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Plain language summary of the ALINA study results: alectinib compared

with chemotherapy after surgery in people with ALK-positive non-small
cell lung cancer
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Dr Tania Ochi Lohmannr, Ms Tingting Xu9, Mr Andres Cardona’, Ms Laura Hiles®, Dr Johannes Noe! & Prof Benjamin J. Solomon®
Author affiliations can be found at the end of this article

First draft submitted: 30 July 2025; Accepted for publication: 17 October 2025

- Where can | find the original article on which this summary is based?

The original article titled:‘Alectinib in Resected ALK-positive Non-Small Cell Lung Cancer’was published in the New England Journal of
Medicine in April 2024. You can read the full article for free at: https://www.nejm.org/doi/abs/10.1056/NEJMoa2310532

What is this summary about?
Inthis article, we report the results of the ALINA study. This study looked at how o Alectinib: al-EK-tin-ib * >)>

well alectinib treatment worked in participants with ALK-positive non-small o ALECENSA: al-eh-SEN-sa *)))

cell lung cancer (NSCLC) compared with chemotherapy after surgery. « Tyrosine kinase: TIE-ro-seen KY-nase * )>>
- Cisplatin: SIS-plat-in * >)>

« Vinorelbine: vin-oh-REL-been *)))

« Gemcitabine: JEM-site-uh-been * >)>

- Pemetrexed: pem-eh-TREK-sed m{))}
Tyrosine kinases are proteins that are involved in a number of important . Carboplatin:CAR—bo—pIat—in*)))
processes in the body including cell growth, division and survival. An

alteration in the ALK gene can form an ALK tyrosine kinase with uncontrolled

activity, leading to cancer development.

o]

o

r

How to say (download PDF and double

click sound icon to play sound)...

Alectinib was given to participants who had NSCLC with a specific physical
change (alteration) in the Anaplastic Lymphoma Kinase (ALK) gene, or
ALK-positive NSCLC, after their cancer was completely removed by surgery.

Alectinib (ALECENSA®) is a type of drug called a‘tyrosine kinase inhibitor’ that helps to control the growth and spread of ALK-positive
NSCLC in the body. Alectinib works by blocking ALK tyrosine kinase from switching on cell growth and survival, helping to slow down
cancer growth. Alectinib is already globally approved to treat people with ALK-positive NSCLC that has spread beyond their lungs
(metastatic disease).

How was the study designed?

The ALINA study included participants aged 18 years or older who had received surgery to completely Taylor & Francis

remove their ALK-positive NSCLC. Participants could take part if they could be given platinum-based Taylor & Francis Group
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chemotherapy per local treatment guidelines. Participants who had received systemic
anti-cancer treatment before could not take part. Systemic treatment: These treatments
are designed to travel throughout the
Participants were randomly allocated to get treatment with either alectinib, twice a body in the bloodstream.

day for two years, or with chemotherapy, for four cycles, with each cycle lasting three

weeks. Both the participant and their doctor knew which treatment they received (this
is known as an open-label or unblinded study).

The researchers assessed if participants who were given alectinib had a longer period without their cancer returning (also known as
remission) compared with participants who were given chemotherapy.

As people with NSCLC often have their cancer spread from the lungs to the brain and spinal cord (known as the central nervous
system, or CNS), the researchers assessed if participants who were given alectinib had a longer period without their cancer returning
in their CNS compared with participants who were given chemotherapy. The researchers also assessed how long participants lived
for after starting the study.

To investigate the safety of both treatments, the percentage, type and seriousness of side effects that participants had whilst
on treatment were noted. The percentage of participants who had side effects which led to the treatment dose being reduced,
interrupted or stopped was also recorded.

What were the results?

In total, 257 participants took part in the study: 130 were given alectinib and 127 were given chemotherapy. Researchers found that
participants who were given alectinib stayed alive and cancer-free for longer than those who were given chemotherapy. At 2 years,
94% of participants on alectinib were alive and cancer-free, compared with 64% of participants on chemotherapy. At 3 years, 89% of
participants on alectinib were alive and cancer-free, compared with 54% of participants on chemotherapy.

The average amount of time that participants lived for overall could not be calculated because most of them were still alive when the
results were analyzed. Participants who were given alectinib were alive and cancer-free in their CNS for longer than those who were
given chemotherapy. The side effects experienced by the participants who were treated with alectinib were consistent with what we
already know from previous experience with alectinib.

