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ABSTRACT

Introduction: The development of ALK inhibitors has
transformed the management of ALK fusion-positive
(ALK+) NSCLC from a high-mortality disease to a more
manageable chronic condition.

Methods: This quantitative, nationwide French survey
collated information via online questionnaires from pa-
tients (n = 85), caregivers (n = 27), and health care pro-
fessionals (HCPs; n = 50) on the impact of ALK+ NSCLC on
daily lives and psychosocial issues.

Results: Overall, 46 patients (54%) had received first-line
and 39 patients (46%) second-line or later targeted ther-
apy for a mean of 2.4 years. The most common disease-
related challenges reported by patients and HCPs were
psychological issues (56.5% and 78.0%), life-planning dif-
ficulties (50.6% and 64.0%), and limitations in physical
activities of daily life (40.0% and 48.0%), respectively.
HCPs consistently underestimated the impact of ALK+
NSCLC on patients’ daily lives, especially regarding psy-
chological difficulties, issues with relationships and in-
timacy, and financial struggles. ALK+ NSCLC had a major
impact on caregivers’ psychological problems, difficulties
in realizing life plans, and professional difficulties. The
most important patient-rated support and guidance needs

were to establish a separate clinic dedicated to nonmedical
problems, improve the systematic provision of wellness
activities (e.g, yoga), make it easier to report adverse
events to the medical team, provide psychological support,
and enable exchanges with other patients (e.g., via dis-
cussion groups).

Conclusions: Our study highlights several measures that
can be introduced to reduce disease burden and improve
quality of life and, besides routine medical follow-up,
markedly improve the overall patient journey through
ALK+ NSCLC.
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Introduction

ALK fusion-positive (ALK+) NSCLC accounts for 3% to
5% of all NSCLC cases.”* ALK+ NSCLC typically affects
younger individuals and is often associated with extensive
disease, brain metastases, pleural effusion, and medias-
tinal lymph-node involvement at diagnosis.* ® Historically,
outcomes were poor, but the introduction of crizotinib,
a first-generation ALK tyrosine kinase inhibitor (ALKi),
substantially improved prognosis. However, crizotinib has
poor central nervous system (CNS) penetration, limiting
its efficacy in brain metastases, and provides a median
progression-free survival (PFS) of only 10 to 11 months.” *°

Second-generation (e.g., alectinib, brigatinib)”*" and
third-generation (e.g., lorlatinib)'® ALKis significantly
enhance survival outcomes, such that ALKis are now the
standard of care for advanced ALK+ NSCLC'®'*'* and
have changed ALK+ NSCLC from a high-mortality con-
dition to a more manageable, chronic disease.'®

Based on 5-year data from the phase 3 CROWN study
of lorlatinib versus crizotinib in patients with advanced
ALK+ NSCLC not previously treated with an ALKi,'®
lorlatinib is now prioritized as a first-line (1L) treatment
for ALK+ NSCLC by some experts.'” Other 1L options
include alectinib (ALEX study)'® and brigatinib (ALTA-1L
study)."' However, these agents may have a detrimental
impact on patient quality of life (QoL).'”**° For example,
lorlatinib is often associated with cognitive dysfunction,
weight gain, and peripheral neuropathy in addition to
metabolic adverse events (AEs), which might be asso-
ciated with long-term cardiovascular toxicity."” Later-
generation ALKis with improved tolerability profiles
are being investigated, such as neladalkib (ALKAZAR
study; NCT06765109); however, results are not expected
until later this decade.

Given the long survival now associated with ALK+
NSCLC and the specific characteristics of patients, mostly
young (median age at diagnosis is approximately 50
years), female nonsmokers or light smokers,*”-10:1421-23
people living with ALK+ NSCLC may face major ongoing
psychosocial implications in their daily lives. Indeed,
many patients may try to resume professional activities
or sports participation, improve their ability to perform
daily activities, and enhance their emotional and psy-
chological well-being.** **
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From the perspective of health care providers (HCPs),
it is important to provide relevant psychological and
supportive care for patients and caregivers (e.g., via ed-
ucation programs, coordination nurses, psychologists, and
support groups). Because ALK+ NSCLC disease manage-
ment tends to focus primarily on the prevention and
management of disease recurrence, the nonmedical needs
of patients and caregivers may sometimes be over-
looked.”>*°2° Oncologists alone are often not best suited
to identify and address such nonmedical needs.*"**

The aim of this French nationwide survey was to
collate and analyze detailed information from patients,
caregivers, and HCPs (hospital oncologists and nurses)
on the practical impact of ALK+ NSCLC and its treat-
ment on the daily lives and future planning of patients
and caregivers, the psychosocial issues faced by patients
and caregivers, and the needs and expectations of pa-
tients and caregivers regarding supportive care.

