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Quali benefici evidence-based
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A B S T R A C T

Purpose
Randomized controlled trials have supported integrated oncology and palliative care (PC);
however, optimal timing has not been evaluated. We investigated the effect of early versus
delayed PC on quality of life (QOL), symptom impact, mood, 1-year survival, and resource use.

Patients and Methods
Between October 2010 and March 2013, 207 patients with advanced cancer at a National
Cancer Institute cancer center, a Veterans Affairs Medical Center, and community outreach
clinics were randomly assigned to receive an in-person PC consultation, structured PC
telehealth nurse coaching sessions (once per week for six sessions), and monthly follow-up
either early after enrollment or 3 months later. Outcomes were QOL, symptom impact, mood,
1-year survival, and resource use (hospital/intensive care unit days, emergency room visits,
chemotherapy in last 14 days, and death location).

Results
Overall patient-reported outcomes were not statistically significant after enrollment (QOL, P ! .34;
symptom impact, P ! .09; mood, P ! .33) or before death (QOL, P ! .73; symptom impact, P !
.30; mood, P ! .82). Kaplan-Meier 1-year survival rates were 63% in the early group and 48% in
the delayed group (difference, 15%; P ! .038). Relative rates of early to delayed decedents’
resource use were similar for hospital days (0.73; 95% CI, 0.41 to 1.27; P ! .26), intensive care
unit days (0.68; 95% CI, 0.23 to 2.02; P ! .49), emergency room visits (0.73; 95% CI, 0.45 to 1.19;
P ! .21), chemotherapy in last 14 days (1.57; 95% CI, 0.37 to 6.7; P ! .27), and home death (27
[54%] v 28 [47%]; P ! .60).

Conclusion
Early-entry participants’ patient-reported outcomes and resource use were not statistically
different; however, their survival 1-year after enrollment was improved compared with those who
began 3 months later. Understanding the complex mechanisms whereby PC may improve survival
remains an important research priority.

J Clin Oncol 33:1438-1445. © 2015 by American Society of Clinical Oncology

INTRODUCTION

The American Society of Clinical Oncology provi-
sional clinical opinion recommends that “combined
standard oncology care and palliative care (PC)
should be considered early in the course of illness for
any patient with metastatic cancer and/or high
symptom burden.”1p880 A gap exists between this
recommendation and current practice, and there is
no consensus on how early PC should be inte-
grated.1 Many oncologists delay PC referral until all
disease-modifying treatments have been exhausted;

as a result, PC is offered late, if at all.2 Similarly,
delaying PC consultation until patients are hospice
eligible or admitted to the hospital for a medical
crisis3 prevents patients from receiving all of the
potential benefits that early PC has to offer.4-6

In contrast, early PC provides anticipatory
guidance about symptom management and thought-
ful discussions on advanced care planning and goals
of care that engage individuals to consider their val-
ues and care preferences in a more relaxed environ-
ment than the acute care hospital.2,5 Randomized
controlled trials (RCTs) of early outpatient PC have
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alcoholic beverage use, and higher clinical trial enrollment; the
groups were otherwise balanced on other important prognostic
factors (Table 1). Patient-reported outcome scores were not statis-
tically different at baseline (Appendix Table A1, online only).
Participants (n ! 207) and nonparticipants (n ! 304) did not
differ with regard to disease or sex.

Relative to intervention participation, in-person PC consults
were completed for 69 (66%) early (by day 24) and 68 (66%) delayed

Table 1. Baseline Demographic and Clinical Characteristics of
Patient Participants

Characteristic

Early Group
(n ! 104)

Delayed
Group

(n ! 103)

P!No. % No. %

Age, years .68
Mean 64.03 64.6
SD 10.28 9.59

Male sex 56 53.85 53 51.46 .78
Marital status .68

Never married 7 6.73 5 4.85
Married or living with partner 69 66.35 66 64.08
Divorced or separated 15 14.42 21 20.39
Widowed 13 12.5 11 10.68

Education .05
" High school graduate 8 7.69 3 2.91
High school graduate 61 58.65 50 48.54
College graduate 35 33.65 50 48.54