These results from the ALINA study support the use of alectinib after surgery in people with ALK-positive NSCLC and led to the
approval of alectinib for use in these patients.

The ALINA study is ongoing and more results will be published in the future.

What is the purpose of this plain language summary?

The purpose of this plain language summary is to help you to understand the findings from recent research.

Alectinib is used to treat the condition under study that is discussed in this summary. Approval varies by country; please check with
your local provider for more details.

e Taylor & Francis
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Who is this article for?

This summary was written for
those who want to learn more
about treatments for
with ALK-positive NSCLC and the

people

results of the ALINA study.

ALINA study results

Who sponsored this study?

F. Hoffmann-La Roche Ltd/Genentech, Inc. sponsored the ALINA study, provided the
study drugs and collaborated with the academic authors on the collection, analysis
and interpretation of the data.

Plain Language Summary of Publication

Sponsor: A company or organization that oversees and pays for a clinical research
study. The sponsor also collects and analyzes the information from the study.

What are the different stages of lung cancer?

« Non-small cell lung cancer (NSCLC) is the most common type of lung cancer. NSCLC usually grows in the 7
tissues lining the lungs but can also spread to lymph nodes near the lungs and other organs in the body. s

4 "
o

« The stage of people’s cancer gives information on the size of their cancer and how much their cancer has

spread in the body.

« Around 50% of people with NSCLC are diagnosed with early-stage
disease, when tumors are small and have not spread or have only spread
to areas near the lungs (stage 1-2 disease), or when tumors are larger,
have increased in number or have spread further to parts of the body

surrounding the lungs (stage 3 disease).

Lymph nodes: Small bean-shaped areas of tissue
that are part of the immune system and filter fluid to
help protect the body from infections.

« This study included participants with stage 1-3 ALK-positive NSCLC who had their cancer completely removed by surgery. The
American Joint Committee on Cancer and Union for International Cancer Control (AJCC 7th edition) staging categories were used
to categorize the stage of cancer that participants had, as they were the most appropriate staging categories available at the time
of the study.

(C

Stage 1

)

Primary

Small tumors that have
not spread into lymph

nodes

Stage 2

Primary
tumor

Lymph node
metastasis possible

Larger tumors without spread
to lymph nodes or small
tumors that have spread into
lymph nodes close to
the primary tumor

Primary

Lymph node
metastases

Very large tumors, multiple
tumors or spread to lymph
nodes near the lungs or in the
opposite side and potentially to
surrounding tissues

Primary

Metastatic
tumor

Cancer has spread to
distant organs
(metastatic)
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What is ALK-positive NSCLC? t

Gene: A section of DNA that has instructions for
« NSCLC is the most common type of lung cancer. making the body.

Gene alteration: A specific physical change in
the gene making it different from what is found in
healthy cells.

« ALK-positive NSCLC is a specific type of NSCLC caused by an alteration in
the ALK gene.

+ Approximately 4-5% of people with NSCLC have an alteration in the ALK

/

gene.

» The ALK gene codes for a protein called ALK tyrosine kinase. Alterations in the ALK gene can form an ALK tyrosine kinase with
uncontrolled cell division and growth. This means that instead of following the usual cell division and growth pattern, cells with ALK
alterations form a tumor.

« Compared with people who have NSCLC without ALK alterations, people with ALK-positive NSCLC tend to:

‘5‘6“731‘;

» beyounger.

9
% » have no smoking history.
» have more advanced disease (cancer that has spread to distant parts of the body).

» be at higher risk of getting cancer in the brain (this happens in up to half of people with ALK-positive NSCLC).
How is ALK-positive NSCLC diagnosed?
Biopsy: A medical procedure in which a small
To diagnose ALK-positive NSCLC, doctors collect a sample of cancer from piece of tissue, skin, liver or tumour is removed
people with NSCLC (known as taking a biopsy) to test if their cancer has || from the body by a doctor for further tests.

alterations in the ALK gene or to test for presence of ALK tyrosine kinase.

Some investigations include brain scans to check if the ALK-positive NSCLC has spread to the brain.

What is alectinib?

