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

In May 2024, results from the EVOKE-01 study were published in the Journal of Clinical Oncology. The first article is titled ‘Sacituzumab
Govitecan Versus Docetaxel for Previously Treated Advanced or Metastatic Non-Small Cell Lung Cancer: The Randomized, Open-Label

Phase Il EVOKE-01 Study'’.

You can obtain a free copy of the original article at: https://ascopubs.org/doi/suppl/10.1200/JC0O.24.00733

What is this summary about?

There are few treatment choices for people with non-small cell lung cancer
(NSCLC) when it gets worse after prior treatments. Available treatments lead to
poor survival outcomes and severe side effects.

This summarizes the results of a study called EVOKE-01. This study compared a
newer medicine called sacituzumab govitecan (brand name: TRODELVY®) with a
commonly used chemotherapy called docetaxel. People in the study had NSCLC
that was advanced or had become metastatic after being treated with other
medicines that contain platinum plus an immunotherapy.

What were the results?
After a median of 13 months of observation in the study, people with advanced

How to say (download PDF and double

click sound icon to play sound)...

* Sacituzumab govitecan:
SAH-si-TOO-200-mab GOH-vih-TEE-kan®{))

* Antibody-drug conjugate:
AN-tee-BAH-dee-druhg KON-jih-get m{)))

* Docetaxel: DOH-seh-TAK-sil *)))

* Squamous: SKWAY-mus uf>))

or

metastatic NSCLC who were treated with sacituzumab govitecan did not live significantly
longer than those who were treated with docetaxel. However, similar to docetaxel, many

people were helped by sacituzumab govitecan treatment, and patients taking sacituzumab .
govitecan appeared to live somewhat longer than those who were given docetaxel. Taylor & Francis
Taylor &Francis Group
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Plain Language Summary of Publication Paz-Ares, Juan-Vidal, Mountzios and co-authors

People were helped no matter what type of NSCLC they had. The positive effects
of sacituzumab govitecan treatment were more obvious in people whose disease
did not get better after their last immunotherapy. People given sacituzumab
govitecan had fewer severe side effects. Fewer had to stop sacituzumab govitecan
treatment, compared with those who were given docetaxel. People who got
sacituzumab govitecan in this study had similar side effects as people who took
sacituzumab govitecan in other studies. Shortness of breath is a key symptom of
NSCLC. People who got sacituzumab govitecan took longer to have shortness of
breath compared with people who got docetaxel. This suggests that sacituzumab
govitecan controlled the disease better than docetaxel.

What do the results mean?

This study suggested that some people with advanced or metastatic NSCLC
might live slightly longer when treated with sacituzumab govitecan than with
docetaxel, especially those whose cancer did not respond to earlier treatment
with immunotherapy. In this study, about the same number of people who
got sacituzumab govitecan or docetaxel had any side effects. Fewer people
had severe/life-threatening side effects or had to stop treatment because of
side effects with sacituzumab govitecan than docetaxel. These results support
future studies of sacituzumab govitecan as a potential treatment for people with
previously treated advanced or metastatic NSCLC.

What is the purpose of this plain language summary?

(f

\

Side effects: Unwanted or harmful effects
of a drug or other medical treatment.

Chemotherapy: A drug or combination of
drugs used to treat cancers, either by killing
them or stopping them from growing.
Chemotherapy may be given alone or with
other cancer treatments.

Metastatic: Cancer that has spread to other
sections of the lung or parts of the body.

Immunotherapy: These drugs work by
making the body’s own immune system
recognize and kill cancer cells.

Median: The middle value in a set of data
when all values are ordered from the
smallest to the largest.

The purpose of this plain language summary is to explain the findings from recent research. This is a summary of the results of
the EVOKE-01 study. The results of this study may be different from the results of other studies. Health professionals should make
treatment decisions based on all available information, not on the results of a single study.

Who should read this article? Who sponsored this study?

This summary may be helpful for people This study was

sponsored by
Gilead Sciences, Inc.

with cancer and their caregivers, patient
advocates, and healthcare professionals
who are interested in sacituzumab

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.

govitecan.
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What is advanced or metastatic NSCLC and how is it normally treated?