Materials and Methods

This French survey comprised two phases: a qualitative
phase (Supplementary information and Supplementary
Tables 1 and 2) and a quantitative phase. The quali-
tative phase (previously reported at the Congrés de
Pneumologie de Langue Frangaise [CPLF] in 2025%°)
was designed to provide an in-depth exploration of the
impact of the disease and its management on patients’
daily lives, thereby offering a complementary perspective
to the quantitative data collected and contributing to the
refinement and completion of more focused and defini-
tive questionnaires for patients, caregivers, and HCPs.

The quantitative phase involved gathering responses
to the questionnaires to evaluate disease impact and its
management through systematically collected quantifi-
able data to understand the perspectives of patients,
caregivers, and HCPs. Patients were recruited from pa-
tient associations, the “ALK+R0S1” association and the
association “PATIENTS EN RESEAU - Mon Réseau Cancer
du Poumon®, Paris”, both based in France. A few patients
and caregivers were recruited directly via physicians
contacted by APLUSA (A+A). All survey participants
provided informed consent to participate in the study.
This manuscript focuses on data from the quantitative
phase only.

Quantitative Phase

This study phase was conducted online, where pa-
tients, caregivers, and HCPs completed self-administered
questionnaires. The patient questionnaire (Appendix A)
and caregiver questionnaire (Appendix B) were each
divided into four parts: (1) based on 1L or second-line
(2L) or later targeted therapy, it addressed factors
pertinent to the ALK+ NSCLC diagnosis; (2) addressed
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ALK+ NSCLC-targeted therapy (i.e.,, alectinib, brigatinib,
and lorlatinib) and its perception; (3) assessed the
impact of disease management on daily life, as measured
by the visual analogue scale (VAS), with scores ranging
from 0 (not affected at all) to 10 (very affected); and (4)
collected sociodemographic information. The HCP ques-
tionnaire (Appendix C) comprised five parts focused on
the following: (1) characteristics of patients with ALK+
NSCLC, which were consistent with the first part of the
patient questionnaire; (2) accessible care within the
institution; (3) announcements of the initial ALK+ NSCLC
diagnosis and relapse; (4) the follow-up of patients
receiving targeted therapy; and (5) perceived disease
impact (measured by VAS) and the influence of disease
management on patients’ daily lives.

Statistical Analyses

The sample size for the quantitative analysis was
chosen to ensure representativeness and sufficient
precision while maintaining feasibility. All statistics
were descriptive only, and all analyses were conducted
using STAATS® statistical software (internal software
developed by the company that conducted the survey).
Quantitative variables were expressed as means, and
qualitative variables were expressed as the number of
individuals and percentages. Between-group compari-
sons were made using the Z-test and chi-square test.
The significance threshold was defined as a p value less
than 0.05. Inferential tests were conducted for explor-
atory purposes only and should be interpreted with
caution due to the limited sample size.

Results

Patient, Caregiver, and HCP Characteristics

The quantitative phase was conducted between
November 27, 2024, and February 20, 2025. The survey
was completed by 85 patients with ALK+ NSCLC who
were receiving targeted therapy, 27 family caregivers,
and 50 thoracic or general medical oncologists who
were treating patients with ALK+ NSCLC with targeted
therapy. The enrolled patients were not necessarily
cared for by the participating caregivers or oncologists.

Patient Characteristics

Most of the patients were female (74.1%) and aged
above or equal to 50 years (72.9%; Table 1). In most
cases (52 patients; 61.2%), treatment was initiated at a
university hospital or cancer center.