« Alectinib is taken by mouth, as a pill, twice a day by people with ALK-positive NSCLC.
« Alectinib is a type of drug called a tyrosine kinase inhibitor (TKI).

« Alectinib directly targets the altered ALK protein and blocks the uncontrolled tyrosine kinase activity. This slows .
down the speed in which cancer cells multiply and can help to stop tumours from growing in some people with
lung cancer, including in people with lung cancer that has spread to other parts of the body, such as the brain and
spinal cord (also known as the central nervous system or CNS).

- Based on the results from the ALINA study, alectinib was approved for treating people with ALK-positive NSCLC after they had
received surgery.

» Alectinib is the first (and currently the only) ALK inhibitor that is approved after surgery for people with ALK-positive NSCLC.

« Alectinib is also already approved as a first step in treatment in people with ALK-positive NSCLC who are unable to receive surgery
due to the wide spread of their cancer.

e Taylor & Francis
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How are people treated for ALK-positive resectable NSCLC?

« First, surgery is carried out to completely remove their resectable cancer.

Types of surgery include a lobectomy, sleeve lobectomy, bilobectomy or Resectable cancer: Cancer that can be
pneumonectomy. completely removed with surgery.

Platinum-based chemotherapy: A type of
cancer treatment that uses drugs that have
the chemical element platinum.

- After the cancer is removed by surgery, people are given further treatment, such
as platinum-based chemotherapy, to remove any cancer cells that may still be
left and to help lower the risk of the cancer coming back.

- Five years after receiving chemotherapy:

090000000 00 0d
7YY 224
About 7 1% of people with stage 1 About 36% of people with stage 3
NSCLC are alive NSCLC are alive

- However, cancer can return for many, even after chemotherapy:

{1 FIPPPPR
About 45% of people with stage 1 About 76% of people with stage 3
NSCLC have their cancer return within 5 NSCLC have their cancer return within 5
years or do not survive because of it years or do not survive because of it

« When NSCLC returns, it often spreads (also known as metastasis) to other parts of the body, including the CNS. Results from previous
studies show that people with ALK-positive NSCLC are at high risk of their cancer spreading to the CNS.

« Chemotherapy removes both cancer cells and normal cells, so it can cause side effects that are hard to manage and can lower
people’s quality of life. These include hair loss, nausea and damage to nerves or kidneys.

« Therefore, medicines which specifically target ALK, such as alectinib, may be a better treatment option after surgery than
chemotherapy for people with ALK-positive NSCLC.

Why was the ALINA study carried out? Study phases
Alectinib has shown benefit in people with advanced Mm

ALK-positive NSCLC, including in those who have ALK-positive

NSCLC that has spread beyond the lungs, in three phase 3 Testhow safe a Test how well a Test how well a new
studies. new treatment is new treatment treatment works
inasmallnumber  works and how safe and how safe it is
Based on these results, alectinib is a preferred first treatment of people who itis in people who in a lot of people
for people with advanced ALK-positive NSCLC in international do not have have a certain who have a
guidelines. the disease disease certain disease

The ALINA study was carried out to compare the effects of

alectinib with chemotherapy after surgery in people with ALK-positive resectable NSCLC. The study also aimed to find out if the
benefits of alectinib seen in people with advanced ALK-positive NSCLC also apply in people with early-stage ALK-positive NSCLC
whose cancer had been completely removed by surgery.

Taylor & Francis
Taylor &Francis Group www.tandfonline.com 5
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What kind of study is ALINA?

The ALINA study is:

« A phase 3 study (alectinib had been tested in several hundreds of people with ALK-positive NSCLC before this study. Alectinib had
shown beneficial results in these people).

+ A randomized study (the medicines that participants took were chosen by chance. This helped to make it more likely that the two
treatment groups were comparable and included similar participants in terms of their stage of cancer, and race.

« An open-label study (everyone involved, including the participant and their study doctor, knew which medicine the participant
received).

How was the ALINA study carried out?

