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The role of early systematic best palliative care versus on request palliative care
consultation during standard oncologic treatment for patients with advanced pancreatic
and gastric cancer: a nonblinded, randomized, controlled, multicenter trial

Rationale:
Palliative care has traditionally been delivered late in the course of disease. New recent
studies suggested that to have a meaningful effect on patients’ quality of life and endof-life care, palliative care services must be systematically provided earlier in the
course of the disease.
The goal of the current multicenter, randomized study is to assess the effect of early
systematic best palliative care versus on request palliative care consultation during
standard oncologic care on patient-reported outcomes, the use of health services and the
quality of end-of-life care among patients with advanced upper gastrointestinal cancers.
Patients will receive standard antineoplastic treatment in both arms of the study
according the best clinical practice in each participating centre.
Study design: Randomized, nonblinded, controlled, multicenter trial
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Locally advanced and/or metastatic gastric or pancreatic
cancers within 8 weeks of diagnosis with PS 0-2
Patient competes baseline QoL (FACT-Ga or FACT-Hep)
and mood (HADS) questionnaires
randomization

Interventional arm
Standard oncologic care and
early best palliative care

Standard arm
Standard oncologic care and
on request palliative care consultation

IRST 100.08 Early Palliative Care

Inclusion criteria:
pathologically confirmed locally advanced and/or metastatic upper gastrointestinal
tumors for a maximum of 8 weeks prior to enrolment
ECOG PS 0-2
age ≥ 18 years, both sexes
life expectancy >2 months
candidate to antitumor therapies
capability to understand participant information statement and to give written
informed consent
Exclusion criteria:
patients already receiving care from the palliative care service
patients already receiving chemotherapy for advanced or metastatic disease
patients in clinical trial

Patients complete QoL and mood questionnaires at 12 weeks ±3
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Study calendar

Statistical consideration:

Visit

Primary endpoint is the change in the score from T0 to T1 on the Trial Outcome Index (TOI),
which is the sum of the scores of specific subscale FACT-Ga or FACT-Hep concerning physical
symptoms, and physical and functional well being.

Required data

First oncologic
visit1

Secondary endpoints are the change in the percentage of patients with anxiety and/or depression
form T0 to T1 on the Mood questionnaire; the impact of families satisfaction about care; the use of
health services, including anticancer therapy, medication prescriptions, referral to hospice, hospital
admissions, emergency department visits, and the location of death between study arms; the overall
survival.

Inclusion/exclusion criteria evaluation

X

Offering the study

X

T02

Within 2 weeks

Every 2-4

from T0

weeks

T13

Informed consent

X

Demografic data (age, gender, marital status)

X

Physical examination (PS)

X

X

Evauation of pazient’s Quality of Life

X

X

T24

(FACT-Ga / FACT-Hep questionnaire)

For each type of cancer we estimate that with 120 patients the study would have 80% power to
detect a significant between-group difference in the change in the TOI score from T0 to T1, with a
medium effect size of 0.5 standard deviation.

Evaluation of Mood (HADS questionnaire)

X

Randomization

X

If experimental arm, palliative care visit
Evaluation of families satisfaction about care Italian
version of FAMCARE questionnaire
Health care utilization measures (anticancer therapy,
medication prescriptions, referral to hospice, hospital
admissions, emergency department visits, location of
death)

Pancreas: october 2012 to february 2015: 207→186 → 149

X
X5

X5
X
X

First oncologic visit within 6 weeks from diagnosis
T0 is the baseline visit (within 8 weeks from diagnosis and within 2 weeks form first oncologic visit)
T1 is T0 + 12 weeks ± 2 weeks visit window
T2 is after the death of patient
5 at least 3 visit are necessary for inclusion of patient in the analysis
1
2
3
4

Content of PC intervention
• Palliative care physician visit within 2 wks from
randomization and then regularly every 2‐4
weeks untill death
• Temel Checklist

Tools
•

Health-related QoL and physical symptoms were measured using the Functional Assessment
of Cancer Therapy e Hepatobiliary (FACT-Hep) scale. The FACT-Hep scale assesses
generic QoL concerns (physical, social, emotional and functional well-being) and diseasespecific issues (Hepatobiliary Cancer Subscale [HCS] ). FACT-Hep scores range from 0 to
180 and HCS scores range from 0 to 72 (higher score is better).