Overall, 46 patients (54.1%) were receiving 1L tar-
geted therapy, and 39 patients (45.9%) were receiving
2L or later targeted therapy. In almost all cases (91.8%),
targeted therapy comprised alectinib, brigatinib, or
lorlatinib. Alectinib (70.0% of cases) and brigatinib
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(79.2%) were administered predominantly in the 1L
setting, and lorlatinib was used primarily in the 2L or
later setting (76.9%). Significantly more patients in the
1L than in the 2L or later subgroup were treated with
alectinib (45.6% versus 23.1%; p < 0.05) or brigatinib
(41.3% versus 12.8%; p < 0.01), whereas the opposite
was true for lorlatinib (13.0% versus 51.3%; p < 0.01).
Eight patients in the 2L or later subgroup were
receiving neladalkib (NVL-655) as part of the ongoing
ALKOVE-1 clinical trial (NCT05384626).

Overall, patients in both subgroups had received
targeted therapy for a mean of 2.4 years. Furthermore,
58 patients (68.2%) reported that they had metastatic
NSCLC, with metastases involving the brain in almost
two-thirds of the cases (62.1%). Brain metastases were
significantly less frequent in the 1L subgroup than in the
2L or later subgroup (50.0% versus 76.9%; p < 0.05).

Caregiver Characteristics

Caregivers were generally female (51.9%) and aged
50 to 60 years (44.4%); the overall mean age was 53.8
years. Most caregivers (85.2%) were the spouses of
patients with ALK+ NSCLC; some caregivers (11.1%)
were the children of patients. Caregivers most frequently
reported that they provided moral and psychological
support (100.0% of cases); helped with everyday tasks,
such as housework and preparing meals (92.6%);
accompanied patients on hospital visits (81.5%); talked
to the treating medical team (70.4%); and searched for
information about the illness and treatments (63.0%).

HCP Characteristics

Altogether, 60.0% of the HCPs were thoracic oncolo-
gists and 40.0% were general medical oncologists. The
mean duration of clinical practice was 15 years; 44.0% of
the HCPs had been practicing for 6 to 15 years and 32.0%
for 16 to 20 years. In total, 76.0% of the HCPs were
practicing in university, general, or private nonprofit
hospitals.

Announcement of Diagnosis and Relapse

Specific consultations to announce the diagnosis of
ALK+ NSCLC were not systematic. Overall, 70.6% of
patients and 84.0% of HCPs reported having a specific
consultation or system for diagnostic announcement; for
the announcement of relapse, these proportions were
76.9% for patients in the 2L or later subgroup and
88.0% for HCPs. Moreover, some patients (24.7%) and
oncologists (48.0%) reported having a systematic
appointment with a nurse on the same day or a few days
later to discuss the initial diagnosis of ALK+ NSCLC. For
the announcement of relapse, the corresponding pro-
portions were 15.4% for patients in the 2L or later
subgroup and 40.0% for HCPs.
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Table 1. Characteristics of Patients Surveyed: Quantitative

Phase

Characteristic, n (%)

Patients (n = 85)

Sex
Female
Male
Age
<40y
40-49 y
50-60 y
>60y
Current household composition
Couple, no children
Couple, with children
Single, no children
Single, with children
Geographic region
North East
North West
South East
South West
fle-de-France
French overseas
Population size
>100,000
50,000-99,999
10,000-49,999
2000-9999
<2000
Current treatment center
University hospital
Cancer center
General hospital
Private hospital or clinic
Other
Unknown
Metastatic NSCLC?
Yes

Cancer in one lung and other organs
Cancer in both lungs and other organs

No

Cancer in associated lymph nodes
Cancer in both lungs but not other

organs
Do not know

Location of extrathoracic metastases

(n = 58)¢

Brain

Bone

Liver

Other region

NOS
Treatment line

1L

2L or later

Current targeted therapy with ALKi

Marketed ALKi®

Alectinib
1L (n = 46)
2L (n = 39)

63 (74.1)
22 (25.9)

8 (9.4)
15 (17.6)
35 (41.2)
27 (31.8)

40 (47.1)
18 (21.2)
18 (21.2)
9 (10.6)

13 (15.3)
19 (22.4)
30 (35.3)
10 (11.8)
12 (14.1)
1(1.2)

20 (23.5)
10 (11.8)
21 (24.7)
21 (24.7)
13 (15.3)