NSCLC is the most common form of lung cancer in humans. When lung cancer
cells spread from one lung to the other or to other parts of the body, the cancer
is called metastatic. Lung cancer that has spread is considered advanced when it
cannot be cured or controlled with available treatment. Healthcare professionals
use cancer staging to describe how much the cancer has grown and spread.
Stage IV lung canceris metastatic and considered advanced. People participating
in the EVOKE-01 study had stage IV NSCLC that had gotten worse after getting
another treatment.

Metastatic:
Tumor/cancer has spread
to other parts of the body

NSCLC can start from different types of cells or tissues in the lungs. Understanding
which cell or tissue the cancer started from can help determine how the cancer
will grow and what treatments will work best. In NSCLC, the two most common
cell types are squamous and nonsquamous. Sometimes, cancerous squamous
cells react differently to treatments than cancerous nonsquamous cells. Therefore,
knowing the cancer subtype is important.

y—
/

When people are diagnosed with
NSCLC, they are tested for genetic
changes. This helps to understand
how their cancer will grow and what
treatments might work best.

Cancer stage: How much cancer growth is present, and how far it has spread throughout
the body. There are four (I-IV) main stages of NSCLC. Stages I-lll are earlier in the disease
process, and there is limited or no spread outside the chest.

Stage IV is late in the disease process and the most advanced; tumors can be any size,

but there is a lot of spread throughout the body.
People with stage IV NSCLC that keeps

growing and spreading after several
treatments have limited options left.
Advanced or metastaticNSCLCis usually
treated with  platinum-containing
chemotherapy and immunotherapy
that blocks a protein called PD-1 or its
partner protein PD-L1. If the cancer

Squamous cell: A type of cell found in the lungs that lines the inside of the airways.
Nonsquamous cell: Any type of cell found in the lungs other than squamous cells.

Cancer subtype: The type of tissue or cell from which the cancer started. Knowing the
cancer subtype can help figure out how the cancer will grow and what treatments will
work best.

Genetic changes: A change in a healthy DNA sequence that can make cancers grow

gets worse, the next treatment is
usually docetaxel. However, docetaxel
treatment at this stage does not usually
stop the disease from getting worse,
does not improve survival by much,
and has severe side effects.

faster or grow even when treated.

PD-1: A protein found on some cells in the immune system called T cells. When attached
to its partner protein, PD-L1, the T cell is unable to kill other cells, such as cancer cells.
When PD-1 is prevented from binding PD-L1, T cells are able to kill other cells, including
cancer cells.

PD-L1: A protein found on some healthy cells and in higher-than-normal amounts on
some types of cancer cells. When PD-L1 attaches to its partner protein, PD-1, on T cells, it

kprevents those T cells from killing PD-L1-expressing cells, including cancer cells.

A common challenge in treating people with cancer is that some drugs kill cancer cells but may also kill healthy cells. This can lead to
many side effects, such as tiredness, hair loss, and easy bruising and bleeding.

Sacituzumab govitecan is an antibody-drug conjugate (ADC). ADCs are designed to target and kill cancer cells without killing healthy
cells. Sacituzumab govitecan targets cells that have Trop-2 receptors, which are found on cancer cells. Targeting cells that have Trop-2

lowers the potential for side effects.

Taylor & Francis
Taylor & Francis Group
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Sacituzumab govitecan, as an ADC, has three parts:
1. An antibody that finds and attaches to the Trop-2 receptor.

2.SN-38, a chemotherapy drug, is known to kill cancer cells by
damaging DNA, the genetic instructions for a cell's functions.

3. A linker that attaches the Trop-2—-directed antibody to SN-38.

Sacituzumab govitecan has already been approved by the United
States Food and Drug Administration (FDA) for locally advanced
or metastatic breast cancer.

How does sacituzumab govitecan work?

Cancer cell

sz

4)°Bystander effect: SN-38
spreads to and kills
neighboring cancer cells
regardless of whether or
not they have Trop-2

1) Sacituzumab govitecan
attaches to Trop-2 on
cancer cells

N

Trop-2 on the
cell surface

o
X

G

2 )Sacituzumab ”
govitecan is brought
into the cell, and the

linker is broken
Cancer cell

DA @a

3)SN-38is released from
sacituzumab govitecan and kills
cancer cells by damaging DNA

Adapted from TROPICS-02: A phase Ill study investigating sacituzumab govitecan in the
treatment of HR+/HER2— metastatic breast cancer by Rugo HS, Bardia A, Tolaney SM et al.
©The Authors 2020 taken from Future Oncol. © 2020, 16(12), 705-715, © Taylor & Francis Ltd
2020, reprinted by the permission of the publisher.