Race† .52
White 102 98.08 98 95.15
Black 0 0.0 1 0.97
Other 2 1.92 3 2.91
Missing 0 0.0 1 0.97

Religion .96
Catholic 34 32.69 31 30.1
Protestant 31 29.81 32 31.07
Jewish 1 0.96 0 0.0
None 23 22.12 21 20.39
Other 13 12.5 15 14.56
Missing 2 1.92 4 3.88

Attend religious services .33
Never 37 35.58 40 38.83
Occasionally 42 40.38 33 32.04
Regularly 20 19.23 27 26.21
Not applicable/missing 5 4.81 3 2.91

Ever prayed for your own health 72 69.23 70 67.96 .88
If yes, ever prayed in past month 63 87.5 59 84.29 .47

Work status 1.00
Employed 25 24.04 24 23.3
Retired 49 47.12 50 48.54
Not employed 29 27.88 29 28.16
Student 1 0.96 0 0.0

Medical insurance .94
Medicare 52 50 52 50.49
Private/commercial 35 33.65 36 34.95
Military 11 10.58 8 7.77
Medicaid 4 3.85 3 2.91
Uninsured 2 1.92 3 2.91
Missing 0 0.0 1 0.97

Ever smoked 72 69.23 73 70.87 .88
Currently smoke 17 23.61 14 19.18 .55

Years of smoking 36.65 13.24 41.91 9.22
No. of packs per day .38

! .5 9 52.94 11 78.57
1 6 35.29 3 21.43
1.5 2 11.76 0 0.0

Used to smoke 55 76.39 59 80.82
How long since smoked, months .73

" 1 2 3.64 3 5.08
1 to 6 6 10.91 3 5.08

(continued in next column)

Table 1. Baseline Demographic and Clinical Characteristics of
Patient Participants (continued)

Characteristic

Early Group
(n ! 104)

Delayed
Group

(n ! 103)

P!No. % No. %

6 to 12 4 7.27 4 6.78
# 12 42 76.36 48 81.36

No. of packs per day .06
! .5 15 27.27 24 40.68
1 23 41.82 16 27.12
1.5 11 20 5 8.47
2 2 3.64 6 10.17
2.5 0 0.0 3 5.08
3 3 5.45 4 6.78

Used other tobacco 13 12.5 13 12.62 1.00
Alcoholic beverages in typical

week 2.56 5.76 1.22 2.84 .04
CAGE‡ 0.84 1.01 0.77 0.6 .82
Caregiver enrolled 63 60.58 61 59.22 .89
Lives in rural area 62 59.62 60 58.25 .78
Diagnosis .97

Lung 46 44.23 42 40.78
GI tract 26 25 24 23.3
Breast 10 9.62 13 12.62
Other solid tumor 10 9.62 10 9.71
Genitourinary tract 7 6.73 9 8.74
Hematologic malignancy 5 4.81 5 4.85

Disease status at enrollment .24
New diagnosis 48 46.15 46 44.66
Recurrence 29 27.88 20 19.42
Progression 27 25.96 36 34.95
Do not know 0 0.0 1 0.97

Brain metastasis at enrollment 17 16.35 18 17.48 .71
Charlson score 6.3 1.62 6.21 1.86 .71
Karnofsky performance status 80.58 10.87 81.46 9.74 .54
Anticancer treatment at enrollment

Chemotherapy 76 73.08 80 77.67 .52
Radiotherapy 20 19.23 20 19.42 1.00

In a clinical trial at enrollment 19 18.27 8 7.77 .04
Advance directive in medical

record at enrollment
Living will or durable power of

attorney 39 37.5 50 48.54 .12
Do not resuscitate order 12 11.54 8 7.77 .48

Referral to hospice at enrollment 3 2.88 0 0.0 .25

NOTE. Percentages may not equal 100% because of rounding.
Abbreviations: CAGE, Cut Down, Annoyed, Guilty, Eye Opener; SD, standard

deviation.
!Fisher’s exact test was used for categorical variables; t test was used for

continuous variables.
†No participants were of Hispanic ethnicity; three participants did not

respond to question.
‡CAGE acronym represents four questions used in this alcoholism screening

questionnaire.
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Resource Use and Location of Death
At baseline, early group participants had a statistically lower rate

of hospital use 3 months before enrollment but a trend toward higher
ICU days (Table 4). Early decedents’ relative rates of hospital, ICU
days, and ED visits were lower compared with the delayed group
but not statistically significant. The estimated relative rate of che-
motherapy use in the last 2 weeks of life was not statistically
different (1.57; 95% CI, 0.37 to 6.7; P ! .54). Just more than half of
early (54%; n ! 27) and 47% (n ! 28; P ! .60) of delayed entry
decedents died at home; 80% did so with hospice services (Appen-
dix Table A2, online only).