29 (34.1)
23 (27.1)
23 (27.1)
7 (8.2)
2 (2.4)
1(1.2)

58 (68.2)
42 (49.4)
16 (18.8)
27 (31.8)
13 (15.3)
6 (7.1)

8 (9.4)

36 (62.1)
24 (41.4)
11 (19.0)
14 (24.1)
2 (3.4)

46 (54.1)
39 (45.9)

78 (91.8)
30 (35.3)
21 (45.7)
9 (23.1)

(continued)
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Table 1. Continued

Characteristic, n (%) Patients (n = 85)

Brigatinib 24 (28.2)
1L (n = 46) 19 (41.3)
2L (n = 39) 5 (12.8)
Lorlatinib 26 (30.6)
1L (n = 46) 6 (13.0)
2L (n = 39) 20 (51.3)
Clinical trial® 8 (9.4)°
1L, first-line; 2L, second-line; ALKi, ALK inhibitor; NOS, not otherwise
specified.

“Reported by patients during the survey. Patients who reported cancer in
only one of their lungs and that no other organs were affected were
excluded.

PAlectinib, brigatinib, lorlatinib.

“Administration of neladalkib (NVL-655) in the phase 1/2 ALKOVE-1 study
(ClinicalTrials.gov identifier: NCT05384626).

9One patient received combination therapy with neladalkib plus a marketed
ALKi.

At initial diagnosis, patients reported being well looked
after and supported by the medical team (52.9%) or by
a relative or close friend (58.8%); at relapse, the cor-
responding values for patients in the 2L or later sub-
group were 66.7% and 69.2%. However, at initial
diagnosis, only 62.4% of patients overall reported
receiving a sufficient level of information about the
disease. At relapse, 84.6% of patients in the 2L or later
subgroup reported receiving adequate disease infor-
mation (p < 0.01 versus initial diagnosis). The corre-
sponding proportions regarding the receipt of
sufficient information about the implemented treat-
ment were 74.1% at initial diagnosis and 84.6% at
relapse.

Awareness of the AEs that might manifest during
treatment was reported by some patients at initial
diagnosis (40.0%) and in the 2L or later subgroup at
relapse (43.6%). Although 42.0% of HCPs reported
systematically providing patients with written support
information or brochures about ALK+ NSCLC, only
21.2% of patients at initial diagnosis and 15.4% of pa-
tients at relapse reported receiving such information.
Many patients at initial diagnosis versus those at relapse
looked for information by themselves (85.9% versus
74.4%) or for information on the disease (81.2% versus
56.4%; p < 0.01), the implemented treatment (70.6%
versus 64.1%), patient associations (54.1% versus
48.7%), and dedicated oncology support offered (51.8%
versus 28.2%; p < 0.01). The main source of patient
information was personal internet research (82.4%
versus 66.7%).

Follow-Up Consultations and Attitudes to
Treatment

Overall, in response to the question “Which of the
following professionals are currently following you in
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the context of your ALK+ lung cancer?” patients re-
ported that the most important roles during follow-up
were held by oncologists (83.5%) or general practi-
tioners or attending physicians (60.0%). More than two-
thirds of patients (68.2%) considered family and friends
to have an important role, and almost half of the pa-
tients (45.9%) thought patient associations had a major
function.

Patients reported that during follow-up consultations,
the psychological and emotional impact of the disease
was addressed less systematically than other factors.
Only 45.9% of patients reported that psychological and
emotional factors were discussed “very often”, whereas
computed tomography results (91.8%), treatment effi-
cacy (76.5%), physical symptoms (71.8%), and treatment
tolerability (67.1%) were discussed very often. Signifi-
cantly fewer patients in the 1L versus 2L or later sub-
group (22.4% versus 46.2%; p < 0.05) considered that
the disease’s impact on daily life was discussed very
often during follow-up. Almost two-thirds of HCPs
(62.0%) reported that the impact of the disease on pa-
tients’ relationships and sex lives was rarely or never
discussed during follow-up.