Why did the EVOKE-01 study take place?

Sacituzumab govitecan is an ADC
Trop-2-directed

antibody \
Finds and
attaches to
Trop-2
~—SN-38
Linker—/

Adapted from TROPICS-02: A phase Ill study investigating
sacituzumab govitecan in the treatment of HR+/HER2—
metastatic breast cancer by Rugo HS, Bardia A, Tolaney SM

et al. © The Authors 2020 taken from Future Oncol. © 2020,
16(12), 705-715, © Taylor & Francis Ltd 2020, reprinted by the
permission of the publisher.

[Antibody: A protein that can find and attach to
other cells that contain a specific partner protein
that they recognize. Antibodies are made by
immune cells.

Linker: A series of amino acids (the building
blocks of proteins) that enables two different
proteins or two parts of a single protein to attach
to one another.

Locally advanced: A cancer that has grown
outside of the body part it started in but has not
yet spread to other parts of the body that are

farther away.

N

People with advanced or metastatic NSCLC need better treatments. In an earlier study, people with previously treated metastatic
NSCLC were found to benefit from sacituzumab govitecan treatment and tolerated the side effects well.

The goal of the EVOKE-01 study was to find out how well sacituzumab govitecan worked compared with docetaxel chemotherapy
when used to treat people with advanced or metastatic NSCLC whose cancer got worse after treatment with platinum-containing
chemotherapy plus anti-PD-1/PD-L1 immunotherapy. We will call this anti-PD-(L)1 therapy.

3248 Future Oncol. (2025) 21(25)
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How was the study carried out?

Requirements to participate:

Participants were able to take part in the study: A ST IO LR D

take part in the study:

v Who were aged 18 years or older with stage IV NSCLC that could be X Who had prior treatment with any

measured using scans anticancer drugs that specifically target
v After completing tests to determine if they had squamous or Topo-1 orTrop-2

nonsquamous NSCLC and if they had any genetic changes X Who had prior treatment with docetaxel
v Who had disease that worsened after completing at least one platinum- chemotherapy

containing chemotherapy as well as at least one anti-PD-(L)1 therapy for X Who had an additional type of cancer

advanced or metastatic NSCLC (other than NSCLC) that was actively

+ If a genetic change was detected, the participant must have also getting worse

completed at least one approved treatment specific for that change,
if one was available, in addition to the above-described treatments

v Whose organ function and blood cell counts were considered acceptable
based on established criteria and physician discretion
Timeframe of the EVOKE-01 study analysis: Sites where the EVOKE-01 study took place:
S

—~
-

427 in £Y
Europe 5
5 = in
AR A Asia
78 in North
America
603 people participated
from across 20 countries .
13 in South
America 20in
Australia

4

Which treatment did participants receive?

Participants were randomly divided into two treatment groups:

@ All participants
Sacituzumab govitecan Sacituzumab
was given intravenously govitecan Vs
twice every 21 days 299 people

=

Docetaxel was given
intravenously once every
21 days

Docetaxel
304 people

People in the study kept getting the treatment until their disease got worse or

they had a severe reaction to the treatment. Intravenous: When a needle is

inserted into a vein and a liquid
treatment is delivered straight into
E—) 19 people left the study before getting treatment the bloodstream.

Taylor & Francis
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49% were under 65 years old

([ X X ]
1 42
32% were female

27% had squamous NSCLC

73% had nonsquamous NSCLC

Paz-Ares, Juan-Vidal, Mountzios and co-authors

55% received only 1 prior

treatment with platinum-containing
chemotherapy and anti-PD-(L)1 therapy

64% had a disease that did

not respond to their prior
anti-PD-(L)1 therapy

7% had gotten a prior treatment
specific to a genetic change

What were the key questions answered in the EVOKE-01 study?

Researchers compared the difference between sacituzumab
govitecan and docetaxel treatment:

Main question:

1.

