™ Stefan Miihlebach ",
Maurizio Muscaritoli ™, Line Oldervoll - °, Paula Ravasco P, Tora Solheim ® ',
Florian Strasser °, Marian de van der Schueren ", Jean-Charles Preiser *°

Cancer survivor
-
Cancer Cancar
cura racurrencs
) Cancer patient™ Death
ACT freeee [ A toe--[ acr |- acr ]

Supportive interventions and palliative care

Progressive malnutrition

Sereening and assessment of malnutrition

—

Eof

Nutrition intersentions to prévent and treat malnutrition

ACT, anti-cancer treatments
‘curative satting: [ | palliative setting: T

5 End of life. imminent death: symptomatic treatment only
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CNS signals
anorexia

Muscle

TNFa IL-6, IL-1 Wa'.'-tlng

Systemic

inflammation :
Liver

metabolism
changes

Fat use and
depletion
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g_ Variable Partial Score Value
Dyspuca i . PPS
No 0 10-20 4
Ancrexia Vg 15 30-50 25
;i : E = 30 0 RO+ N
Kamofeky Performance Stams 10— 120 15 Oral Intake
- 12 0 Seversly Reduced 25
_raw 1_1—1101" 2 Moderately Reduced 10
tnecal Predichion - 25
Survival (weels) -6 45 Marmal 0
3-4 6 Edema
1-2 8.5 Present 10
<83 a Absent ]
Total WBC (x10 9/ L) 86-11 0.5
2 L ; E s Dyspnea at Rest
T = Present 35
20-40%
Lymphocyts Percentage 12-19.9% 1 o Absent 0
<12% 2.5 Delirium
RISK GROUP 30 DAY SURVIVAL| TOTAL SCORE Present 40
A 70 % 0-53 Absent 0
B 0-70% 56-11 :
- — N — Total Score 6-week survival
PPV NPV
Pirovano 1999, Glare 2004 Morita 2001 =4 083 0.71

29






Idratazione parenterale
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-4 Cochrane
sio# Library

Cochrane Database of Systematic Reviews

Medically assisted hydration for adult palliative care patients

(Review)

Good P, Richard R, Syrmis W, Jenkins-Marsh S, Stephens J

Good P, Richard R, Syrmis W, Jenkins-Marsh s, Stephens J.

Medically assisted hydration for adult palliative care patients.

Cochrane Database of Systematic Reviews 2014, Issue 4. Art. No.: CDO0G273.
DO: 10.1002/14651858.CD006273.pub3.

www.cochranelibrary.com

Authors’ conclusions

Since the last version of this review, we found one new study. The studies published do not show a significant benefit in the use
of medically assisted hydration in palliative care patients; however, there are insufficient good-quality studies to inform definitive
recommendations for practice with regard to the use of medically assisted hydration in palliative care patients.
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Invited Review

LERDING THE SCIENDE RND
rractlor or culskeaL summirkk
vz Gec iy o1 Pacerserel ard Ersed Sarrsien

. . . . Volume 32 Number 5
Artificial Hydration at the End of Life October 2017 628 632

Alexandria J. Bear. MD'; Elizabeth A. Bukowy, DO and Jayshil J. Patel, MD? @SAGE

Nutrition in Clinical Practice

20017 American Society

for Parenteral and Enteral Nutrition
DOL: 10.1177/088453361 7724741
journals.sagepub.comhomencp

630 Nutrition in Clinical Practice 32(3)

Table 1. Randomized Controlled Trials Evaluating the Impact of Artificial Hydration at the End of Life.

Author Year Interventions Primary Outcome Results
Bruera et al’' 2013 Parenteral hydration (1000 mL Change in dehydration No significant difference in symptoms
normal saline) vs placebo (100 mL  symptoms score” score
normal saline) daily
Cerchietti etal” 2000 Subcutaneous hydration (1000 Change in thirst, chronic  No significant difference in change in
mL 5% dextrose at 42 mL/h) vs nausea, and delirium thirst or delirium; significant change in
placebo relief of chronic nausea at 48 hours
Bruera et al*” 2005 Parenteral hydration (1000 mL) vs Change in hallucinations, Significant difference in composite
placebo (100 mL) over 4 hours for myoclonus, fatigue, and  outcome of target symptoms and
2 days sedation myoclonus in study group; no significant

difference in hallucinations, fatigue

"Score includes symptoms of fatigue, myoclonus, sedation, and hallucinations.
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BEST PRACTIEE

CLINICAL PRACTICE GUIDELINES

S.H. Bush'*** P.G. Lawlor'***, K Ryan®®’, C. Centeno®®'®, M. Lucchesi'', S. Kanji*'?, N. Siddiqi'>"*,
A. Morandi'®, D. H. J. Davis'®, M. Laurent'”'8, N. Schofield'?, E. Barallat?® & C. I. Ripamonti®', on behalf of
the ESMO Guidelines Committee™
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Table 5. Summary of recommendations

Clinical assessment, diagnosis and screening
* The diagnasis of delirium should be made by a trained and competent healthcare professional using a dinical assessment based on DSM or 12D criteria
m,a
* The evidence is insufficient to recommend the routine use of screening tools in making a diagnosis of delidum in cancer patients [lIl, C)
* |If any changes in cognitive or emotional behaviour or psychomotor activity suggestive of delirium are present, a trained healthcare professional with
expertise in evaluating delirium should cany out a dinical assessment to confirm the diagnosis of delidum [lll, O
* The evidence is insufficient to recommend for or against the routine use of tools to assess delirium severity in daily practice [l CJ

Management of potentially reversible causes of the deliium episode
* For cancer patients whose assessments indicate deliriurn, identify the predisposing and precipitating factors through a comprehensive initial assess-
ment [Ill, A]
* Opioid rotation (or switching) may be appropriate if signs of OIN are present [V, B]