« Participants were randomly assigned to 1 of 2 treatment groups:

Chemotherapy group
Infusion into the vein, for 4 cycles
with every cycle lasting 3 weeks

Alectinib group |
Pills, twice a day
for up to 2 years

/

Treatment with alectinib was For participants who were given platinum-
planned to continue for 2 years based chemotherapy, the available options
unless the participant’s cancer were cisplatin plus either vinorelbine,

came back or they decided to stop gemcitabine or pemetrexed.
treatment for other reasons, such For participants who did not tolerate
as due to side effects that could cisplatin, carboplatin was used

not be managed

« Participants received alectinib or platinum-based chemotherapy treatment 4 to 12 weeks after they had surgery to remove any
remaining cancer that could not be seen.

- If a participant’s cancer returned, their treatment options, including if they would need to be taken off the study, were decided with
their study doctor separately from this study.

« The ALINA study is ongoing. Here, we present the results from the study’s first analysis.

e Taylor & Francis
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Who took part in the ALINA study?

Participants could take part in the ALINA study if they:
« Were aged 18 years or older.
« Had ALK-positive NSCLC.

- Had stage 1 (tumors of size 4 cm or larger) to stage 3 NSCLC (AJCC 7th edition) that had been completely removed
by surgery.

« Could be given platinum-based chemotherapy, per local guidelines.
- Had a good level of functioning (level 0-1) in a 5-level measurement scale

:. A 5-level measurement scale is used by doctors to describe people’s level of functioning in terms of how .:
4 well they can care for themselves and carry out daily activities e.g., walking and working. 3
o Higher numbers in this scale are for people who have greater disability. 3
Participants could not take part in the ALINA study if they:
- Had received systemic anti-cancer treatment, including ALK-targeting treatment, before the study.
«  Were given or required radiotherapy treatment after their lung cancer surgery.
- Had liver disease.
+  Were pregnant or breastfeeding. Radiotherapy: A cancer treatment
Full criteria are available online at: https://www.nejm.org/doi/full/10.1056/NEJM0a2310532 tcgztcl;:isenlsgh energy rays toremove
The characteristics of participants included in each treatment group were similar:
Alectinib group Q Q Chemotherapy group
130 participants "N 127 participants
Average age 54 years Average age 57 years
% femal 47% femal
58% female 257 participants Yo female
were enrolled
Participants were enrolled from 113 sites across 26 different countries:
Australia Japan
Austria Kazakhstan
Belarus Republic of Korea
Bosnia and Herzegovina  Poland
Mainland China Romania
Denmark Russia
Egypt Spain
France Taiwan
Germany Thailand
Greece Turkey
Hungary Ukraine
Israel United Kingdom
Italy United States of America

Taylor & Francis
Taylor & Francis Group www.tandfonline.com 7
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« 65% of participants in the alectinib group and 55% in the chemotherapy group had never smoked.
- There was a balance of participants with different disease stages of ALK-positive NSCLC in the alectinib and chemotherapy groups:

Alectinib group Chemotherapy group

(7]

~*

Q

Q

[(°]

—
-_0
alle

11% 9%
00 0d (X X X
swge2 PP 1444
36% 35%
00000 0000 0 (
suges PPV 124440
53% 55%
« There was a similar percentage of Asian and non-Asian participants in the two treatment groups:
(XX XXX 00000d¢
e 4 4 4 1444
55% 56%
([ X X X X 0000 (
Non-Asian G PPRY 12144

45% 44%

What were the overall results of the study?

The researchers compared the following results between the two treatment groups:

« How long participants stayed alive and cancer-free for.
« How long participants stayed alive for.
« How long participants stayed alive and free from CNS-related cancer for.

« The side effects that participants experienced.

Alectinib group Chemotherapy group
0000000

115 out of 130 participants 77 out of 127 participants
88% 61%
Alive and cancer-free at the time of Alive and cancer-free at the time of
the analysis the analysis

Alectinib worked better at stopping cancer from coming back than chemotherapy.
Age, disease stage and smoking did not affect this result.

Tayior & Francis Group
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Percentage of alive and cancer-free participants in each group after starting the study medicine

Percentage of participants

100% -

75% -

50% o

25% o

Alectinib

Chemotherapy

« Overall, there was a 76% reduction in the risk of the cancer coming back or of death in participants who received
alectinib compared with those who received chemotherapy.

- There was not enough information to answer how long participants lived for on average after starting the ALINA
study. This was because most participants in the study were still alive when the results were analyzed.

« There was a 78% reduction in the risk of cancer coming back in the CNS or of death in participants who took

78%

alectinib compared with chemotherapy.