Overall survival: How long did participants live after being
randomly assigned to a treatment group?

Other questions:

2.

Progression-free survival: After being randomly assigned to
a treatment group, how long did participants live before their
cancer got worse (called progressive disease) or they died?

. Objective response rate: What was the proportion of

participants whose tumors disappeared (complete response)

or got smaller (partial response)?

a. Duration of response: How long did a complete or partial
response last?

. Disease control rate: What was the proportion of participants

whose cancer either completely or partially responded to
treatment or remained stable without getting worse (called
stable disease)?

. Time to deterioration: How long before participants started

feeling that their NSCLC symptoms, especially the ability to
breathe, became worse?

NSCLC symptoms

1. How would you rate your coughing
at its worst over the last 7 days?

2. How would you rate the worst pain in
your chest over the last 7 days?

3. How would you rate the worst pain in
areas other than your chest over the
last 7 days?

4. How often did you feel short of
breath during usual activities over
the last 7 days?

5.How often did you have low energy
over the last 7 days?

6. How often did you tire easily over
the last 7 days?

7.How often did you have poor
appetite over the last 7 days?

. Safety: What were the side effects associated with each treatment?

Always/Very
severe symptom

Never/No
symptom at all

How did participants know if their NSCLC symptoms, especially breathing, were getting worse?

« Participants completed a NSCLC Symptom Assessment Questionnaire (NSCLC-SAQ) just before having any study procedure or

getting their first treatment, then once every 21-day treatment cycle, and at the end of treatment visit.

« NSCLC-SAQ asks participants to rate symptoms related to cough, pain, shortness of breath, fatigue, and appetite.

« Participants rated each question on a scale ranging from 1 (no symptom or never) to 5 (very severe symptom or always). If the
total score for all questions worsened by at least 2 points or the score for question 4 (shortness of breath) worsened by at least

1 point since treatment started, the participant’s symptoms were said to have gotten worse.

3250
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What were the overall results of the EVOKE-01 study?

Participants were monitored for a median of 13 months after being randomly assigned to a treatment group.

Which treatment group lived

longer?

There was no significant difference between sacituzumab govitecan and docetaxel treatments in how long people lived
overall (main question).

Median overall survival Participants alive after 12 months (overall survival)
Sacituzumab e ) Sacituzumab 22282 €
govitecan oo oo o) oo o) o govitecan ""“
11 months 47%
UUJU UJU UJU UJU UFUUFUUYUOYUTUYUU ....
Docetaxel Docetaxel ""
10 months 37%

Sacituzumab govitecan treatment compared with docetaxel treatment also did not significantly prolong life when specifically
looking at participants with squamous or nonsquamous NSCLC.

Median overall survival

Squamous NSCLC Nonsquamous NSCLC
Sacituzumalb  pumts ptmts pimts stmin xtamty ety gty gty ptomty ptmt SACItUZUMAD  pmts pimts ptmmts pimmts ptmmts ptmts ptmmts sty plomts gty gt
govitecan govitecan
10 months 11 months

Docetarel EEIEEIEIBIRIRIIRCS) Docetarel EaEm IR R )

9 months 10 months

Participants with NSCLC who did not respond well to prior anti-PD-(L)1 therapy appeared to live longer with sacituzumab
govitecan treatment than with docetaxel. In participants with NSCLC that completely or partially responded to prior
anti-PD-(L)1 therapy, there was only a small difference in overall survival between the two treatments.

Median overall survival

Stable/Progressive NSCLC after Complete/Partial response after
prior anti-PD-(L)1 therapy prior anti-PD-(L)1 therapy
S.t blIIllIIIIIlIIlIIIIIIIIIlS.t bllllllllllllllllllll
s e
12 months 10 months
el Docetavel (R LR
8 months 11 months

Why is the type of response to the prior anti-PD-(L)1 therapy important when considering further treatment?

Response to anti-PD-(L)1 therapy has been shown to impact the predicted overall survival of a person with NSCLC. People with
advanced or metastatic NSCLC that remains stable or gets worse (progresses) on or after anti-PD-(L)1 therapy tend to have
worse overall survival than those who have a complete or partial response.

Taylor & Francis
Taylor & Francis Group www.tandfonline.com 3251
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Which treatment group lived longer
without their cancer getting worse?

