Clinical Study Protocol Synopsis

A study to learn about the safety and tolerability of E7386 and how well it may
work when taken with pembrolizumab in people with certain solid tumors

Full Study Title: An open-label, multicenter, Phase 1b/2 study of E7386 in combination with
pembrolizumab in previously treated subjects with selected solid tumors

EU Clinical Study Number: 2023-505425-14 US Clinical Study Number: NCT05091346
Study Sponsor: Eisai, Inc., Nutley, NJ, USA  Telephone number: +1 201-692-1100

Why is this research needed?

Researchers are looking for a different way to treat people who have solid
tumors. Standard treatments for people with solid tumors include surgery and
other treatments that help shrink the tumors.

A solid tumor is an
uncontrolled growth that

forms an abnormal mass
E7386 when given with pembrolizumab might be able to help shrink tumors by of tissue.

blocking the proteins responsible for the formation and growth of the tumors
and by boosting participants’ immune system to fight tumors.

In this 2-part study, researchers want to learn about the safety of E7386 and pembrolizumab and how well they
may work when taken together by participants with certain solid tumors.

What treatment is being studied?

Participants will take E7386  Study doctors will give Doses of E7386 and Everyone involved in the
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tablets orally and receive study treatment in pembrolizumab will be study will know which
pembrolizumab as an 21-day periods called  measured in milligrams treatment participants will
infusion through the vein treatment cycles. (also called mg). receive.

(also called IV infusion).

It was also planned to have participants receive E7386 and pembrolizumab plus lenvatinib. But the sponsor
decided to not proceed with the plan. It was not because of safety concerns.

What are the goals of this study?

The primary objectives are to investigate the safety and tolerability of E7386 and pembrolizumab and how
well they may work if given together.

The secondary objectives are to investigate more in detail how E7386 and pembrolizumab may work
together in controlling participants’ tumors and the movement of E7386 and pembrolizumab within the body.

What are the measurements in this study?

Main measurement: To investigate the primary objectives, researchers will find out the dose to
be used in Part 2 of the study and the objective response rate of E7386 in combination with
pembrolizumab. They will also collect information on any medical problems that participants may
have during the study.

Secondary measurements: To investigate the secondary objectives, researchers will use the
following measurements (see page 3 for definitions of terms):

Pharmacokinetics Duration of response  Disease control rate Clinical benefit rate
Safety information
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The researchers will also collect other information about the study treatment. But the measurements described
above are the most important for this study.

What will happen during the study?

This study has 2 parts:
e Part 1: Researchers want to know the dose of E7386 in combination with pembrolizumab to be used in
Part 2 of the study and learn about the safety of E7386 in combination with pembrolizumab.
o Part 2: Researchers want to learn how effective E7386 in combination with pembrolizumab is in
participants with certain solid tumors.

The chart below shows what will happen in all parts of the study.

f Before the participants take study treatment
1 or more visits at study site during the 28 days before the treatment begins
["_é}” All participants will The study doctors will also: o ‘ )
288 complete consent forms. | - ) _ % Check partlmpgnts heart health using
3 xamine the removed tissue from an electrocardiogram, also called ECG
% the body to assess the tumor

The study doctors will: - Take imaging scans of a participant’s

Check participants’ health to E’O Take blood and urine samples ===¢)) brain, bone, and body to assess their
¥—| make sure they can join the study @ tumor

While the participants are taking study treatment
Multiple visits at study site to assess participants’ tumor

.

im @ Participants will take E7386 orally and The study doctors will:
m@ receive pembrolizumab as IV infusion. .
Eo Take blood and urine Check participants' heart health
Participants will continue to receive E7386 and @ samples % using ECG
pembrolizumab until:
* Their cancer gets worse Take imaging scans of a Ask about medical problems
* They have an intolerable medical problem —@ participant’s brain, bone, and participants may have and
* They choose to leave the study body to assess their tumor medicines participants are taking
. * The sponsor decides to end the study )

After the participants finish or stop taking study treatment
Participants who finish or stop taking study treatment early will visit the study site within 30 days after the last dose.
During this time, study doctors will check participants’ health and ask about medical problems and medicines participants are taking.

Study doctors or staff will reach out to participants every 12 weeks to check on their health until participants expire, withdraw their

consent, or the study ends, whichever occurs first.
J

\

Who can and cannot take part in this study?

o People can take part in this study if they:

e Are 18 years or older

e Have melanoma, colorectal cancer, or hepatocellular carcinoma

e Have solid tumors that have spread to another part of the body or do not respond to
treatment or have come back since the previous treatment

0 People cannot take part in this study if they:

e Have melanoma that occurs in the eyes or mucous membranes

e Have received treatment that helps the immune system fight colorectal cancer

e Have hepatocellular carcinoma that affects the bile duct or causes bleeding of esophagus
and stomach or brain damage

These are just some of the main study guidelines. Study doctors will check all of these to see if a person can
join this study. Participation in this study is voluntary. Participants can leave the study at any time.
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What are the potential benefits and risks of taking part in this study?

Potential Benefits (Advantages): E7386 and pembrolizumab may help to treat participant’s solid tumor. The
information collected in this study may help doctors learn more about E7386 when taken with pembrolizumab
that could help the participants and other people with solid tumors.

Potential Risks (Disadvantages): E7386 and pembrolizumab may not help to treat participant’s solid tumor,
or they might have a side effect from E7386 or pembrolizumab. There may be additional risks that are

unknown and unexpected.

Definition of Terms

Term

Definition

Bile duct

Tube that carries bilirubin from the gall bladder to the intestine

Clinical benefit rate
(or CBR)

The proportion of participants whose tumor has a complete (gone away),
partial (shrunk in size), or stable (no change in size) response to
treatment

Colorectal cancer
(or CRC)

A cancer that starts in the large bowel and involves the rectum (the lowest
part of the gut)

Disease control rate
(or DCR)

The proportion of participants who will have reduced (shrunk) or stable (no
change) tumor size

Duration of response
(or DOR)

How long from the first improvement (shrunk in size) of their tumor until it
starts to get worse (increased in size)

Hepatocellular carcinoma
(or HCC)

A type of a liver cancer that started from hepatocytes (the main cells of the
liver)

Melanoma

A type of skin cancer affecting cells called melanocytes

Objective response rate
(or ORR)

The proportion of participants whose tumor has a partial (shrunk in size) or
complete (gone away) response to treatment

Pharmacokinetics (or PK)

How a medicine is absorbed, modified, and removed from the body

Treatment cycle

A period of treatment followed by a period of rest (no treatment) that is
repeated on a regular schedule
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