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Abstract 
Background:  Patients with non-small cell lung cancer (NSCLC) experience a considerable disease burden, evident in symptomatic and psy-
chological spheres. Advanced cancer represents a complex scenario for patients and the healthcare team. Early palliative care (EPC) has been 
proven as a clinically meaningful strategy in this context by several randomized trials but not in a resource-limited setting. This study aimed to 
evaluate the effect of EPC compared with standard oncological care (SOC) in patients with metastatic NSCLC in Mexico.
Materials and Methods:  A prospective, randomized clinical trial was conducted at Instituto Nacional de Cancerologia in Mexico. All patients had 
histologically confirmed metastatic NSCLC without previous treatment. Patients were randomly assigned (1:1) to receive SOC or SOC + EPC. 
The EPC group was introduced to the palliative care team at baseline after randomization, which was integrated by psychologists, bachelor’s 
in nutrition, specialized nurses, and physicians. Patients randomized to this arm had programmed visits to meet with the team at baseline and 
through the 2nd, 4th-, and 6th cycles thereafter. The primary endpoint was overall survival (OS); secondary outcomes included quality of life 
(QoL), anxiety and depression, and symptom intensity. They were assessed using the instruments EORTC QLQ-C30 questionnaire, Edmonton 
Symptom Assessment Scale (ESAS), and the Hospital Anxiety and Depression Scale (HADS) (clinicaltrials.gov [NCT01631565]). Questionnaires 
were completed at baseline, at 2nd, 4th, and 6th cycles of treatment.
Results:  Between March 2012 and June 2015, 201 patients were assessed for eligibility and 146 were enrolled and allocated to receive EPC (73) 
or SOC (73). Median OS for patients in the EPC vs SOC arm was 18.1 months (95% CI, 7.9-28.4) and 10.5 months (95% CI, 4.7-16.2) (P = .029). 
Having a poor performance status (HR 1.7 [1.2-2.5]; P = .004) and allocation to the control group (HR 1.5 [1.03-2.3]; P = .034) were independently 
associated with a worse OS. Those patients with a global QoL > 70 at baseline had a better OS if they were In the EPC arm (38.7 months (95% 
CI, 9.9-67.6) vs SOC 21.4 months (95% CI, 12.4-30.3)). Mean QoL had a numerical improvement in patients allocated to EPC after 6 cycles of  
follow-up, nonetheless this difference was not statistically significant (55.1 ± 23.7 vs 56.9 ± 25.3; P = .753). There were no significant differ-
ences in anxiety and depression at all study points.
Conclusions:  EPC is associated with a significant improvement in OS, although, we observed that the greatest benefit of providing EPC 
was observed in those with a global QoL > 70 at baseline. This study did not identify significant changes in terms of QoL or symptom burden 
between the study groups after follow-up. Evidence robustly suggests that EPC should be considered part of the multidisciplinary treatment 
of metastatic NSCLC patients since diagnosis. According to our study, EPC can be implemented in low- or middle-income countries (LMIC).
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Implications for Practice
Early palliative care (EPC) interventions are recommended in oncological practice guidelines due to significant benefits in clinical outcomes, 
especially in quality of life and symptom intensity. Overall survival may have a beneficial effect; however, it has not been the primary 
endpoint in pivotal studies assessing EPC. This is the first study conducted in Latin America to evaluate the efficacy of EPC in terms of 
overall survival as the primary endpoint and most importantly validates the finding of other studies in a resource-limited setting. This study 
highlights that EPC is a relevant and feasible strategy to implement in resource-limited settings and should be offered to all patients who 
agree to the intervention as it may confer significant benefits in survival outcomes.
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Introduction
Lung cancer is a major global public health problem, with 
approximately 2.2 million new cases yearly and currently 
leading the cancer-related mortality list1-3 Moreover, patients 
with NSCLC face a significant burden in terms of symptoms, 
QoL and financial strain,4 particularly for those diagnosed 
in the III or IV stage setting,5 which unfortunately represents 
most of the cases worldwide.

Despite recent advances in cancer therapeutics, the current 
5-year survival rate for patients diagnosed with lung can-
cer ranges from 10% to 20%, the lowest among the most 
common neoplasms.6-8 Patients with advanced cancer (stage 
III or IV) need a special focus on patient-centered care.9-20 
Aggressive treatments for metastatic NSCLC can cause sig-
nificant morbidity, increase symptom burden, and dramati-
cally augment treatment costs without significant impact on 
survival outcomes.9-20 Currently, there seems to be a positive 
shift in the quality of EOL care focusing on supportive care. 
The timing of the palliative care consultation can attenuate 
the delivery of aggressive interventions.9-20

Presently, international guidelines recommend that 
patients with advanced cancer be offered early palliative 
care (EPC) along with standard oncological care (SOC).21 
Evidence from this recommendation stems from a previously 
published randomized clinical trial which demonstrated a 
significant benefit in terms of QoL and overall survival (OS), 
in addition to reduction in aggressive EOL treatment9,10 as 
well as, from other studies that have consistently demon-
strated the benefits of EPC interventions.22-24 EPC has 
been shown to be feasible to implement and to be a cost- 
effective intervention that can decrease the burden of disease 
for patients with NSCLC.25,26 Altogether, EPC plays a key 
role in terms of the medical care of these patients, focusing 
on psychological support, symptom management, and facil-
itation in decision-making.

However, in Latin America (LA) it is usually offered to 
patients only after life-prolonging treatment has failed. 
Available prospective literature regarding EPC in low- and 
low-middle-income countries (LMIC) is more limited, where 
EPC seldom happens and can be challenging due to access, 
lack of sufficient trained healthcare providers, sociocultural 
factors, and financial constraints.27-31 In line with this, a very 
recent publication has highlighted the discrepancy between 
the ideal and actual timing of palliative care for children with 
cancer in LA. They conducted a survey among physicians in 
17 countries in LA and found that physicians believe that pal-
liative care should be integrated early in cancer care, yet they 
recognize that this does not occur in the clinic and multiple 
barriers have to be overcome,32 which reflects a similar situa-
tion in adult patients with cancer. In Mexico, less than a third 
of the patients with a recent diagnosis of advanced cancer 
(less than 1 year) are early referred to palliative care.31 Further 
investigations are needed to urge the incorporation of this 
practice throughout cancer centers in LMIC.27 In addition, 
current evidence shows that patients with metastatic cancer 
who receive EPC have a significant improvement in QoL and 
mood.10,26 Hence, the rationale of this trial was to examine 
whether EPC could improve the survival of Mexican patients 
with advanced NSCLC compared with SOC. We hypoth-
esized that the incorporation of EPC could be feasible in a 
LMIC and that patients with advanced NSCLC who receive 
it could improve their survival. The results of this trial would 

help to provide additional prospective evidence regarding the 
benefits of EPC in Latin America.

Materials and Methods
Study Design and Participants
This was a single-center, randomized, non-blinded,  
parallel-group controlled trial. Patients from the Thoracic 
Oncology Unit at the Instituto Nacional de Cancerología 
(INCan) in Mexico were invited to participate in the study. 
Eligible patients had pathologically confirmed metastatic 
NSCLC without previous treatment and were diagnosed 
within the previous 8 weeks and were able to read and answer 
questions in Spanish. Patients who were already attending the 
palliative care clinic were excluded. All participants gave writ-
ten informed consent. This study was approved by the local 
Institutional Review Board and Ethics Committee (013/020/
ICI)(CV773/13). The study is registered on clinicaltrials.gov 
(NCT01631565) (Supplementary Fig. S1).

Randomization and Blinding
Eligible patients who agreed to participate were randomized 
(1:1) using a random numbers table and allocated to the con-
trol arm, which received SOC alone, or the experimental arm, 
which received SOC plus EPC. Patient randomization was not 
masked, so the patient and healthcare provider were aware of 
the assignment. QoL questionnaires were answered as part of 
the follow-up.