Overall, 97.6% of patients considered that they were
very knowledgeable or fairly knowledgeable about their
current targeted therapy, although only 28.2% received
relevant information from non-oncologist sources, such
as therapeutic education sessions, information work-
shops, or hospital pharmacists. HCPs reported that in-
formation services available (and used systematically or
by most patients) within their institutions included coor-
dination nurses (68.0% of HCPs), phone support arranged
by a nurse or medical secretary (58.0%), medication re-
view by a pharmacist (54.0%), and advanced practice
nurses (38.0%). The use of phone support to monitor
current treatment was reported by significantly more
patients in the 1L than in the 2L or later setting (50.0%
versus 17.9%; p < 0.01). Phone support helped patients
better understand their treatment (66.7%) and manage
AEs more effectively (70.0%). Of the 55 patients without
phone support, 40 (72.7%) expressed that they would like
to receive such support.
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On a rating scale of 0 to 10, patients and HCPs
consistently rated targeted therapy more favorably than
chemotherapy regarding the following factors: ease of
administration, benefits versus limitations, provision of
hope, ability to lead an almost-normal life, preserved
quality of life, long-lasting efficacy, and tolerable AEs
(Supplementary Fig. 1).

Impact of Disease and Treatment on Patients’
Daily Lives

HCPs consistently underestimated the impact of ALK+
NSCLC on patients’ daily lives, particularly regarding
their psychological difficulties, problems with relation-
ships and intimacy, and financial difficulties (Table 2).

Overall, 39 of 85 patients (45.9%) had experienced
AEs to targeted therapy in the previous month. Among
these patients, nine (23.1%) reported that the AEs
severely limited their daily activities. Conversely, 35 of
50 HCPs (70.0%) reported that only a few patients had
AEs to targeted therapy that severely limited their daily
activities.

The top-ranked disease-related difficulties by pa-
tients and HCPs, respectively, were psychological issues
(56.5% and 78.0%), problems with life plans (50.6%
and 64.0%), and problems with physical activities of
daily life (40.0% and 48.0%) (Fig. 1). The most
frequently reported psychological difficulties were
insecurity and fear of the future (49.4% of patients),
feelings of anxiety (48.2%), feelings of anger and
injustice (42.4%), and mood disorders (37.6%) (Fig. 2).
Feelings of anger and injustice were reported signifi-
cantly less often in the 1L subgroup than in the 2L or
later subgroup (32.6% versus 53.8%; p < 0.05). Alto-
gether, more HCPs than patients (36.7% versus 18.8%;
p < 0.05) reported that psychological difficulties had a
major impact on patients daily lives. In total, 70 of 85
patients (82.4%) reported experiencing at least one
psychological difficulty, with 46 of these patients
(65.7%) discussing this with a continuity of care HCP;
this was rated as very helpful in 48.6% of cases.

Patients cited the most frequent problems with life
projects as follows: “I find it hard to project myself into

Table 2. Disease Impact on Patients’ Daily Lives, as Reported by Patients and Health Care Professionals

Affected by the Following Difficulties, n (%): Patients (n = 85) HCPs (n = 50)° p Value
Psychological 0 (82.4) 34 (68.0) NS
Realizing life plans, future planning 9 (81.2) 37 (74.0) NS
Physical difficulties in performing everyday tasks 3 (74.1) - -
Relationships and intimacy 6 (65.9) 15 (30.0 <0.01
Professional 3 (62.4) 29 (58.0 NS
Social life (family, friends) 52 (61.2) -
Financial 52 (61.2) 19 (38.0) <0.01

“HCPs reporting that most or all of their patients were affected by the listed difficulties.
HCPs, health care professionals; NS, not significant.
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—Patients (n=85) ~———Oncologists (n=50)

Psychological difficulties

40.0%

480%

Problems with physical
activities of daily life

78.0%

. 56.5%

< 50.6%

60.4%

Problems with life plans

Figure 1. The top-ranked, disease-related difficulties by patients and oncologists.* In response to the following statement:
Of all the difficulties caused by the disease, please select the three that most affect your daily life (patient questionnaire) or
the daily lives of most of your patients (oncologist questionnaire).

the future” (65.9%) and “I have had to give up certain
sporting activities” (40.0%). More HCPs than patients
(46.7% versus 25.9%; p < 0.05) reported that problems
with life projects had a major impact (VAS score 8-10)
on patients’ daily lives.