DISCUSSION

To our knowledge, this is the first study to evaluate the optimal timing
of initiating PC concurrently with standard oncology care using an
outpatient PC consultation and telehealth follow-up model that was

specifically tailored for patients with advanced cancer in a rural set-
ting.4,7 Unlike our prior RCT comparing early PC with usual oncology
care, comparison group patients in this study received PC after a
3-month delay.15,16 This design allowed us to compare intervention
with usual care at 3 months. We found no statistical differences in
patient-reported outcomes; however, at 1 year, a 15% survival advan-
tage was noted in the early-entry group (P ! .038).

Our finding of a 15% improvement in 1-year survival in patients
with advanced cancer of mixed diagnoses receiving early (v 3-month
delayed) PC is consistent with the improved survival noted by Temel
et al6 in their early PC study in patients with non–small-cell lung
cancer only (11.6 v 8.9 months; P ! .02). These consistent findings
suggest that concurrent PC provided soon after diagnosis confers a
survival benefit by a mechanism that is yet to be defined. Those
findings, together with improved QOL and mood, served as the basis
for the recommendation of early PC for all patients with cancer with
metastatic disease and/or high symptom burden.1

Unlike that by Temel et al6,35 and our prior study,4 the current
study did not demonstrate statistically significant improvement in
QOL or mood related to early PC. If QOL and mood are presumed to
be the mechanisms of improved survival, our results raise the question
of how survival improvement occurred. There are several plausible
explanations. First, in retrospect, we predicted an overly ambitious
recruitment rate for a 3-year study. A reduced sample size and power
could have prevented us from detecting differences (type II error) in
patient-reported outcomes, as indicated by our revised power calcu-
lations. Second, it is possible that a 3-month delay was not long
enough to observe potential PC benefits. In our prior study4 and in a
recent cluster RCT,36 symptom distress levels were low at 3 months,
and intervention effects on patient-reported outcomes were not ap-
parent until month 4. Third, it is possible that survival benefits oc-
curred from unmeasured PC effects. For example, delaying exposure
to advance care planning and decision support may have affected these
patients’ overall decisions.33,37 Although chemotherapy use at baseline
and use before death were similar in the current study, intermediate
treatment choices were not measured. Less aggressive treatment
choices or earlier hospice use—purported mechanisms of longer
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Fig 2. Kaplan-Meier estimates of 1-year survival by treatment group.

Table 4. Decedents’ Rate of Resource Use Over Study Period (n ! 109)

Resource

Early Group (decedents,
n ! 50)!

Delayed Group
(decedents, n ! 59)!

Relative Rate† 95% CI PRate 95% CI Rate 95% CI

Hospital days
Baseline (total sample) 0.69 0.4 to 1.18 1.39 0.97 to 1.97 0.5 0.26 to 0.94 .03
Total use 0.95 0.61 to 1.46 1.3 0.91 to 1.86 0.73 0.41 to 1.27 .26

ICU days
Baseline (total sample) 0.52 0.28 to 0.95 0.22 0.1 to 0.5 2.32 0.85 to 6.37 .10
Total use 0.1 0.04 to 0.24 0.15 0.07 to 0.3 0.68 0.23 to 2.02 .49

ED visits
Baseline (total sample) 0.16 0.1 to 0.25 0.21 0.15 to 0.31 0.75 0.41 to 1.34 .32
Total use 0.14 0.09 to 0.2 0.19 0.14 to 0.26 0.73 0.45 to 1.19 .21