Intervention and Assessments
EPC offered care for patients and their families who were fac-
ing a life-limiting illness (metastatic lung cancer). It involved 
combining palliative support with standard of care after 
a patient was diagnosed with lung cancer. This approach 
aimed to offer a patient-centered coordinated care to relieve 
suffering, support understanding of the disease and coping, 
symptoms and function, and advanced care planning. Patients 
assigned to the EPC group were introduced to the palliative 
care team after randomization mainly immediately or with 
an early appointment, which was integrated by psychologists, 
bachelors in nutrition, specialized nurses, and physicians, all 
of them were board-certified and received training in terms of 
palliative care for patients with cancer. Patients randomized 
to this arm of the trial had programmed visits to meet with 
the palliative, nutrition, and psychological care specialists at 
baseline and after the 2nd, 4th, and 6th cycles. Additional vis-
its could be scheduled at the request of the patient, their care-
giver, or the attending physician. This protocol was adapted 
from previously published trials and guidelines and placed 
particular emphasis on physical, nutritional, oncologic, and 
psychological symptoms.10,33 The palliative team documented 
as usual their clinical notes using the electronic records at 
INCan (INCanet). In addition to this protocol, the palliative 
team was trained to discuss goals of care with the patients 
thoroughly, assist with decision-making regarding treatment, 
and discuss EOL care and options if required.

Patients allocated to receive SOC had a baseline evaluation 
and received it at the time of the study. They were referred 
to palliative only when expressly requested by the patients, 
their primary caregiver, or their attending physician, similar 
to a previous study in this population.10 As such, the fre-
quency varied according to each patient’s necessity and only if 
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requested. Participants in this group referred to the palliative 
care service received the same care as patients in the interven-
tion group but did not have the same standardized follow-up.

Assessments
Evaluation of QoL, anxiety and depression, and oncologic 
symptoms were conducted. Evaluation of health QoL (HRQL) 
was measured using the validated Mexican-Spanish version 
of the EORTC-European Organization for the Research and 
Treatment of Cancer Quality of Life Questionnaires specific 
for cancer and for LC (EORTC-QLQ-C30 and QLQ-LC13, 
respectively) which evaluates the physical, functional, emo-
tional, social, and lung symptom status.34,35 Scores for func-
tional and symptoms scales were calculated using a linear 
transformation of raw scores to produce a range from 0 to 
100, as described by EORTC. In this scale, the best score is 
100 for the global health status and functional scales, while 
scores nearing 0 represent lesser symptoms. The Edmonton 
Symptom Assessment Scale (ESAS) was used to assess symp-
tom presence and severity perceived with a spectrum of 
intensity 0–10, in each visit.36-38 Furthermore, the Mexican 
population validated version39 of the Hospital Anxiety and 
Depression Scale (HADS) was used to screen anxiety and 
depression. Anxiety or depression: normal 0-5, light 6-8, 
moderate 9-11, and severe >12.

Caregiver burden was assessed using the validated version 
of the Zarit scale.40 It consists of 22 items with a Likert-type 
response. With an answer range from 1 (never) and 5 (almost 
always). The score range of this instrument is between 22 
and 110 points, the higher the score the higher the perceived 
burden. It is considered without burden: 22-46, mild bur-
den: 47-55, and severe burden: 56-110. Every caregiver was 
consulted to participate and if they were in agreement they 
were included in the study. Exclusion criteria were considered 
as the caregiver refused to participate and that the compan-
ion was not a primary caregiver or not close to the patient. 
Questionnaires were completed at baseline, at 2nd, 4th, and 
6th cycles of treatment of their patients.

Baseline survey assessments were given after patients were 
informed of their randomization assignment. All data regard-
ing the numbers, timing, chemotherapy regimens, anthro-
pometric values, and performance status at each visit, in 
accordance with the study protocol, were recorded.

The patients randomized to receive EPC, were seen at the 
palliative care unit; after a complete evaluation, a detailed 
description of the recommendations was given written 
if required. Pharmacological treatment was thoroughly 
explained for each symptom present if required.

The primary endpoint was overall survival (OS). Secondary 
endpoints included QoL, depression, anxiety, caregiver bur-
den, and symptom burden difference between study groups 
and through follow-up.

Sample Size
The sample size was calculated based on the 2-year survival 
rate reported in previous trials assessing EPC,10 to detect a 
difference of 23%. Power was set at 0.80 and significance at 
0.05 with a 2-tailed test, and for a minimum sample of 123 
patients.

Statistical Analysis
Continuous data were summarized as arithmetic means 
with SDs or medians (percentile 25-75) according to data 

distribution. Mean or median comparisons between groups 
were performed using a t-test or Mann–Whitney U test, for 
paired comparisons we used a paired T-test and Wilcoxon 
test. Categorical variables were summarized as frequencies 
and percentages, and comparisons among them were per-
formed using the chi-squared test and for categories with 
less than 5 events comparisons were made using a Fisher´s 
exact test. Further, for continuous scales (eg, QoL and symp-
tomatic burden) we estimated the gross mean change in the 
score along with 95% confidence intervals (CI) to assess the 
changes in those scales from baseline compared with at 6 
cycles post-EPC start. Paired comparisons were performed 
using paired t-tests. OS was estimated from the date of diag-
nosis until death or last follow-up, using the Kaplan-Meier 
method, while comparisons among groups were analyzed 
with log-rank tests. A multivariate analysis using Cox pro-
portional hazard was performed for patients. For the mul-
tivariate analyses following the baseline analysis, data was 
censored according to the number of patients who were 
enrolled at that specific time point. Statistical significance 
was determined preferentially with the 95% CI, P ≤ .05 was 
also obtained; 2-sided tests were used in all cases. All data 
were analyzed using the SPSS software package version 20 
(SPSS, Inc., Chicago, IL, USA).

Results
Study Population
A total of 201 patients were evaluated for eligibility, 55 
patients were excluded due to inability to show up to clinic 
appointments or complete follow-up (not able to commit to 
schedule due to distance, lack of social/family support, or lim-
ited financial resources to travel frequently). A total of 146 
patients met the inclusion criteria and agreed to participate in 
the study. Among these, 73 (50%) were allocated to receive 
EPC and 73 (50%) were assigned to receive SOC. Patients 
were evaluated at baseline and followed at the end of the 2nd, 
4th, and 6th cycle of therapy for a minimum of 4 visits with 
the EPC team. During follow-up, 31 patients in the EPC arm 
failed to complete study visits or questionnaires, died or were 
lost to follow up, leaving a total of 42 patients at the end of 
the 4th evaluation. In comparison, 39 patients failed to com-
plete study visits or questionnaires, died, or were lost during 
follow-up on the SOC arm, leaving 34 patients at the end of 
the 4th evaluation (Fig. 1).

Baseline characteristics were well-balanced between both 
arms of the trial following randomization. Detailed informa-
tion regarding the study population is summarized in Table 1.

Adherence to the Intervention
Following randomization, a total of 95.9% (N = 70/73) of 
patients in the EPC arm of the trial completed the baseline 
evaluations, compared with 91.8% (N = 67/73) patients in 
the control arm. Among patients allocated to the EPC arm of 
the study, n = 53 completed at least one follow-up visit and 
evaluation before the 2nd chemotherapy cycle; moreover, a 
total of n = 42 completed all the study follow-up visits and 
assessments and have data from baseline to the 6th cycle. In 
the control arm of the study, n = 42 completed the follow-up 
visit and evaluation before the 2nd chemotherapy cycle, and 
n = 34 patients completed all follow-up visits and assessments 
from baseline until the 6th cycle. At the time of the final anal-
ysis, a total of 100 deaths had occurred, among which 46 
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were recorded among patients allocated to the EPC arm of 
the trial and 54 were recorded among patients allocated to 
the SOC arm of the study.

Overall Survival
The median follow-up was 10.9 months (95% CI, 3.8-26.8) 
for the entire study population. In terms of the primary out-
come, patients in the EPC arm of the trial had a significantly 
longer median OS compared with patients allocated to the 
SOC arm (18.1 months [95% CI, 7.9-28.4] vs 10.5 months 
[95% CI, 4.7-16.2]; HR: 1.5 [95% CI, 1.04-2.3]; P = .030; 
Fig. 2). Mortality rate in EPC group at 6 months was 29% 
compared to 33% in SOC group and after 12 months 44% in 
EPC group, and 53% in SOC group. In the multivariate anal-
ysis, having an ECOG performance status of > 1 (HR: 1.7 
[95% CI, 1.2-2.5]; P = .004) and being allocated to the con-
trol arm of the study (HR: 1.5 [95% CI, 1.03-2.3]; P = .034) 
were independently associated with worse OS for the entire 
study population (Table 2). However, when analyzing the sur-
vival of patients who did not receive treatment, the median 
was 1.1 months (95% CI, 1.0-1.1), 3 patients from the EPC 

group and 9 patients from control group. Cox regression 
analysis including good performance status ECOG of ≤1 
(HR: 0.6 [95% CI, 0.4-1.0]; P = .043) and those on treatment 
(HR: 0.7 [95% CI, 0.5-0.9], P = .020) showed that these fac-
tors were independently associated with greater survival in 
this group of patients. Of note, being allocated to the EPC 
arm (HR: 0.7 [95% CI, 0.5-1.0]; P = .075) showed a trend in 
survival, although not statistically significant.