The most frequent physical difficulties listed by pa-
tients were as follows: “It is difficult for me to maintain
a physical and/or sporting activity” (49.4%) and “It is
hard for me to stay on my feet for too long” (36.5%); the
latter point was expressed significantly less often by
patients in the 1L subgroup than by those in the 2L or

Feelings of insecurity and fear of tomorrow
Feelings of anxiety

Feelings of anger and injustice

Mood disorders

Problems with life planning
Giving up sport
Sick leave 25.9%

Reduced working hours 18.8%

Capacity to focus 14.1%
Decrease or loss of libido

Cancelled plans to have a child

Reduced income
Limited awareness of social assistance

Inadequate welfare benefit

Reduced driving ability
Maintaining physical activity
Prolonged standing

Asking family/friends for help 23.5%

later subgroup (21.7% versus 53.8%; p < 0.01).
Importantly, 44.7% of patients reported that they
received assistance with domestic tasks from a relative,
and 14.1% reported that they received such assistance
from a home care worker. In total, 63 of 85 patients
(74.1%) reported discussing physical difficulties with a
continuity of care HCP, which patients rated as very
helpful in 44.4% of cases.

Other disease-related difficulties reported by patients
included a decrease in or loss of libido (42.4%) and
having to stop work (25.9%; Supplementary Table 3).

49.4%
48.2%
42.4%

Psychological difficulties
82.4%

37.6%

Difficulties realisi
plans, future planning
81.2%

65.9%

40.0%

Professional difficulties
62.4%

Relati ip and intimacy
culties

Financial difficulties
61.2%

63.5%

49.4Y
& Other challenges

0 10 20 30

%
40 50 60 70 80 90 100
Proportion of patient respondents, %

Figure 2. The most frequent patient-reported daily-life difficulties.* In response to the following statement: Of all the
difficulties caused by the disease, please select the three that most affect your daily life (patient questionnaire).
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Impact of Disease and Treatment on Caregivers’
Daily Lives

Several caregivers reported fatigue (77.8%), anxiety
(70.4%), sleep disorders (59.3%), and organizational
difficulties or burnout (33.3%) associated with their
caregiving role. Overall, 24 of 27 caregivers (88.9%)
lived with the patient. Considerably more caregivers
than patients rated ALK+ NSCLC as having a major
impact on certain aspects of their daily life: psycholog-
ical difficulties (100.0% of caregivers versus 82.4% of
patients); difficulties in realizing life plans or planning
for the future (88.9% versus 81.2%); and professional
difficulties (66.7% versus 62.4%).

Regarding psychological difficulties, 70.4% of care-
givers experienced anxiety, 66.7% experienced episodes
of sadness, and 51.9% experienced feelings of insecu-
rity. Only 37.0% of caregivers had discussed their psy-
chological difficulties with a continuity of care HCP, and
only 22.2% of caregivers had found these discussions to
be very helpful.

In terms of life planning, caregivers reported diffi-
culties with projecting future plans (59.3%); having to
give up organizing trips and holiday plans (51.9%); and
difficulties in setting up projects and planning (48.1%).
However, 75.0% of caregivers were not interested in
discussing these difficulties with a continuity of care
HCP.
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In total, 29.6% of caregivers expressed difficulties
fulfilling professional obligations; 14.8% reported hav-
ing to rearrange working hours because of their rela-
tive’s illness; and 14.8% had to change professions.
However, 70.6% of caregivers were not interested in
discussing these difficulties with a continuity of care
HCP.

Supportive Care Needs and Expectations

The most important support and guidance needed by
patients (versus HCPs) to help patients deal with the
challenges of ALK+ NSCLC were to establish a separate
hospital consultation, dedicated to nonmedical prob-
lems, for patients and caregivers (65.9% of patients
versus 58.0% of HCPs); other important needs are
found in Figure 3.

Caregivers considered the most important sup-
port and guidance measures that they required were:
increased information on the disease and its pro-
gression (74.1%); increased information on caregiver
rights (59.3%); improved tools and support for self-
training as caregivers (59.3%); the availability of a
separate  hospital consultation dedicated to
nonmedical problems for patients and caregivers
(59.3%); and assistance with learning how to better
communicate with individuals who are unwell
(48.1%).