Chemotherapy in last 2 weeks of life 0.08 0.03 to 0.2 0.05 0.02 to 0.15 1.57 0.37 to 6.7 .54
Hospice use 0.68 0.55 to 0.84 0.63 0.51 to 0.78 1.08 0.8 to 1.45 .62

Abbreviations: ED, emergency department; ICU, intensive care unit.
!Mean months from enrollment to death among decedents: early, 9.53 (standard deviation, 7.24); delayed, 7.82 (standard deviation, 6.25).
†Delayed group as reference.
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Il miglioramento del 15% della
sopravvivenza ad un anno in
pazienti oncologici,
che ricevono un intervento di
cure palliative precoci entro 8
sett. (vs > 3 mesi) è in linea con
il vantaggio in studio Temel,
NEJM 2010 (11.6 v 8.9
months).

Early Palliative Care: OS
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A B S T R A C T

Purpose
To determine the effect of early versus delayed initiation of a palliative care intervention for family
caregivers (CGs) of patients with advanced cancer.

Patients and Methods
Between October 2010 and March 2013, CGs of patients with advanced cancer were randomly
assigned to receive three structured weekly telephone coaching sessions, monthly follow-up, and
a bereavement call either early after enrollment or 3 months later. CGs of patients with advanced
cancer were recruited from a National Cancer Institute cancer center, a Veterans Administration
Medical Center, and two community outreach clinics. Outcomes were quality of life (QOL),
depression, and burden (objective, stress, and demand).

Results
A total of 122 CGs (early, n ! 61; delayed, n ! 61) of 207 patients participated; average age was
60 years, and most were female (78.7%) and white (92.6%). Between-group differences in
depression scores from enrollment to 3 months (before delayed group started intervention)
favored the early group (mean difference, "3.4; SE, 1.5; d ! ".32; P ! .02). There were no
differences in QOL (mean difference, "2; SE, 2.3; d ! ".13; P ! .39) or burden (objective: mean
difference, 0.3; SE, .7; d ! .09; P ! .64; stress: mean difference, ".5; SE, .5; d ! ".2; P ! .29;
demand: mean difference, 0; SE, .7; d ! ".01; P ! .97). In decedents’ CGs, a terminal decline
analysis indicated between-group differences favoring the early group for depression (mean
difference, "3.8; SE, 1.5; d ! ".39; P ! .02) and stress burden (mean difference, "1.1; SE, .4;
d ! ".44; P ! .01) but not for QOL (mean difference, "4.9; SE, 2.6; d ! ".3; P ! .07), objective
burden (mean difference, ".6; SE, .6; d ! ".18; P ! .27), or demand burden (mean difference,
".7; SE, .6; d ! ".23; P ! .22).

Conclusion
Early-group CGs had lower depression scores at 3 months and lower depression and stress
burden in the terminal decline analysis. Palliative care for CGs should be initiated as early as
possible to maximize benefits.

J Clin Oncol 33:1446-1452. © 2015 by American Society of Clinical Oncology

INTRODUCTION

Of the 13 million patients in the United States who
have cancer,1 many have advanced disease requiring
the assistance of family caregivers (CGs). Family
CGs of patients with advanced cancer provide an
average of 8 hours of daily assistance2 with symptom
management, emotional and spiritual support, per-
sonal care and activities of daily living, transporta-

tion, and communication and care coordination
with clinicians.3 These CGs can experience psycho-
logical distress equal to and sometimes greater than
the patient with cancer.4,5 Enduring such high levels
of strain has been associated with poor CG physical
health3,6,7 and high mortality risk.8,9 Caregiving
challenges can be further heightened by residence in
a rural setting where there is a lack of convenient
access to resource-rich urban centers.10,11 Hence,
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Early-group: I caregivers avevano significativamente minore
depressione e distress psicologico a 3 mesi da intervento
(riduzione del 6%)

Early Palliative Care: i benefici  per i caregivers



Early palliative care for patients with solid tumours
First Author Bakitas 

JAMA
2009

Temel 
NEJM
2010

Zimmermann 
Lancet
2014

Bakitas
J Clin Oncol
2015

Maltoni 
Eur J Cancer
2016

Temel 
J Clin Oncol
2016

Groenvold
Palliat Med
2017

Vanbutsele
Lancet Oncol
2018

Scarpi
Support Care 
Cancer 2019

Country USA, n=322 USA, n=151 Canada, n=461 USA, n=207 Italy, n=207 USA, n=350 Denmark, n=297 Belgium, n=186 Italy, n=186