We performed a post hoc sub-analysis stratifying patients 
according to ECOG performance status (ECOG 0-1 vs >1) 
and study allocation. Results showed that patients with a 
good performance status (ECOG 0-1) had a significantly 
improved OS when allocated to EPC compared with those 
assigned to receive SOC (21.1 months [95% CI, 5.9-36.3] vs 
13.8 months [95% CI, 8.7-18.9]; HR: 1.6 [95% CI, 1.03-2.5] 
P = .037; Fig. 3).

A second post hoc analysis stratifying patients according 
to Global QoL (GQoL ≤ 70 vs >70) and study allocation. We 
observed a significantly better OS in those with GQoL > 70 
in the EPC arm (38.7 months [95% CI, 9.9-67.6]) com-
pared to SOC (21.4 months [95% CI, 12.4-30.3], P = .048). 
Comparing study groups in those with low global QoL ≤ 70 

Figure 1. CONSORT 2010 flow diagram.



The Oncologist, 2024, Vol. 29, No. 10 e1377

no significant differences were observed in terms of OS (EPC 
11.5 [95% CI, 3.3-19.8] vs SOC 8.0 months [95% CI, 1.7-
14.2], P = .325; Supplementary Fig. S2).

Quality of Life
At baseline, patients in the EPC arm of the study had a numer-
ically higher score in terms of mean global health status, 
although this was not statistically significant (56.9 [±25.4] 
vs 48.5 [±26.6]; P = .061). QoL remained without significant 
differences when contrasting the mean difference at the eval-
uations performed at 6 cycles (−8.1 [95% CI, −21.0, 4.7]; 
P = .213; Table 3). The mean difference for each of the sub-
scales in the functional QoL evaluation was also comparable 
from baseline to the 6th cycle assessment, and we did not 
identify significant differences in terms of physical function-
ing (mean difference of −6.0 [95% CI: −18.1, 6.1]; P = .329), 
role functioning (mean difference of 6.4 [95% CI, −9.6, 22.5]; 
P = .426), emotional functioning (mean differences of −38 
[95% CI, −15.3, 7.5, P = .501), cognitive functioning (mean 

difference of 3.5 [95% CI, −10.3, 17.4]; P = .615), or social 
functioning (mean difference of −5.8 [95% CI, −23.8, 12.1]; 
P = .522). The evaluation of pain showed that patients allo-
cated to the control arm of the trial had a mean difference 
of 6.8 (±27.8) when contrasting baseline and 6th cycle eval-
uation. In contrast, patients in the experimental arm had a 
non-significant improvement (−4.3 ± 31.6) (mean difference 
in control and experimental groups −-11.2 [95% CI, −25.0, 
2.5]; P = .109). In a post hoc sub-analysis, patients were strat-
ified according to ECOG performance; however, the mean 
difference in global health status when comparing patients 
with a good performance status (ECOG 0-1) allocated to the 
control and experimental groups was also non-significant  
(−11.4 [−25.1 to 2.2]; P = .100) (Supplementary Tables S1, 
S2). Further, when stratifying patients by depression, we 
identified that patients with a baseline diagnosis of depres-
sion allocated to the EPC arm of the study had a significant 
improvement in pain, with a mean difference of −29.6 (95% 
CI, −58.7, 0.5); P = .046 (Supplementary Tables S3, S4).

Table 1. Baseline characteristics of study participants.

Variable Standard care plus early palliative care
N = 73

Standard care alone
N = 73

P-value

Sex

 � Female 37 (50.7) 32 (43.8) 0.407

 � Male 36 (49.3) 41 (56.2)

Age (years)

 � Mean (±SD) 59.5 ± 12.6 61.6 ± 14.05 0.327

 � <60 38 (52.1) 32 (43.8) 0.320

 � ≧60 35 (47.9) 41 (56.2)

Tobacco exposure

 � Present 42 (57.5) 39 (53.4) 0.617

 � Absent 31 (42.5) 34 (46.6)

Wood smoke exposure

 � Present 29 (39.7) 24 (32.9) 0.394

 � Absent 43 (58.9) 49 (67.1)

 � Unknown 1 (1.4) 0 (0)

ECOG performance status

 � 0–1 60 (82.2) 56 (76.7) 0.413

 � >1 13 (17.8) 17 (23.3)

Initial anticancer therapy

 � No chemotherapy 3 (4.1) 9 (12.4) 0.068

 � Cis/carboplatin/taxane 57 (78.1) 59 (80.8)

 � Cis/carboplatin/pemetrexed 8 (11.0) 2 (2.7)

 � Cis/carboplatin/gemcitabine 5 (6.8) 3 (4.1)

 � TKI 0 (0) 0 (0)

 � Other 0 (0) 0 (0)

EGFR mutations

 � EGFR mutation 14 (19.2) 8 (11.0) 0.116

 � EGFR-wild type 28 (38.3) 22 (30.1)

 � Unknown 31 (42.5) 43 (58.9)

Median QoL at baseline

 � Global status 50 (33.33-77.08) 50 (33.33-66.67) 0.701

Abbreviations: ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; QoL, Quality of life.

https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyae050#supplementary-data
https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyae050#supplementary-data
https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyae050#supplementary-data
https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyae050#supplementary-data
https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyae050#supplementary-data
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Anxiety and Depression
At baseline, an assessment of the anxiety subscale of the HADS 
instrument showed that 44.1% of patients included in the EPC 
arm of the trial and 56.3% of patients allocated to the SOC arm 
had anxiety symptoms (P = .177). The rate of anxiety among 
patients in the experimental arm increased to 59.3%, 64.4%, 
and 74.6% at the 2nd, 4th, and 6th cycle evaluations, respec-
tively. Meanwhile, patients in the SOC arm had an increased 
rate of anxiety earlier in the study, with 70.3% of patients in 
the 2nd cycle evaluation and reaching 75% and 74.6% by the 
4th and 6th cycle evaluation. The differences between both 
study arms in anxiety were non-significant at all study points 
(Supplementary Fig. S3). Regarding depression, 42.4% and 
45.3% of patients in the EPC and SOC arm had depression 
symptoms baseline, respectively. In the experimental arm, rate 
of depression increased to 54.2%, 69.5%, and 71.2% through-
out the 2nd, 4th, and 6th cycle evaluation, respectively.

Furthermore, in the SOC arm, rate of depression at 2nd, 
4th, and 6th cycle evaluations were 68.8%, 73.4%, and 
82.8%. Nevertheless, the rate of depression by 6th cycle was 
numerically higher in the control group compared with the 
experimental group, this difference was not statistically sig-
nificant (P = .124; Supplementary Fig. S4). Data regarding the 
scores of HADS anxiety and depression subscales are summa-
rized in Supplementary Table 5.

Caregivers Assessment
No differences between levels of burden were identified within 
the caregivers, except after 6 cycles when caregivers allocated 
to the EPC arm (median 23 points [p25.75: 13.0-34.3]) had 
a higher score vs. SOC arm (median 14 points [p25-75: 8.0-
22.5], P = .016). No caregiver had values exceeding 47 points, 
as such, none was considered to be experiencing mild-to- 
severe burden.