The length of time participants lived before

Median progression-free survival
their cancer came back or became worse was

Sacituzumalb  pumiy pumty gty ptet
similar between sacituzumab govitecan and govitecan
docetaxel treatments. 4 months

Docetaxel
4 months

Which treatment produced a better

objective response?

The objective response rates of NSCLC in participants treated with

Objective responses seen with sacituzumab
sacituzumab govitecan and docetaxel treatments was similar.

govitecan and docetaxel treatments lasted

.. a similar amount of time.
Objective response rate
. Duration of response
Sacituzumab Docetaxel P
govitecan Sacituzumab

govitecan

17% were 7 months
All partial partlal U UYC CTC CYC CYC CYCo U
responses respo§ Docetaxel

1% were 6 months
complete
responses

Which treatment prevented or better

controlled the growth and spread of
NSCLC to other parts of the body?

Sacituzumab govitecan treatment controlled

the growth or spread of the cancer equally to Sacituzumab ©9®®eeee
docetaxel treatment.

Disease control rate

govitecan """'
68%

0000000

Docetaxel """‘
67%

Which treatment prevented NSCLC

symptoms from getting worse longer?

Based on the NSCLC-SAQ results, it took longer for participants to report that shortness of breath worsened when treated with
sacituzumab govitecan compared with those treated with docetaxel. However, it took about the same amount of time for all NSCLC
symptoms to worsen with sacituzumab govitecan and docetaxel treatments.

Median time till shortness of breath worsened Median time till all NSCLC symptoms worsened

. iamin almin alamt i 'y iy pimmt
Sactuzumsb R otecan
3 months 3 months
Docetaxel Docetaxel
2 months 3 months

e Taylor & Francis
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What were the side effects

associated with each treatment?

The safety of each drug was evaluated in participants who received at least one dose of their assigned treatment. Nineteen people
quit the study before receiving treatment; therefore, treatment safety was assessed in the remaining participants:

Safety population
Sacituzumab

govitecan
296 people

Docetaxel

288 people

Overall, side effects of any severity occurred at about the same rate with sacituzumab govitecan and docetaxel.

Rate of side effects
0000000

Sacituzumab 2 Qe
govitecan """""’

more than 99%
00000000

[ X ]
Docetaxel 999999999

98%

Doctors noted the side effects caused by sacituzumab govitecan and docetaxel. Some of the most common side effects are

summarized here:

Fatigue

alle
alle
alle
alle
S ale U ale

XL =la © ale

Neutropenia

Diarrhea
Y X XXX
L ARAR
53%

34%

Constipation

Alopecia Nausea Anemia
(hairloss) (upset stomach or (low number of
feeling like throwing up) ed blood cells)

r
® ( 00
1 4 " 7"e
43% 42% 40%
° e (X X | [ X
" 144 7"

30% 26% 31%

(low number of white blood (difficulty Decreased appetite Vomiting Cough
cells called neutrophils) passing stool)
0000 00 (XX ®0 X
" "e " " "
38% 29% 26% 21% 16%
1] ¥ i { i
43% 17% 24% 15% 16%
Stomatitis Leukopenia
(shortgg:spgfegreath) (inflamed (low number of white blood
and sore mouth) cells called leukocytes)
@ ( @ ( @ (
" '1 '1 [ Sacituzumab govitecan [l Docetaxel
14% 13% 13%
5 T i
18% 20% 22%
e Taylor & Francis
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Side effects ratings

A grading system is used when measuring side effects.

Moderate:
Affect daily
activities and may

need treatment

Mild: Do not affect
daily activities; do not
need to be treated

Overall, sacituzumab govitecan treatment was associated with fewer severe

docetaxel treatment.
Rate of side effects

Life-
threatening:
Require urgent
medical attention
and may be
fatal if not man-

Death: Related to
side effects

or life-threatening side effects than

Sacituzumab 229 ¢ ¢ ¢ ¢
govitecan """‘
67%
00000004
Docetaxel """"
76%
The most common severe or life-threatening side effects are summarized here:
Neutropenia Fatigue Diarrhea Leukopenia
Sacituzumab 2 2 ¢ — - s
govitecan "‘ '1 ' ‘
25% 13% 10% 5%
) q (X
Docetaxel iiii ' ‘ "
37% 10% 4% 17%

Fewer participants had to lower the dose or completely stop use of their treatment due to side effects with sacituzumab govitecan

compared with docetaxel.
Dose reductions

Sacituzumab
govitecan

Docetaxel

Sacituzumab
govitecan

Stopped treatment
[ ]

10%

Docetaxel i i

17%

More participants had to pause treatment due to side effects when taking sacituzumab govitecan compared with docetaxel.