Definition of 
‘early’

Within 8-12 
wk of 
diagnosis 

Within 8 wk 
of diagnosis

6-24 mo clinical 
prognosis

With 1-2 mo of 
diagnosis, 6-24 
mo prognosis

Within 8 wk of 
diagnosis, >2 
mo prognosis

Within 8 wk 
of diagnosis

Symptom/prob.  
(EORTC-QLQ-
C30); “earlier”

Within 12 wk 
of diagnosis, 12 
mo prognosis

Within 8 wks 
of dx, >2 mo
prognosis

Setting Telehealth Outpatient, 
embedded

Outpatient, 
freestanding

Telehealth Outpatient, 
free-standing

Outpatient, 
embedded

Outpatient and 
telehealth

Outpatient and 
inpatient

Outpatient

QOL + + + = + + = + =

Physical 
Symptoms

= + + = + n/a =/+
(nausea)

= =

Depression + + n/a = = + = = =

Satisfaction
with care

n/a n/a + n/a = n/a n/a n/a =

Caregiver 
outcomes

= burden n/a +satisfaction
= QOL

+ mood
= QOL

n/a + mood
=/+ QOL

n/a n/a =

EOL care/ 
service use

= + n/a = +/= n/a n/a n/a n/a

Survival = + n/a + n/a n/a = = =
Courtesy of C. Zimmermann
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Benefici clinici in studi randomizzati e nella pratica clinica 
in oncologia ed in ematologia

Differenze tra pazienti con neoplasie solide ed ematologiche

Criticità nella implementazione del modello EPC

Obiettivi futuri di ricerca; Monitoraggio dei PROs, Comunicazione 
medico-infermiere-paziente, Formazione



Studio multicentrico, cross-sectional in 32
Ospedali Italiani 1.450 pazienti, con dolore da
cancro: 602 con accesso a terapie standard e
848 con accesso a EPC

Le EPC = fattore indipendente
associato alla riduzione del dolore
severo da cancro, del 31%.

EPC E IL CONTROLLO DEL DOLORE 



EPC: dolore, accanimento terapeutico e OS

2014-2017 

Early 60 gg dopo la diagnosi Delayed 90 gg dopo la  diagnosi 

14 gg 30 gg 60 gg
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160 pazienti sottoposti a trapianto di cellule staminali
emopoietiche randomizzati a ricevere EPC vs esclusivamente
il trapianto.
Intervento palliativo: medico o infermiere, due volte alla
settimana, durante il ricovero

l Migliore QoL, riduzione
di ansia e d depressione
dei sintomi invalidanti.

l Caregivers minore
depressione



L’effetto dell’intervento era mantenuto anche a 6 mesi con miglioramento della depressione e dell’ansia e 
riduzione del disturbo post-traumatico da stress.



Measure (Scale) Sample 
size Group assignment Adjusted Mean 

Score (95% CI)
Standardized 

Mean 
Difference

P value

Quality of life (FACT-
Leukemia 

139 Usual care 107.59 (101.45-
113.74 

0.30 .04
Integrated palliative and oncology 

care 116.45 (110.69-
122.21) 

Anxiety symptoms  
(HADS) 

147 Usual care 5.94 (5.10-6.79) 0.31 .02
Integrated palliative and oncology 

care 4.53 (3.74-5.33) 

Depression 
symptoms (HADS) 

147 Usual care 7.20 (6.26-8.14) 0.34 .02
Integrated palliative and oncology 

care 5.68 (4.80-6.56) 

Depression syndrome 
(PHQ-9) 

144 Usual care 8.00 (6.83-9.17) 0.31 .04
Integrated palliative and oncology 

care 6.34 (5.23-7.44) 

Symptom burden 
(ESAS) 

146 Usual care 32.82 (28.58-37.06) 0.23 .12
Integrated palliative and oncology care 

28.24 (24.23-32.25) 