Discussion
Current oncology guidelines favor the implementation of 
EPC for patients with advanced neoplasms, highlighting that 
this model should be integrated into the comprehensive can-
cer care alongside active therapy.21,41,42 Although understand-
ing the diverse mechanisms that might be responsible for the 
improvements achieved through EPC is a research priority, 
EPC is consistently strongly recommended due to benefits 
outweighing harms, with an intermediate level of evidence 
quality.21 The most recent recommendations are supported 
in the latest myriad of studies, including several high- 
quality randomized clinical trials, which have addressed the 
many benefits of offering palliative care early in the course 
of the disease, including improvements in QoL, mood, symp-
tom control, and—much less understood—improved overall 
survival.10,22-24,26,43-46

To the best of our knowledge, our study represents the 
first randomized clinical trial to evaluate the effect of EPC in 
patients with metastatic NSCLC in Latin America, overcom-
ing one of the most cited limitations in the aforementioned 
studies, conducted mainly in white populations, with scarce 
racial and ethnic representation and thus hindering the gen-
eralization of the results.10,24,44 This is particularly important 
when considering the global scenario in terms of cancer epi-
demiology and the availability of palliative care services.47 In 
this regard, data from global repositories estimates that two-
thirds of cancer deaths worldwide occur among individuals in 
LMIC.47 In this specific setting, evidence regarding the benefits 
of EPC is much lacking, and so patients from underprivileged 
areas do not have access to standard practices elsewhere.47 In 
the second edition of the Global Atlas of Palliative Care, the 
results showed a considerable increase in palliative care ser-
vices from 2014 (16 000 services caring for 3 million patients) 
to 2020 (25 000 services caring for 7 million patients).48 

Figure 2. Kaplan-Meier analysis of overall survival (OS) for the entire study population.

https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyae050#supplementary-data
https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyae050#supplementary-data
https://academic.oup.com/oncolo/article-lookup/doi/10.1093/oncolo/oyae050#supplementary-data
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Though this may seem encouraging, results also highlight that 
worldwide 56.8 million people require palliative care, thus, 
currently meeting the needs of merely 12% of individuals.47,48 
Moreover, 76% of the adults who require palliative care live 
in LMIC, among which only 10%-38% provide palliative 

care as primary healthcare, compared with 81% of high- 
income countries.48 The data stresses the paradox of the high-
est needing area having the lowest current access and must 
incite a surge of efforts to provide access to all in need of this 
international human right.48 The development of high-quality 

Table 2. Univariate and multivariate analysis of factors associated with overall survival.

Variables N (deaths) Median (95% CI) P Univariate HR (IC 95%) P Multivariate HR (95%CI) P

Overall survival 146 (100) 12.6 (7.8-17.4)

Age (years)

 � <60 70 (42) 19.1 (13.8-24.5) 0.066 1.4 (0.9-2.1) 0.067

 � ≧60 76 (58) 10.0 (4.7-15.2)

Sex

 � Female 69 (41) 20.7 (10.3-31.2) 0.074 1.4 (0.9-2.1) 0.076

 � Male 77 (59) 10.1 (3.07-17.1)

ECOG

 � 0-1 116 (77) 16.7 (9.3-24.1) 0.013 1.7(1.1-2.8) 0.015 1.7 (1.2-2.5) 0.004

 � >1 30 (23) 6.7 (5.6-7.9)

Tobacco exposure

 � Absent 65 (43) 12.6 (2.1-23.0) 0.738 1.07 (0.7-1.5) 0.739

 � Present 81 (57) 12.2 (6.4-18.0)

Wood-smoke exposure

 � Absent 92 (66) 11.4 (6.5-16.4) 0.832 0.9 (0.6-1.4) 0.832

 � Present 53 (34) 15.9 (8.-23.7

Asbestos exposure

 � Absent 133 (89) 14.2 (1.9-74.3) 0.454 1.5 (0.8-2.9) 0.160

 � Present 13 (11) 55.6 (8.1 -103)

EFGR status

 � EGFR-wild type 50 (24) 38.1 (1.9 -74.3) 0.000 1.8 (1.4-2.3) 0.000

 � EGFR-mutated 22 (11) 55.6 (8.1-103.1)

 � Unknown 74 (65) 6.2 (4.4-8.0)

Adenocarcinoma histology

 � Negative 18 (11) 21.5 (9.9-33.0) 0.232 0.6 (0.3-1.2) 0.235

 � Positive 128 (89) 11.9 (6.8 - 17)

Albumin g/dl

 �  < 3.5 69 (53) 6.9 (2.06-11.8) 0.000 2.0 (1.4-3.0) 0.001

 � 3.5+ 75 (46) 21.5 (9.3-33.7)

 � Unknown 2 (1) 1.7 (NR)

Group

 � Early palliative care 73 (46) 18.1 (7.9-28.4) 0.029 1.6 (1.04-2.3) 0.030 1.5 (1.03-2.3) 0.034

 � Standard of care 73 (54) 10.5 (4.7-16.2)

Depression at baseline

 � Absent 69 (48) 20.7 (14.5-27.0) 0.000 1.0 (0.8-1.3) 0.939

 � Present 54 (47) 6.0 (4.5-7.6)

 � Unknown 23 (5) NR

Anxiety at baseline

 � Absent 61 (45) 15.1 (5.6-24.6) 0.003 0.8 (0.7-1.2) 0.329

 � Present 62 (50) 6.7 (4.7-8.7)

 � Unknown 23 (5) NR

QoL at baseline

 �  > 70 38 (23) 27.0 (9.0-45.0) 0.000 2.6 (1.7-4.1) 0.000

 � ≦ 70 99 (68) 11.1 (6.5-15.8)

 � Unknown 9 (9) 3.4 (1.5-1.8)

Abbreviations: ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; QoL, quality of life.
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regional research to highlight the benefits of this intervention 
among local populations and adhering to the context of this 
setting can drive policy implementation to benefit patients.49

Among the barriers we faced to conduct this study were 
the lack of resources from the hospital itself and from the 
patients. Some of them did not have the means to attend their 
appointments, being that, because their primary caregiver 
could not afford to take a day off from work. In addition, 
many of the patients were from different cities which made 
the treatment a lot harder. Another barrier was the miscon-
ception about palliative care among patients, as sometimes 
they believed it was not a real treatment or it meant the end 
of life.

Results from our study certainly encourage the implemen-
tation of EPC among patients with advanced NSCLC in Latin 
America. Among the key results from the primary outcome 
of our trial, we demonstrated a significantly prolonged OS 
among patients allocated to the experimental arm of the study 
(18.1 vs 10.5 months); this benefit was independent of other 

variables, as stressed by the multivariate analysis. In addition, 
we highlight that this benefit is even more pronounced among 
patients with a good performance status (0–1) at the time of 
EPC referral (21.1 vs 13.8 months) and with a good global 
QoL (38.7 vs 21.4 months). These results closely resemble 
previous studies that have evaluated the role of EPC among 
patients with advanced cancer; in a pivotal study by Temel 
et al, the authors identified a significant improvement in 
survival among patients with metastatic NSCLC allocated 
to EPC, compared with those receiving SOC (11.6 vs 8.9 
months; P = .02).10 Our findings are consistent with Temel’s 
study validating the role of EPC in this particular popula-
tion in a LMIC. Another study that evaluated the early vs. 
delayed initiation of concurrent palliative oncology care also 
identified an improved OS among patients in the early arm 
(18.3 vs. 8.9 months). It is important to emphasize that both 
trials were designed and implemented in the last decade, so a 
critical finding also pertains to the fact that EPC continues to 
fare well in terms of survival in the present clinical context26 

Figure 3. Kaplan-Meier analysis of overall survival between groups according to performance status: (a) overall survival among patients with good 
performance (ECOG 0-1) and (b) overall survival among patients with ECOG 2-3.
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Table 3. Main quality-of-life outcomes throughout study time points.

Health-related quality of life n SOC
(mean ± DE)

n EPC
(mean ± DE)

Mean difference (95% CI) P-value(t Student)