* There is limited research evidence for the role of dinically assisted hydration in the symptomatic management of delinum [V, C]

* Bisphosphonates (such as iv. pamidronate and zoledronic acid) may control hypercalcaemia and reverse deliium in a substantial number of cases [I, A]

* The discontinuation of implicated medications, fluid restriction and adequate oral salt intake is recommended for the management of confirmed
SADH [V, (]

* Magnesium replacement is recommended for the management of hypomagnesaemia [V, C]

* Medication or therapy withdrawal is recommended in patients with delifium related to anticancer treatments such as chemotherapy and immuno-

therapies [V, C]
* (linically assisted h}’drdtlﬂl'l s nat more EﬁE-r:tn.-E ﬂ'mn |::I|d-|:E|::IEI- in preventing delidum [Il, C]

posed [V, 1

* Based on available evidence, deprescribing would appear te be worthwhile in older patients for many reasons, although there is insufficient data to
suppont this recormmendation for all cancer patients from the specific perspective of delirium prevention [V, B]

* Opioid rotation (or switching) to fentanyl or methadone is an efficacious strategy in the context of opioid-associated delifum [V, B]

* Administration of either haloperidal or risperidone has no demaonstrable benefit in the symptomatic management of mild-to-moderate delirium and is
not recommended in this context I, D]

* Administration of olanzapine may offer benefit in the symptomatic management of delirium [Ill, C]

* Administration of quetiapine may offer benefit in the symptomatic management of deliium [V,

* Administration of arpiprazole may offer benefit in the symptomatic management of delirium [V, C

* Methylphenidate may improve cognition in hypoactive delifum in which neither delusions nor perceptual disturbance are present and for which no
cause has been idertified [V, O

* Benzodiazepines are effective at providing sedation and potentially anxiolysis in the acute management of severe symptomatic distress associated
with delidum [Il, J

Experiential impact of delirium, support and education
* While not all patients with cancer will develop delirium, we recommend that relatives have access to information about delirium preemptively and at
repeated intenvals, especially if the patient's condition is declining due to disease progression. This information should also be disseminated to the wider
family who are likely to visit [V, Al
* |f delifum develops, written information should be supplemented with educational and psychological support for families by suitably trained staff [V, A]
* Interprofessional delirium education interventions should be a core component of an interprofessional unit- or hospital-wide strategy to improve the
recognition, assessment and management of delinum by the whole healtheare team [, A]

DSM, Diagnostic and Statistical Manual of Mental Disorders; ICD, International Classification of Diseases; iv,, intravenous; CIN, epioid-induced neurotoxicity;
SIADH, syndrome of inappropriate antidiuretic hormone secretion, 3 5




Identify potential contributing factors
= History (include collateral information)
* Medication review
= Physical examination
» Laboratory tests/Imaging

Further investigations according to clinical features
Specific cultures e.g. blood and sputum (if fever present, cough and/or abnormal
chest radiograph); oxygen saturation/arterial blood gases (if short of breath,
cough and/or abnormal chest exam); lumbar puncture (if headache and fever
and meningism present); ammenia levels (if severe liver impairment suspected);
blood glucose; thyroid function; vitamin B1, vitamin B12, folate

Consider withdrawal (or taper when

N y) of

and other contributory medication(s);
consider pharmacist review

Polypharmacy?
Medi review (including recent ck
— somnolence
Test: renal and liver function
Opioid-induced neurotoxicity?
— inati ele.

Dehydration and/or renal failure?

Clinical signs or symptoms, fluid intake, blood

pressure

Test: Na, K, BUN, creatinine, haematocrit

—

Consider clinically assisted hydration

SIADH?

Clinical signs or symptoms, volume status —b% Consider specific management of ]
Test: Na, serum and urine osmolality, urine Na

hyponatraemia

Test: magnesium

Brain metastases or tumours?
Neurological symptoms, history of falls

Hypomagnesaemia?
Neuralogical symptoms (sedation, irritability,

—> > seizures, nystagmus, contracture, pain, etc.); — Replacement:.:lng I:¥. magnesium
medications (e.g. cisplatin, cetuximab or PPI) phate

» Use demrsr;cih;?ne and/or consider
Test: brain CT scan with contrast, MRI scan

Anticancer treatments?

— > Review of antineoplastic agents and
immunotherapies

—P% Withdraw causative medication/therapy ]

Figure 2. Evaluation® of the adult cancer patient for underlying causes of delirium.

*This should be guided by the patient’s goals of care.

BUN, blood urea nitrogen; CT, computed tomography; Eol, end of life; i.v,, intravenous; K, potassium; MRI, magnetic resonance imaging; Na,
sodium; PCR, polymerase chain reaction; PPI, proton pump inhibitor; SIADH, syndrome of inappropriate antidiuretic hormone secretion; WBC,

white blood cell.
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Sedazione palliativa
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SOCIETA’ ITALIANA DI CURE PALLIATIVE SICP ONLUS

Raccomandazioni della SICP
sulla
Sedazione Terminale /Sedazione Palliativa

A CURA DEL GRUPPO DI STUDIO
SU CULTURA ED ETICA AL TERMINE DELLA VITA

Ottobre 2007

“Pratica volta ad alleviare sintomi refrattari
riducendo lo stato di coscienza in misura
adeguata e proporzionata alle necessita,
effettuata quando la morte e attesa entro un
lasso di tempo compreso tra poche ore e
pochi giorni”
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Sedazione palliativa profonda continua
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Sedazione palliativa profonda continua




In buona sostanza...

...appropriatezza e flessibilita
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