•

The Trial Outcome Index (TOI) combines the scores of physical, functional and diseasespecific subscales (score range 0-128).

•

Mood was assessed using the Hospital Anxiety and Depression Scale (HADS), a 14-item
instrument composed of 2 subscales that screens for symptoms of anxiety and depression
(score range 0-21, higher score indicates greater anxiety or depression; score >7 indicates
borderline or clinical anxiety or depression).

•

The impact of family satisfaction about care was evaluated by Italian version of the Family
Satisfaction with the End-of-Life Care (FAMCARE), a 20-item scale with 4 subscales:
information giving, physical patient care, psychosocial care and availability of care. Scores
range 20-100: the lower the score, the higher the family satisfaction.
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Fig. 1
Locally advanced and/or metastatic pancreatic cancer
diagnosed ≤ 8 weeks previously, with performance status 0-2:
207 patients randomized

Standard arm
(Standard cancer care and
on demand palliative care consultation)
100 patients

11 patients excluded
- 7 chemotherapy not administered
- 4 prior chemotherapy administered
- 0 already undergoing palliative care

89 patients evaluable at T0*

73 patients evaluable at T2*

Primary endpoint

Interventional arm
(Standard cancer care and
early systematic palliative care)
107 patients

10 patients excluded:
- 6 chemotherapy not administered
- 3 prior chemotherapy administered
- 1 already undergoing palliative care

97 patients evaluable at T0*

76 patients evaluable at T2*

* T0: baseline; T1: 12±3 weeks; T2: after patient’s death
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Intensity of palliative care in
control arm of study
• The mean number of PC visits for interventional arm
patients was 6.89 (SD 4.88, range 1-16) compared to 1.81
(SD 2.98, range 0-10) for those in the standard arm
(P<0.0001).
• Palliative care visits in the control arm till T1
– 10 (13.5%) out of 77 standard arm patients in Temel’s
study
– 20 (8.6 %) out of 233 patients in Zimmermann’s trial.
– 23 (31.5%) out of 73 patients in our trial

4

26.01.2017

Fig. 2
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Strengths and limitations of the study

Impact on overall survival probability

Strengths
OD-EPC

Sys-EPC

•

12-month OS

12.3%
(95% CI 4.8-19.9)

22.4%
(95% CI 13.0-31.7)

•

Median OS

5.7 mo
(95% CI 4.8-7.6)

6.6 mo
(95% CI 4.4-8.1)

0.288

•
•
•
•
•

Randomized Clinical Trial
Multicenter
Pancreas
European
“Underestimation” by high
PC visits in standard arm

Weaknesses
•
•
•
•
•
•
•
•

Centers profiles (ESMO designated,
or small community centers)
EPC intervention (solo doctor)
Oncologist validation of PC doctor
recommendations
Limited patient awareness about
prognosis
No check about standardization of
EPC visit
RCT but not blinded
Statistical power for clinic items, not
organizational
High number of PC visits in the
standard arm (more and more..?)

5

26.01.2017

Conclusions
• In conclusion, the study results suggest that Systematic EPC in
advanced pancreatic cancer patients significantly improved QoL
with respect to on-demand EPC.
• Moreover, systematic EPC had a positive impact on the
aggressiveness of some healthcare items in EoL care, with
favourable non significant differences in other items, suggesting
that also quality of care is improved by this approach.
• More research is needed to clarify optimal types and timing of
EPC interventions. However the risk of “contamination” between
study arms is destined to grow as oncologists activate on-demand
EPC with ever-increasing frequency. Thus, it may become
difficult to carry out studies of this type in the future.
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