Global health status

 � Baseline 67 48.5 ± 26.6 70 56.9 ± 25.4 8.3 (−0.4, 17.1) 0.061

 � Sixcycles 34 55.1 ± 23.7 42 56.9 ± 25.3 1.7 (−9.5, 13.1) 0.753

 � P 0.508 0.263

ΔBaseline 6 cycles 34 3.1 ± 27.7 42 −4.9 ± 28.3 −8.1 (−21.0, 4.7) 0.213

Physical functioning

 � Baseline 67 62.5 ± 28.1 70 64.5 ± 25.2 1.9 (−7.0, 11.0) 0.665

 � Six cycles 34 72.1 ± 24.2 42 65.0 ± 27.5 −7.0 (−19.0, 4.9) 0.245

 � P 0.536 0.429

ΔBaseline— 6 cycles 34 2.3 ± 21.9 42 −3.6 ± 29.6 −6.0 (−18.1, 6.1) 0.329

Role functioning

 � Baseline 67 54.7 ± 35.7 69 60.1 ± 32.7 5.4 (−6.2, 17.0) 0.358

 � Six cycles 34 65.1 ± 30.5 42 65.0 ± 30.9 −0.1 (−14.2, 14.0) 0.987

 � P 0.827 0.832

ΔBaseline—6 cycles 32 −4.6 ± 24.0 38 1.7 ± 42.0 6.4 (−9.6, 22.5) 0.426

Emotional functioning

 � Baseline 66 65.1 ± 26.9 70 66.6 ± 23.4 1.5 (−7.0, 10.0) 0.727

 � 6 cycles 34 76.7 ± 24.4 42 73.8 ± 20.7 −2.9 (−13.2, 7.4) 0.576

 � P 0.215 0.582

ΔBaseline—6 cycles 34 5.8 ± 27.1 42 1.9 ± 23.1 −3.8 (−15.3, 7.5) 0.501

Cognitive functioning

 � Baseline 67 78.3 ± 28.2 70 78.3 ± 22.9 −0.02 (−8.7, 8.6) 0.996

 � Six cycles 34 78.4 ± 25.1 42 81.7 ± 25.7 3.3 (−8.3, 15.0) 0.574

 � P 0.391 0.938

ΔBaseline—6 cycles 34 −3.9 ± 26.2 42 −0.3 ± 33.0 3.5 (−10.3, 17.4) 0.615

Social functioning

 � Baseline 67 69.9 ± 33.4 70 65.4 ± 33.1 −4.4 (−15.6, 6.8) 0.438

 � Six cycles 34 65.1 ± 29.6 42 63.8 ± 31.4 −1.3 (−15.4, 12.7) 0.854

 � P 0.467 0.086

ΔBaseline—6 cycles 34 −4.9 ± 38.8 42 −10.7 ± 39.4 −5.8 (−23.8, 12.1) 0.522

Fatigue

 � Baseline 67 48.2 ± 26.8 70 44.9 ± 25.8 −3.3 (−12.2, 5.5) 0.460

 � Six cycles 34 38.5 ± 23.7 42 42.3 ± 25.2 3.7 (−7.5, 15.0) 0.509

 � P 0.407 0.897

ΔBaseline—6 cycles 34 −4.2 ± 29.4 42 0.5 ± 26.4 4.7 (−8.0, 17.5) 0.459

Nausea and vomiting

 � Baseline 66 25.0 ± 30.4 69 16.4 ± 18.4 −8.5 (−17.2, 0.05) 0.051

 � Six cycles 34 24.5 ± 31.3 42 16.2 ± 16.6 −8.2 (−19.4, 2.9) 0.146

 � P 0.698 0.719

ΔBaseline—6 cycles 34 −2.4 ± 36.4 42 −1.1 ± 21.2 1.2 (−12.1, 14.6) 0.851

Pain

 � Baseline 67 40.0 ± 30.9 70 53.5 ± 90.3 −0.7 (−10.8, 9.3) 0.881

 � Six cycles 34 34.8 ± 27.6 42 34.9 ± 28.4 0.1 (−12.7, 13.0) 0.986

 � P 0.160 0.092

ΔBaseline—6 cycles 34 6.8 ± 27.8 42 -4.3 ± 31.6 −11.2 (−25.0, 2.5) 0.109

Dyspnea

 � Baseline 65 31.2 ± 33.7 70 27.1 ± 26.7 −4.1 (−14.4, 6.2) 0.430

 � Six cycles 34 19.6 ± 26.1 42 21.4 ± 27.3 1.8 (−10.5, 14.1) 0.769

 � P 0.598 0.323
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The exact mechanism whereby EPC may improve survival is 
yet to be defined.24,50 Potential mechanisms include the prog-
nostic effect of an initial good performance status and a good 
quality of life as observed in this study along with an intensive 
care in terms of palliative care besides usual treatment. Given 
the diversity of treatment today, it would be worth evaluating 
it by homogenizing the treatment received by patients to iso-
late the factors that promote better OS associated with EPC.

Interestingly, despite having a favorable outcome in sur-
vival in our study, patients allocated to the EPC arm of the 
trial did not have a significant improvement in QoL through-
out the study evaluations. Previously, a trial by Bakitas et al 24 
reported similar findings, emphasizing that early implementa-
tion of palliative care remarkably improved survival. Still, the 
authors did not detect differences in QoL, symptom impact, 
and patient mood.24 This study, entitled the ENABLE trial, 
highlights that palliative care is usually offered late among 
patients with advanced neoplasms, which hampers the benefit 
reaped by patients.24 In this case, unlike in previous trials,10,23 
the benefit is restricted to survival data, lacking significance 
in other patient-reported outcomes. This lack of signifi-
cance could be attributed to diverse reasons, including those 
reported by Bakitas, which include measurement insensitivity, 
a ceiling effect, or a stabilizing effect from the intervention.24 
Similar to their trial, patients allocated to the SOC arm in our 
study could be freely referred to PC at any time, either at their 
request or by the submission of their clinician.51 In this sense, 
it could be that as more information became available in the 
last decade regarding the benefits of PC for patients with can-
cer, clinicians were more aware of the need for referral. In 
fact, most palliative care studies stress that the intervention’s 
true effect might be diluted due to this design, in which no 
patient is denied access to palliative care services throughout 
the study.10,24 In a subsequent editorial, Gomez discussed the 
many advantages of offering palliative care earlier rather than 
later, noting that “even with evidence of no effect on other 
outcomes, survival improvement may be enough to justify the 
introduction of palliative care.” Results from our study are in 
complete agreement with this relevant statement.52

Though EPC is consistently viewed as a cornerstone part 
of the continuum of care for patients with cancer, the specific 
areas that translate into an improved outcome are amiss. In a 
recent study by Borelli et al,43 the authors dissect the changes 
in patients’ with cancer and caregivers’ disease perceptions 
and analyze these findings. Through a series of elegant semi- 
structured interviews, the authors conclude that EPC allows a 
prompt resolution of symptoms and their consequences; fur-
ther, the intervention provides a sense of empowerment and a 

person-focused approach among this patient group. Overall, 
participants enrolled, as well as their caregivers, perceive EPC 
to be beneficial. Audiotapes from the interviews show that 
after receiving EPC, patients improved their ability to cope 
and acceptance skills, which may translate into benefits in 
the perception of the disease, expectations for end-of-life, less 
depression, and therefore improved outcomes.43

Regarding the psychological variables, such as anxiety and 
depression, which increased during the study, this has been 
seen before in other studies. We know that depression can be 
more significant with the number of cycles and anxiety fol-
lows a similar trend impacting on QoL. Of note, none of the 
caregivers in our study exceeded the score of 47 points con-
sidered as mild-to-severe burden but did have a higher score 
after 6 cycles if they were in the EPC arm, which could be 
related to the need to attend to a greater number of appoint-
ments compared to the SoC arm.

Overall, our data provide evidence to support the idea 
that even in resource-limited settings,53-55 implementation 
of EPC is possible among patients with metastatic NSCLC 
cancer,56 and despite the challenges of offering patients in 
LMICs access to costly novel therapeutic approaches,57 
palliative care services may offer significant survival ben-
efits as previously reported by other prospective study10 
while not incurring in overwhelming expense and remain-
ing cost-effective.58 Other advantages include the system-
atic implementation of care of the patient linking together 
the treatable approach of the disease with the palliative. 
We have to overcome multiple barriers including miscon-
ceptions of the role of palliative care and fear of to use 
opioids and other agents as part of symptom management, 
cultural and social barriers about death and the process of 
dying, education of patients but also of health profession-
als about the relevance of working with a multidisciplinary 
team since the diagnosis and not later in the course of the 
disease. Therefore, EPC must be implemented as SOC in 
LMIC for all patients with metastatic NSCLC who agree to 
receive this service.