What were the most common side effects?

« Information on the safety of the study medicines was available from 128 of the 130 participants who received alectinib and from
120 of the 127 participants who received chemotherapy.

« Even though participants took alectinib for much longer (about 2 years) than chemotherapy (about 2 months), the percentage of

side effects was similar between the two. Most side effects were mild to moderate.

+ In the alectinib group:
00000000

At least one side effect was
reported by 98% of participants

+ Inthe chemotherapy group:
00000000

TePERIRES

At least one side effect was
reported by 93% of participants

The two most common side effects
occurring in 10% of participants or
more were:

» 43% increase in creatine kinase
levels, which can happen due to
stress or injury to muscles

» 42% constipation

The two most common side effects
were:

» 73% nausea

» 29% decreased appetite

Side effects considered to be related
to alectinib treatment by the
participant’s physician were
reported in 94% of participants.

Side effects considered to be related
to chemotherapy treatment by the
participant’s physician were
reported in 89% of participants.

Taylor & Francis
Taylor & Francis Group

www.tandfonline.com



Plain Language Summary of Publication Wu, Dziadziuszko, Ahn and co-authors

« Most side effects were not serious (i.e., they were not life-threatening, did not need hospital care via hospitalization or did not cause

lasting issues).
Alectinib group

1
Serious side effects were reported
in 13% of participants

» All serious side effects related to alectinib went away (participants recovered from these serious side effects).

Chemotherapy group
[ ]

Serious side effects were reported

in 8% of participants

» There were no deaths due to side effects in participants in either treatment group.

Alectinib group
®0d

Side effects led to the treatment
dose being reduced in
26% of participants

Side effects led to the treatment

dose being interrupted in
27 % of participants

Side effects led to the treatment
being stopped in
6% of participants

Chemotherapy group
[ ]

Side effects led to the treatment
dose being reduced in
10% of participants

ii
Side effects led to the treatment

dose being interrupted in
18% of participants

ii
Side effects led to the treatment

being stopped in
13% of participants

The side effects observed with alectinib were similar to the ones seen in other studies of alectinib.

10 Future Science OA (2025) 11(1) 2578145

©

Taylor & Francis

Tayior & Francis Group



ALINA study results  Plain Language Summary of Publication

What do the results of the study mean?

« Theresults of the ALINA study show that participants with ALK-positive NSCLC who received alectinib after surgery
are living cancer-free for longer than those who received chemotherapy.

These results led to approval of alectinib in people with ALK-positive NSCLC after surgery. .

The results from ALINA support the need for testing for ALK alterations across all disease stages of NSCLC, to allow
the early identification of people who can receive alectinib.

Although alectinib was given for two years in ALINA, more results from this study and other studies in people with ALK-positive
NSCLC are needed to find out how long alectinib should be given for ideally.

Also, participants in ALINA will need to be observed for longer to see if alectinib helps them to live longer than with chemotherapy
and if there are any long-term side effects with both treatments.

An important point about the open-label design of the ALINA study is that both doctors and participants knew if alectinib or
chemotherapy was being given, which may have affected the results. However, this design was needed to compare results and
understand how two very different types of treatment (alectinib as a pill and chemotherapy as an infusion through the vein)
affected participants without making it too difficult for them.

Further study to see if alectinib and chemotherapy together works better than alectinib alone in people with ALK-positive NSCLC
will be useful.

Where can readers find more information on this study?

The original article titled:‘Alectinib in Resected ALK-positive Non-Small Cell Lung Cancer’was published in the New England Journal of
Medicine. You can read the full article for free at: https://www.nejm.org/doi/full/10.1056/NEJMoa2310532

Original citation:
Wu, Y.L, etal. 2024. Alectinib in resected ALK-positive non-small-cell lung cancer. New England Journal of Medicine 390(14), 1265-1276.

You can read more about the ALINA study (NCT03456076) on the following website: https://clinicaltrials.gov/study/NCT03456076

For more patient-driven and patient-oriented resources and more information on ALK-positive lung cancer, you can access the
following websites:

- www.alkpositive.org

« https://www.alkpositive.org.uk/

« https://www.facebook.com/ALKpositiveEurope/

If you are a current or former participant of the ALINA study and have any questions about the results, please contact your doctor or
study centre.
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