PTSD symptoms 
(PTSD

Checklist–Civilian) 
146 Usual care 31.69 (29.56-33.82) 0.30 .01

Integrated palliative and oncology care 
27.79 (25.78-29.80) 

Discussion about EOL
preferences

EPC NEW Standard OF 

CARE for A
ML

Intervento palliativo da medico-infermiere, due volte alla settimana, durante il ricovero.
Valutazione indicatori esiti a 2 settimane

Paz >= 18 anni,  high-risk AML
Sottoposti a chemioterapia 

intensiva :
1) AML di nuova diagnosi, >= 60 

anni;
2) AML primariamente refrattaria 

e recidivata
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Hematologic Tumors 67.3% moderate-
severe

Solid Tumors 59.4% moderate severe

Bandieri et al.,  

Dolore nel 49,9%
dei pazienti con
leucemia acuta;
dolore severo nel
35.3%.

IL DOLORE in EMATOLOGIA



2014-2019-Modena 

EPC: IL CONTROLLO DEL DOLORE 



2014-2019-Modena 



EVIDENZE SCIENTIFICHE E RACCOMANDAZIONI CLINICHE 

NUOVI MODELLI DI CURE 
PALLIATIVE PRECOCI SIA 
INPATIENT CHE 
OUTPATIENT



EPC: NON SOLO IN LMA  
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Cancri Solidi Metastatici LMA, LLA, Linfomi non-H, B Alto Grado

SMD, MFI, AA, fine vitaMM, LLC

I pazienti ematologicI
presentano imprevedibili
e peculiari traiettorie di
malattia con la possibilità
di cura e guarigione
anche in caso di recidiva
e di refrattarietà.

Proprio queste peculiarità
influiscono sulla difficoltà
di prognosi e del timing
di Interventi di Cure
Palliative Precoci
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E gli ematologi riportano di NON
ATTIVARE UN percorso di palliazione
perchè non vogliono togliere la
Speranza ai pazienti, perdere la loro
Fiducia, perchè non sanno come
COMUNICARLO.

Survey in USA da 334 Emato-Oncologi Nordamericani

2016
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Global Distress Score-GDS- ESAS 9 items 
Tempo di compilazione= 1 minuto

MISURARE I BISOGNI DEI PAZIENTI: ESAS COME PROs 

> 60ys
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CENTRALITA’ della COMUNICAZIONE 
(e dei CAREGIVERS)

Iniziativa editoriale che raccoglie video 
interviste di CG di paz onco-
ematologici seguiti in EPC, che vuole 
approfondire i temi della 
COMUNICAZIONE
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EVITARE LO STIGMA DELLE
CURE PALLIATIVE:

«…referrals are made too late
because of misperceptions that
palliative care is end-of-life care
and palliative care remains
synonymous with end-of-life care
due to late-referrals…»

DIFFUSIONE CULTURALE E FORMAZIONE DI  POLICYMAKERS, 
STAKEHOLDERS, CITTADINANZA, ACCADEMIA



FORMAZIONE DI EMATOLOGI, ONCOLOGI, INFERMIERI 
IN CURE PALLIATIVE PRECOCI



FORMAZIONE DI EMATOLOGI, ONCOLOGI, INFERMIERI 
IN CURE PALLIATIVE PRECOCI

FORMAZIONE DI EMATOLOGI, ONCOLOGI, INFERMIERI 
IN CURE PALLIATIVE PRECOCI



Nel mondo scientifico Nordamericano, si persegue da
alcuni anni un percorso di formazione cosiddetto di
“dual board certificate” di uno specialista oncologo
medico o ematologo clinico, in Cure Palliative.



CONCLUSIONI

l Consolidati benefici sono associati
all’integrazione di EPC nel Percorso dei
Pazienti con Cancro Avanzato. Oltre alle
raccomandazioni ASCO, ESMO, AIOM,
l’integrazione di EPC in pazienti con LMA,
dovrebbe essere ritenuto il nuovo standard di
cura.

l La soddisfazione dei bisogni di pazienti (IN
PRIMIS IL DOLORE) con diverse neoplasia
ematologiche, attraverso un modello integrato
di EPC, è necessario e urgente.

l Priorità: Formazione e Ricerca
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