—Patients (n=85) Oncologists (n=50)

Establish a separate hospital
consultation for nonmedical
problems
65.9%

Provide patients with information
on return to work or accessing
work

Avoid travel to hospital; receive
outpatient care closer to home

Enable exchanges with other
patients (e.g. via discussion
groups)

N

Improve the systematic provision
of wellness activities (e.g. yoga)

Make it easier to report adverse

57.6% events to the medical team

Provide psychological support

Figure 3. The top-ranked support and guidance needs rated by patients and oncologists.* In response to the following
statement: Here are several actions/initiatives that could be put in place to support patients with ALK+ cancer (undergoing

targeted therapy); how important do you think these are?
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Discussion

Our survey results clearly underscore the frequent
and diverse long-term burden outside of the usual AEs
after drug use that is typically reported in ALK+ NSCLC
trials for patients and caregivers, and the discrepancies
that exist between patient and HCP perspectives on the
disease impact on patients’ daily lives. The top-ranked
disease-related difficulties reported by patients and
HCPs were problems with psychological health, life
plans, and physical activities of daily life.

Patients who participated in the quantitative phase
of the study received targeted therapy with alectinib,
brigatinib, or lorlatinib for a mean of 2.4 years. At initial
diagnosis, many patients (30% to 40%) felt that they
received insufficient information on their disease and its
treatment, and approximately one-quarter of patients in
the 2L or later subgroup reported receiving no specific
consultation for the announcement of relapse, thus
reflecting potentially limited health care resources in
some regions. Fewer than two-thirds of patients
considered the duration of follow-up consultations
adequate, and fewer than half of patients thought that
the psychological and emotional impact of the disease
was addressed adequately during follow-up.

Thus, from the patient perspective, one of the main
areas to address to improve patient supportive care and
QoL is the better provision, at initial diagnosis, of in-
formation on the disease, suggested treatment, patient
associations, and dedicated oncology support available.
Psychological and emotional factors should be more
rigorously addressed, as should be the general impact of
ALK+ NSCLC on daily life. Indeed, in the 1L setting,
almost 80% of patients reported that the disease impact
was not adequately discussed during follow-up; in
addition, half of the patients in the 1L subgroup re-
ported that they did not receive relevant phone support
to monitor the treatment they were receiving. Assis-
tance in other areas, such as receiving physical help
from a professional carer or support in returning to
work and sporting activities, would also benefit many
patients; for instance, half of the patients surveyed re-
ported difficulty in maintaining a physical or sporting
activity, and one-quarter reported having to give up
work.

For caregivers, improved support is needed around
psychological difficulties, which were reported by all
caregivers surveyed; planning for the future (problem-
atic for approximately 90% of caregivers); and
addressing professional difficulties (reported by two-
thirds of caregivers). Most caregivers reported fatigue,
anxiety, and sleep disorders associated with their
caregiving role; however, fewer than half of the care-
givers had discussed psychological difficulties with a

JTO Clinical and Research Reports Vol. 7 No. 10

continuity of care HCP, and caregivers generally did not
want to discuss project and life-planning issues or
professional difficulties with a continuity of care HCP.

HCP perspectives revealed that HCPs consistently
underestimated the impact of ALK+ NSCLC on patients’
daily lives. Nonetheless, areas for improvement sug-
gested by 58% to 74% of HCP responses were the need
to more thoroughly address patients’ problems in real-
izing life plans, psychological problems, and profes-
sional difficulties.

The study identified several common needs among
patients, caregivers, and HCPs regarding potential im-
provements in care factors. For example, the need to
provide a distinct consultation to help patients and
caregivers address nonmedical problems and the need
to systematically enhance access to general wellness
activities, such as yoga and meditation. Other important
areas identified for potential improvement were as fol-
lows: easier reporting of AEs to the medical team, as
requested by patients; the provision of psychological
support to patients, as expressed by more than two-
thirds of HCPs; and increased information on ALK+
NSCLC and its progression, as requested by almost
three-quarters of caregivers.