Dose pauses
Sacituzumab @ ® e e e o
govitecan "'

58%

Docetaxel
28%

Future Oncol. (2025) 21(25)
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Did any participants die because of treatment-related side effects during the EVOKE-01 study?

Unfortunately, side effects related to study treatment led to the deaths of 4 (1.4%) participants treated with sacituzumab govitecan
and 3 (1.0%) participants treated with docetaxel. The side effects leading to death that were related to sacituzumab govitecan were
febrile neutropenia (fever with a low number of white blood cells), neutropenic colitis (inflammation of the large intestine associated
with a low level of white blood cells called neutrophils), sepsis (serious response to infection), and septic shock (blood pressure drop
to a dangerously low level after an infection). The side effects leading to death that were related to docetaxel were pneumonia (lung
infection), pneumonitis (inflammation of the lungs), and an unknown cause.

Although the results of this study show that participants treated with sacituzumab govitecan did not live significantly longer than
those treated with docetaxel, sacituzumab govitecan was found to be an active treatment against advanced or metastatic NSCLC
that allowed some participants to live a little longer. The modest improvement seen with sacituzumab govitecan treatment did not
depend on the NSCLC subtype, meaning that participants received benefit from sacituzumab govitecan treatment regardless of the
type of NSCLC they had. The benefit was seen in all participants. Additionally, participants with NSCLC that remained stable or became
worse after their prior anti—-PD-(L)1 therapy also saw a moderate survival benefit.

The quality of a person’s life when living with any cancer and receiving treatment is a very important concern. The results of this study
show that sacituzumab govitecan treatment had fewer severe side effects; it was also able to prevent worsening of overall NSCLC
symptoms (related to cough, pain, shortness of breath, fatigue, and appetite) and, particularly, shortness of breath for a longer period
than the FDA-approved and most commonly used treatment, docetaxel.

The results of this study support further investigation of sacituzumab govitecan as a potential treatment for people with previously
treated advanced or metastatic NSCLC.

Significance

Although the results of the EVOKE-01 study do not show that sacituzumab govitecan treatment significantly lengthens life compared
with docetaxel chemotherapy, they do suggest that sacituzumab govitecan is a possible treatment for people with previously treated
advanced or metastatic NSCLC, with fewer severe side effects than docetaxel treatment. Sacituzumab govitecan needs to be studied
further in people with this disease.

Where can readers find more information on the EVOKE-01 study?

The original EVOKE-01 article titled 'Sacituzumab Govitecan Versus Docetaxel for Previously Treated Advanced or Metastatic Non-Small
Cell Lung Cancer: The Randomized, Open-Label Phase lll EVOKE-01 Study, has the following full citation:

Paz-Ares LG, Juan-Vidal O, Mountzios GS, et al. Sacituzumab Govitecan Versus Docetaxel for Previously Treated Advanced or Metastatic
Non-Small Cell Lung Cancer: The Randomized, Open-Label Phase Ill EVOKE-01 Study. J Clin Oncol 2024;42(24):2860-2872.

A free copy of the original article can be obtained here: https://ascopubs.org/doi/10.1200/JC0O.24.00733

Study start date: November 17, 2021
Study recruitment ended: May 30, 2023
Study primary completion date: November 29, 2023

For more information on the EVOKE-01 study, please visit:
ClinicalTrials.gov (https://clinicaltrials.gov/study/NCT05089734)

To learn more about sacituzumab govitecan, please visit:
Drugs@FDA (https://www.accessdata.fda.gov/scripts/cder/daf/index.cfm)
European Medicines Agency (https://www.ema.europa.eu/en/medicines/human/EPAR/trodelvy)

If you were a study participant and have questions about the results of this trial and sacituzumab govitecan (brand name TRODELVY®),
please speak with the study doctor or staff at your study center.
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