Several limitations of the study deserve mention. It was 
performed at a single, tertiary cancer center with a focused 
group in thoracic oncology and palliative care, thus imped-
ing an extended replication of the findings in a variety of 
cancer populations. Although we did not detect differences 
in baseline characteristics, discrepancies in unmeasured 
characteristics could limit applicability. Allowing access to 
palliative care in the control arm may be biased toward the 
null hypothesis possibly having an impact on the survival 
outcome. However, less than 35% of the control group 

Health-related quality of life n SOC
(mean ± DE)

n EPC
(mean ± DE)

Mean difference (95% CI) P-value(t Student)

ΔBaseline—6 cycles 33 −3.0 ± 32.6 42 −3.9 ± 25.7 −0.9 (−14.3, 12.4) 0.890

Appetite loss

 � Baseline 66 39.8 ± 34.2 70 38.0 ± 32.2 −1.8 (−13.0, 9.4) 0.752

 � Six cycles 34 28.4 ± 30.8 42 35.7 ± 28.8 7.2 (−6.4, 20.9) 0.293

 � P 0.619 0.900

ΔBaseline—6 cycles 34 −3.9 ± 45.5 42 0.7 ± 40.6 4.7 (−15.0, 24.4) 0.635

Table 3. Continued
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receive palliative care in a median of 6.2 (95% CI, 3.6-
23.1 months). Moreover, it is possible that the benefit in 
survival occurred from unmeasured palliative care effects. 
For instance, EPC provides anticipatory guidance about 
advance care planning and goals of care, which may affect 
OS. Although chemotherapy use was similar between both 
groups in our study, there were more patients in the con-
trol arm who did not receive chemotherapy, which certainly 
influenced a worse OS. The lack of availability to perform 
a mutational profile on all the patients is one of the study’s 
limitations, so it is not possible to assess their real impact 
affecting the survival of the patients and that could have 
diluted the intervention impact. Both parts of the study (cli-
nicians and patients) were not masked. We allowed patients 
in the control arm could be referred to palliative care as 
needed, and all the results obtained from this group were 
analyzed in combination with their assigned group which 
may also have diluted our findings. Considering as time-
points the number of cycles of treatment could be a lim-
itation as this could be variable between patients. Lastly, 
a baseline survey assessment was given after patients were 
randomized which might influence how patients respond 
to their baseline questionnaires, however, no differences in 
GQoL were found between groups. We acknowledge that 
the latter could be a major limitation of the current study 
but does not preclude from taking the present results as a 
remarkable contribution as this study shows that EPC is 
highly important and provides benefits to patients with met-
astatic NSLSC from a resource limited-setting.

Conclusion
In this randomized clinical trial, patients with metastatic 
NSCLC receiving EPC had a significantly prolonged OS 
compared with those receiving SOC alone in a LMIC setting 
showing that is a feasible and clinically meaningful strategy. 
Interestingly, the benefit in terms of survival is more pro-
nounced among the subgroup of patients who have a good 
performance status and good global QoL at diagnosis.

Previous Presentation
An interim analysis with partial information of allocated 
patients was presented during the World Conference on Lung 
Cancer, Yokohama, Japan, 2017.

Conflict of Interest
Andrés F. Cardona reported grants or contracts from Merck 
Sharp & Dohme, Boehringer Ingelheim, Roche, Bristol-
Myers Squibb, Foundation Medicine, Roche Diagnostics, 
Termo Fisher, Broad Institute, Amgen, Flatiron Health, 
Teva Pharma, Rochem Biocare, Bayer, INQBox, and The 
Foundation for Clinical and Applied Cancer Research 
(FICMAC); honoraria from EISAI, Merck Serono, Jannsen 
Pharmaceutical, Merck Sharp & Dohme, Boehringer 
Ingelheim, Roche, Bristol-Myers Squibb, Pfizer, Novartis, 
Celldex Therapeutics, Foundation Medicine, Eli Lilly, 
Guardant Health, Illumina, and Foundation for Clinical 
and Applied Cancer Research (FICMAC); expert testi-
mony for Merck Sharp & Dohme, Boehringer Ingelheim, 
Roche, Bristol-Myers Squibb, Pfizer, Novartis, Foundation 

Medicine, Guardant Health, Illumina, and Foundation for 
Clinical and Applied Cancer Research (FICMAC); travel 
expenses from Merck Serono, Merck Sharp & Dohme, 
Boehringer Ingelheim, Roche, Bristol-Myers Squibb, Pfizer, 
Novartis, Celldex Therapeutics, Foundation Medicine, 
Eli Lilly, and Foundation for Clinical and Applied Cancer 
Research (FICMAC); participation on a Data Safety 
Monitoring Board or Advisory Board for Roche and Merck 
Sharp & Dohme; and receipt of equipment, materials, drugs 
medical writing, gifts or other services from Roche, Roche 
Diagnostics, and Rochem Biocare. Dr. Oscar Arrieta has 
received honoraria as an advisor, participated in the speak-
ers’ bureau, and gave expert opinions to Pfizer, AstraZeneca, 
Boehringer-Ingelheim, Roche, Lilly, and Bristol-Myers 
Squibb. The other authors indicated no financial relation-
ships.

Author Contributions
Conception/design: S.A., O.A. Provision of study material 
or patients: S.A., E.V., O.A. Collection and/or assembly of 
data: S.A., E.V., D.F.-E., D.A.P.C., M.R.-R., J.-N.M.-H., 
L.F.O.-O. Data analysis and interpretation: J.G.T., P.S.P., O.A. 
Manuscript writing and final approval of manuscript: All 
authors.

Data Availability
The data underlying this article are available in the article and 
in its online supplementary material.

Supplementary Material
Supplementary material is available at The Oncologist online.

References
1.	 Siegel RL, Miller KD, Jemal A. Cancer statistics, 2018. CA Cancer 

J Clin. 2018;68(1):7-30. https://doi.org/10.3322/caac.21442
2.	 Bray F, Ferlay J, Soerjomataram I, et al. Global cancer statis-

tics 2018: GLOBOCAN estimates of incidence and mortality 
worldwide for 36 cancers in 185 countries. CA Cancer J Clin. 
2018;68(6):394-424. https://doi.org/10.3322/caac.21492

3.	 Sung H, Ferlay J, Siegel RL, et al. Global cancer statistics 2020: 
GLOBOCAN estimates of incidence and mortality worldwide for 
36 cancers in 185 countries. CA Cancer J Clin. 2021;71(3):209-
249. https://doi.org/10.3322/caac.21660

4.	 Migliorino MR, Santo A, Romano G, et al. Economic burden of 
patients affected by non-small cell lung cancer (NSCLC): the LIFE 
study. J Cancer Res Clin Oncol. 2017;143(5):783-791. https://doi.
org/10.1007/s00432-016-2326-x

5.	 Campos-Parra AD, Aviles A, Contreras-Reyes S, et al. Relevance of 
the novel IASLC/ATS/ERS classification of lung adenocarcinoma in 
advanced disease. Eur Respir J. 2014;43(5):1439-1447. https://doi.
org/10.1183/09031936.00138813

6.	 Barron F, Zatarain-Barron ZL, Cardona AF, Arrieta O. Extending 
the curve: survival of EGFR-mutated lung cancer patients in the 
21(st) century. J Thorac Dis. 2018;10(3):1265-1268. https://doi.
org/10.21037/jtd.2018.03.28

7.	 Arrieta O, Guzmán-de Alba E, Alba-Lopez LF, et al. National con-
sensus of diagnosis and treatment of non-small cell lung cancer. 
Rev Invest Clin. 2013;65(Suppl 1):S5-84.

8.	 Arrieta O, Lopez-Mejia M, Macedo-Perez EO, Corona-Cruz JF. 
Proposals for the prevention of lung cancer in the health system 

https://doi.org/10.3322/caac.21442
https://doi.org/10.3322/caac.21492
https://doi.org/10.3322/caac.21660
https://doi.org/10.1007/s00432-016-2326-x
https://doi.org/10.1007/s00432-016-2326-x
https://doi.org/10.1183/09031936.00138813
https://doi.org/10.1183/09031936.00138813
https://doi.org/10.21037/jtd.2018.03.28
https://doi.org/10.21037/jtd.2018.03.28


e1384 The Oncologist, 2024, Vol. 29, No. 10

of Mexico. Salud Publica Mex. 2016;58(2):274-278. https://doi.
org/10.21149/spm.v58i2.7796

9.	 Novello S, Barlesi F, Califano R, et al. Metastatic non-small-cell 
lung cancer: ESMO Clinical Practice Guidelines for diagnosis, 
treatment and follow-up. Ann Oncol. 2016;27(suppl 5):vv1-v27. 
https://doi.org/10.1093/annonc/mdw326

10.	Temel JS, Greer JA, Muzikansky A, et al. Early palliative care for 
patients with metastatic non-small-cell lung cancer. N Engl J Med. 
2010;363(8):733-742. https://doi.org/10.1056/NEJMoa1000678

11.	Goldie CL, Nguyen P, Robinson AG, et al. Quality of end-of-
life care for people with advanced non-small cell lung cancer in 
ontario: a population-based study. Curr Oncol. 2021;28(5):3297-
3315. https://doi.org/10.3390/curroncol28050286

12.	Wang Y, Van Dam A, Slaven M, et al. Resource use in the last three 
months of life by lung cancer patients in southern Ontario. Curr 
Oncol. 2019;26(4):247-252. https://doi.org/10.3747/co.26.4967