Overall, our findings are supported by data from
other recent, real-world studies. The distribution of 1L
and 2L ALKis in our study, as in the study by Bauman
et al,>**° reflects both the availability of ALKis in
France at that time—only alectinib and brigatinib were
available initially, followed by lorlatinib—and the
practice of sequential therapy and the predominance of
lorlatinib in 2L. Thus, in our cohort, 73.9% of patients
received alectinib or brigatinib as 1L treatment (100%
in the Bauman study, and almost exclusively alecti-
nib),34 and 51% received lorlatinib as 2L treatment
(56% in the Bauman study).”* Similarly, the efficacy of
ALKis observed in our cohort was similar to that
described in other real-life cohorts,>*>” as was the
relatively short duration of efficacy among patients who
received sequential ALKi therapy,®"*> possibly reflect-
ing the poor prognosis of these patients developing
early ALKi resistance.

However, lorlatinib is likely now the first-choice 1L
therapy for many oncologists and patients, although data
on overall survival, the potentially detrimental effects on
long-term tolerability, and QoL will require close moni-
toring."” At 5 years, grade 3/4 weight increase affected
social life in 23% of patients due to lorlatinib (versus 2%
with crizotinib) in the CROWN study; CNS AEs were
experienced by 42% of the cohort, 86% of which were
grade 1/2.'° Indeed, grade 1/2 CNS AEs were found to
have a negative impact on QoL by interfering with work
performance and limiting important daily activities.*” In
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addition, in line with our study findings, several other
studies highlight factors such as the detrimental impact
of NSCLC itself, with or without brain metastases, on
QoL for patients and caregivers; the association with
psychological problems; and relevant supportive mea-
sures that could be implemented for patients and
caregivers.”??%3%

In other cancers with oncogenic drivers, such as
breast cancer and chronic myeloid leukemia, various
targeted therapies have also demonstrated effectiveness
in real-world settings.””*’ The importance of tailored
supportive care strategies, such as health education,
lifestyle modification, physical activity, and psychologi-
cal intervention, has also been emphasized in these
scenarios.***!

Some potential study limitations should be acknowl-
edged. Although this is one of the largest studies of its
type conducted to date in patients with ALK+ NSCLC, the
relatively small sample size in each group (patients,
caregivers, HCPs) may require that data extrapolation to
some larger metropolitan populations or resource-poor
regions be conducted with caution. Another potential
study limitation was that fewer than one-third of patients
(27/85 [31.8%]) were linked to the participating HCPs,
thus possibly making some comparisons of disease and
treatment perspectives and societal implications inaccu-
rate. In addition, considerably more patients (74.1%)
than caregivers (51.9%) were female, which may have
introduced bias regarding participant perspectives on
ALK+ NSCLC. Another bias may have been due to par-
ticipants being recruited from patient association groups
being more informed about their disease than those who
do not belong to such groups; this may skew the per-
ceptions of patient and caregiver knowledge of ALK+
NSCLC. Other possible sources of bias could not be
avoided (e.g., the recruitment of participants via
different sources in the qualitative phase; varying pro-
portions of patients with 1L versus 2L or later treat-
ment or brain metastases; variability in oncologist
selection of 1L ALKi therapy; geographic variability
based on metropolitan versus rural regions). Although
participant recruitment via different sources and re-
gions could be construed as a possible source of bias,
data from diverse populations and care settings can also
be regarded as a study strength.

Altogether, our study highlights various relevant
measures that can be introduced to best address the
many concerns of patients, caregivers, and HCPs to
reduce the burden of disease and improve QoL for pa-
tients with ALK+ NSCLC. Indeed, implementation of some
of these measures (e.g, widening access to supportive
care and health care resources to include outpatient fa-
cilities closer to patients’ homes, so that patients’ travel
times are reduced; facilitating AE reporting to medical
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teams; encouraging HCPs to focus more keenly on patient
QoL; and actively addressing nonmedical issues) may
allow more patients and caregivers to continue to work
or return to work.

In conclusion, this nationwide survey of patients
with ALK+ NSCLC, caregivers, and HCPs in France
identified important areas for care optimization. These
included medical aspects, such as initial disease
announcement, patient education, and ongoing access to
the medical team, and nonmedical issues, such as the
need for improved psychological support for patients
and caregivers. Systematic strategies targeting these
care-optimization areas may substantially reduce the
impact of ALK+ NSCLC on patients’ daily lives and
enhance their overall QoL.
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