13.	Whitney RL, Bell JF, Tancredi DJ, et al. Hospitalization rates and 
predictors of rehospitalization among individuals with advanced 
cancer in the year after diagnosis. J Clin Oncol. 2017;35(31):3610-
3617. https://doi.org/10.1200/JCO.2017.72.4963

14.	 Iyer S, Taylor-Stokes G, Roughley A. Symptom burden and quality 
of life in advanced non-small cell lung cancer patients in France 
and Germany. Lung Cancer. 2013;81(2):288-293. https://doi.
org/10.1016/j.lungcan.2013.03.008

15.	Farbicka P, Nowicki A. Palliative care in patients with lung can-
cer. Contemp Oncol (Pozn). 2013;17(3):238-245. https://doi.
org/10.5114/wo.2013.35033

16.	Gonsalves WI, Tashi T, Krishnamurthy J, et al. Effect of palliative 
care services on the aggressiveness of end-of-life care in the Veter-
an’s Affairs cancer population. J Palliat Med. 2011;14(11):1231-
1235. https://doi.org/10.1089/jpm.2011.0131

17.	Michael N, Beale G, O’Callaghan C, et al. Timing of palliative care 
referral and aggressive cancer care toward the end-of-life in pancre-
atic cancer: a retrospective, single-center observational study. BMC 
Palliat Care. 2019;18(1):13. https://doi.org/10.1186/s12904-019-
0399-4

18.	 Jang RW, Krzyzanowska MK, Zimmermann C, Taback N, Alibhai 
SM. Palliative care and the aggressiveness of end-of-life care in 
patients with advanced pancreatic cancer. J Natl Cancer Inst. 
2015;107(3):dju424. https://doi.org/10.1093/jnci/dju424

19.	Scibetta C, Kerr K, McGuire J, Rabow MW. The costs of waiting: 
implications of the timing of palliative care consultation among 
a Cohort of decedents at a comprehensive cancer center. J Palliat 
Med. 2016;19(1):69-75. https://doi.org/10.1089/jpm.2015.0119

20.	Khandelwal N, Brumback LC, Halpern SD, et al. Evaluating the 
economic impact of palliative and end-of-life care interventions 
on intensive care unit utilization and costs from the hospital and 
healthcare system perspective. J Palliat Med. 2017;20(12):1314-
1320. https://doi.org/10.1089/jpm.2016.0548

21.	Ferrell BR, Temel JS, Temin S, et al. Integration of palliative care 
into standard oncology care: American Society of Clinical Oncol-
ogy clinical practice guideline update. J Clin Oncol. 2017;35(1):96-
112. https://doi.org/10.1200/JCO.2016.70.1474

22.	Zimmermann C, Swami N, Krzyzanowska M, et al. Early pallia-
tive care for patients with advanced cancer: a cluster-randomised 
controlled trial. Lancet. 2014;383(9930):1721-1730. https://doi.
org/10.1016/S0140-6736(13)62416-2

23.	Bakitas M, Lyons KD, Hegel MT, et al. Effects of a palliative care 
intervention on clinical outcomes in patients with advanced can-
cer: the Project ENABLE II randomized controlled trial. JAMA. 
2009;302(7):741-749. https://doi.org/10.1001/jama.2009.1198

24.	Bakitas MA, Tosteson TD, Li Z, et al. Early versus delayed ini-
tiation of concurrent palliative oncology care: patient out-
comes in the ENABLE III randomized controlled trial. J Clin 
Oncol. 2015;33(13):1438-1445. https://doi.org/10.1200/
JCO.2014.58.6362

25.	Greer JA, Tramontano AC, McMahon PM, et al. Cost analysis of 
a randomized trial of early palliative care in patients with meta-

static nonsmall-cell lung cancer. J Palliat Med. 2016;19(8):842-848. 
https://doi.org/10.1089/jpm.2015.0476

26.	Temel JS, Greer JA, El-Jawahri A, et al. Effects of early integrated 
palliative care in patients with lung and GI cancer: a random-
ized clinical trial. J Clin Oncol. 2017;35(8):834-841. https://doi.
org/10.1200/JCO.2016.70.5046

27.	Soto-Perez-de-Celis E, Chavarri-Guerra Y, Ramos-Lopez WA, et al. 
Patient navigation to improve early access to supportive care for 
patients with advanced cancer in resource-limited settings: a ran-
domized controlled trial. Oncologist. 2021;26(2):157-164. https://
doi.org/10.1002/onco.13599

28.	Gaertner J, Maier BO, Radbruch L. Resource allocation issues con-
cerning early palliative care. Ann Palliat Med. 2015;4(3):156-161. 
https://doi.org/10.3978/j.issn.2224-5820.2015.07.02

29.	Luyirika EB, Namisango E, Garanganga E, et al. Best practices in 
developing a national palliative care policy in resource limited set-
tings: lessons from five African countries. Ecancermedicalscience. 
2016;10:652. https://doi.org/10.3332/ecancer.2016.652

30.	Connor SR, Morris C, Jaramillo E, et al. Global Atlas of Palliative 
Care. 2nd ed. Worldwide Palliative Care Alliance; 2020.

31.	Alcalde-Castro M, Soto-Perez de Celis E, Covarrubias-Gomez A, 
et al. Access to early palliative care in a cancer center in Mexico. J 
Clin Oncol. 2021;35(31):139-139.

32.	McNeil MJ, Ehrlich B, Wang H, et al; Assessing Doctors’ Attitudes 
on Palliative Treatment (ADAPT) Latin America Study Group. 
Ideal vs actual timing of palliative care integration for children with 
cancer in latin America. JAMA Netw Open. 2023;6(1):e2251496. 
https://doi.org/10.1001/jamanetworkopen.2022.51496

33.	Arrieta O, Angulo LP, Nunez-Valencia C, et al. Association of 
depression and anxiety on quality of life, treatment adherence, and 
prognosis in patients with advanced non-small cell lung cancer. 
Ann Surg Oncol. 2013;20(6):1941-1948. https://doi.org/10.1245/
s10434-012-2793-5

34.	Arrieta O, Nunez-Valencia C, Reynoso-Erazo L, et al. Health- 
related quality of life in patients with lung cancer: validation of 
the Mexican-Spanish version and association with prognosis of the 
EORTC QLQ-LC13 questionnaire. Lung Cancer. 2012;77(1):205-
211. https://doi.org/10.1016/j.lungcan.2012.02.005

35.	Aaronson NK, Ahmedzai S, Bergman B, et al. The European 
Organization for Research and Treatment of Cancer QLQ-C30: 
a quality-of-life instrument for use in international clinical trials 
in oncology. J Natl Cancer Inst. 1993;85(5):365-376. https://doi.
org/10.1093/jnci/85.5.365

36.	Dudgeon DJ, Harlos M, Clinch JJ. The Edmonton Symptom Assess-
ment Scale (ESAS) as an audit tool. J Palliat Care. 1999;15(3):14-
19.

37.	Silvoniemi M, Vasankari T, Loyttyniemi E, Valtonen M, Salminen 
E. Symptom assessment for patients with non-small cell lung can-
cer scheduled for chemotherapy. Anticancer Res. 2016;36(8):4123-
4128.

38.	Carvajal A, Centeno C, Watson R, Bruera E. A comprehensive 
study of psychometric properties of the Edmonton Symptom 
Assessment System (ESAS) in Spanish advanced cancer patients. 
Eur J Cancer. 2011;47(12):1863-1872. https://doi.org/10.1016/j.
ejca.2011.03.027

39.	Galindo Vázquez O, Benjet C, Juárez García F, et al. Propiedades 
psicométricas de la Escala Hospitalaria de Ansiedad y Depresión 
(HADS) en una población de pacientes oncológicos mexicanos. 
Salud Mental. 2015;38(4):253-258.

40.	Galindo-Vazquez O, Benjet C, Cruz-Nieto MH, et al. Psychometric 
properties of the Zarit Burden Interview in Mexican caregivers of 
cancer patients. Psychooncology. 2015;24(5):612-615. https://doi.
org/10.1002/pon.3686

41.	Dans M, Smith T, Back A, et al. NCCN guidelines insights: palliative 
care, version 2.2017. J Natl Compr Canc Netw. 2017;15(8):989-
997. https://doi.org/10.6004/jnccn.2017.0132

42.	Kaasa S, Loge JH, Aapro M, et al. Integration of oncology 
and palliative care: a Lancet Oncology Commission. Lancet 

https://doi.org/10.21149/spm.v58i2.7796
https://doi.org/10.21149/spm.v58i2.7796
https://doi.org/10.1093/annonc/mdw326
https://doi.org/10.1056/NEJMoa1000678
https://doi.org/10.3390/curroncol28050286
https://doi.org/10.3747/co.26.4967
https://doi.org/10.1200/JCO.2017.72.4963
https://doi.org/10.1016/j.lungcan.2013.03.008
https://doi.org/10.1016/j.lungcan.2013.03.008
https://doi.org/10.5114/wo.2013.35033
https://doi.org/10.5114/wo.2013.35033
https://doi.org/10.1089/jpm.2011.0131
https://doi.org/10.1186/s12904-019-0399-4
https://doi.org/10.1186/s12904-019-0399-4
https://doi.org/10.1093/jnci/dju424
https://doi.org/10.1089/jpm.2015.0119
https://doi.org/10.1089/jpm.2016.0548
https://doi.org/10.1200/JCO.2016.70.1474
https://doi.org/10.1016/S0140-6736(13)62416-2
https://doi.org/10.1016/S0140-6736(13)62416-2
https://doi.org/10.1001/jama.2009.1198
https://doi.org/10.1200/JCO.2014.58.6362
https://doi.org/10.1200/JCO.2014.58.6362
https://doi.org/10.1089/jpm.2015.0476
https://doi.org/10.1200/JCO.2016.70.5046
https://doi.org/10.1200/JCO.2016.70.5046
https://doi.org/10.1002/onco.13599
https://doi.org/10.1002/onco.13599
https://doi.org/10.3978/j.issn.2224-5820.2015.07.02
https://doi.org/10.3332/ecancer.2016.652
https://doi.org/10.1001/jamanetworkopen.2022.51496
https://doi.org/10.1245/s10434-012-2793-5
https://doi.org/10.1245/s10434-012-2793-5
https://doi.org/10.1016/j.lungcan.2012.02.005
https://doi.org/10.1093/jnci/85.5.365
https://doi.org/10.1093/jnci/85.5.365
https://doi.org/10.1016/j.ejca.2011.03.027
https://doi.org/10.1016/j.ejca.2011.03.027
https://doi.org/10.1002/pon.3686
https://doi.org/10.1002/pon.3686
https://doi.org/10.6004/jnccn.2017.0132


The Oncologist, 2024, Vol. 29, No. 10 e1385

Oncol. 2018;19(11):e588-e653. https://doi.org/10.1016/S1470-
2045(18)30415-7

43.	Borelli E, Bigi S, Potenza L, et al. Changes in cancer patients’ 
and caregivers’ disease perceptions while receiving early palli-
ative care: a qualitative and quantitative analysis. Oncologist. 
2021;26(12):e2274-e2287. https://doi.org/10.1002/onco.13974

44.	Hannon B, Swami N, Pope A, et al. Early palliative care and its role 
in oncology: a qualitative study. Oncologist. 2016;21(11):1387-
1395. https://doi.org/10.1634/theoncologist.2016-0176

45.	Bandieri E, Sichetti D, Romero M, et al. Impact of early access to 
a palliative/supportive care intervention on pain management in 
patients with cancer. Ann Oncol. 2012;23(8):2016-2020. https://
doi.org/10.1093/annonc/mds103

46.	Maltoni M, Scarpi E, Dall’Agata M, et al; Early Palliative Care 
Italian Study Group (EPCISG). Systematic versus on-demand 
early palliative care: results from a multicentre, randomised clin-
ical trial. Eur J Cancer. 2016;65:61-68. https://doi.org/10.1016/j.
ejca.2016.06.007

47.	Stoltenberg M, Spence D, Daubman BR, et al. The central role of 
provider training in implementing resource-stratified guidelines 
for palliative care in low-income and middle-income countries: 
Lessons from the Jamaica Cancer Care and Research Institute in 
the Caribbean and Universidad Catolica in Latin America. Can-
cer. 2020;126(Suppl 10):2448-2457. https://doi.org/10.1002/
cncr.32857

48.	Global Atlas of Palliative Care at the End of Life. 2nd ed. World-
wide Palliative Care Alliance: London, UK; WPCA; 2020.

49.	Arrieta O, Zatarain-Barron ZL, Cardona AF, et al. Uniting Latin 
America through research: how regional research can strengthen 
local policies, networking, and outcomes for patients with lung 
cancer. Am Soc Clin Oncol Educ Book. 2022;42:1-7. https://doi.
org/10.1200/EDBK_349951

50.	Sullivan DR, Chan B, Lapidus JA, et al. Association of early pal-
liative care use with survival and place of death among patients 
with advanced lung cancer receiving care in the veterans health 
administration. JAMA Oncol. 2019;5(12):1702-1709. https://doi.
org/10.1001/jamaoncol.2019.3105

51.	Allende-Perez S, Pena-Nieves A, Monreal-Carrillo E, et al. [Not 
available]. Salud Publica Mex. 2022;64(1):110-111. https://doi.
org/10.21149/13021

52.	Gomes B. Palliative care: if it makes a difference, why wait? J 
Clin Oncol. 2015;33(13):1420-1421. https://doi.org/10.1200/
JCO.2014.60.5386

53.	Arrieta O, Zatarain-Barron ZL, Aldaco F, et al. Lung cancer in 
Mexico. J Thorac Oncol. 2019;14(10):1695-1700. https://doi.
org/10.1016/j.jtho.2019.05.018

54.	Gerson R, Zatarain-Barron ZL, Blanco C, Arrieta O. Access to 
lung cancer therapy in the Mexican population: opportunities for 
reducing inequity within the health system. Salud Publica Mex. 
2019;61(3):352-358. https://doi.org/10.21149/10118

55.	Charvel S, Cobo-Armijo F, Hernandez-Avila M, et al. Needs in 
coverage and care for lung cancer in Mexico. Salud Publica Mex. 
2019;61(3):339-346.

56.	Pastrana T, De Lima L. Palliative care in Latin America: are we 
making any progress? Assessing development over time using 
macro indicators. J Pain Symptom Manage. 2022;63(1):33-41. 
https://doi.org/10.1016/j.jpainsymman.2021.07.020

57.	Raez LE, Santos ES, Rolfo C, et al. Challenges in facing the lung 
cancer epidemic and treating advanced disease in Latin America. 
Clin Lung Cancer. 2017;18(1):e71-e79. https://doi.org/10.1016/j.
cllc.2016.05.003

58.	 Isenberg SR, Smith TJ. Palliative care units are really cost effective 
compared with usual care. J Oncol Pract. 2017;13(11):772-773. 
https://doi.org/10.1200/JOP.2017.024703

https://doi.org/10.1016/S1470-2045(18)30415-7
https://doi.org/10.1016/S1470-2045(18)30415-7
https://doi.org/10.1002/onco.13974
https://doi.org/10.1634/theoncologist.2016-0176
https://doi.org/10.1093/annonc/mds103
https://doi.org/10.1093/annonc/mds103
https://doi.org/10.1016/j.ejca.2016.06.007
https://doi.org/10.1016/j.ejca.2016.06.007
https://doi.org/10.1002/cncr.32857
https://doi.org/10.1002/cncr.32857
https://doi.org/10.1200/EDBK_349951
https://doi.org/10.1200/EDBK_349951
https://doi.org/10.1001/jamaoncol.2019.3105
https://doi.org/10.1001/jamaoncol.2019.3105
https://doi.org/10.21149/13021
https://doi.org/10.21149/13021
https://doi.org/10.1200/JCO.2014.60.5386
https://doi.org/10.1200/JCO.2014.60.5386
https://doi.org/10.1016/j.jtho.2019.05.018
https://doi.org/10.1016/j.jtho.2019.05.018
https://doi.org/10.21149/10118
https://doi.org/10.1016/j.jpainsymman.2021.07.020
https://doi.org/10.1016/j.cllc.2016.05.003
https://doi.org/10.1016/j.cllc.2016.05.003
https://doi.org/10.1200/JOP.2017.024703

	Early Incorporation to Palliative Care (EPC) in Patients With Advanced Non-Small Cell Lung Cancer: The PACO Randomized Clinical Trial
	Introduction
	Materials and Methods
	Study Design and Participants
	Randomization and Blinding
	Intervention and Assessments
	Assessments
	Sample Size
	Statistical Analysis

	Results
	Study Population
	Adherence to the Intervention
	Overall Survival
	Quality of Life
	Anxiety and Depression
	Caregivers Assessment

	Discussion
	Conclusion
	References


