A guide to understanding
Immuno-Oncology and

Clinical Trial Results

This resource is for patients and
caregivers who are living with cancer.

How can this resource help me?

This resource explains key concepts
about immuno-oncology and clinical
trials, to help you have meaningful
conversations with your healthcare
team.

How should | use/read this
resource?

This resource is divided into four levels.

Each level is a complete story. You can
start at whichever level you want.

Keep this document for your reference.
We've provided space for you to take
notes and write down any questions
you may have as you read through it.

Level 1 ...
Starting the conversation about
new treatment options

Level2 .. ...
Understanding clinical trials:
finding information about
treatment benefits and risks

Level 3
Taking a closer look at what
clinical trials measure

......................................

Level4 ...
Evaluating a treatment using
clinical trial results

immunooncology.com



level

L

Starting the conversation about
new treatment options




Level 1

Starting the conversation about
new treatment options

There is now a variety of treatment options available for cancer. You
and your healthcare team will weigh the risks and benefits of a new
treatment, before making any changes to your current treatment plan.
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What treatment options are available to me?

You may already know about some of the treatment
options available for cancer, such as: surgery,
chemotherapy, radiation, or targeted therapy. With
advances in science, there is now another way to treat
certain cancers: immuno-oncology (I-O).

IMMUNO-ONCOLOGY (I-0)

Immuno-oncology uses drugs to help your body’s
immune system fight cancer. lImmuno’in immuno-
oncology refers to your immune system. The immune
system is your body’s natural defense against illness and
diseases such as cancer.



How does my healthcare team decide if a
new type of treatment, like immuno-oncology, may
be right for me?

You and your healthcare team will work together with the
goal of developing the best treatment plan for you. Your
healthcare team will think about what works best with your
body to help you fight your disease, and to improve your
quality of life.

N - | Itisimportant to know that a treatment plan acts like a road map. It
:O: includes decisions around what medications you will receive, when and
= how often you will receive them, updates to your lifestyle, nutrition,

and more.

Your healthcare team will decide on the medications you will receive
based on available options or clinical trial availability.

Treatment plans are fluid — they can evolve and change
with your needs. Before considering a new type of
treatment, like immuno-oncology, you and your healthcare
team will weigh its risks and benefits.

Risks can be any side W
effects that you might RISKS BENEFITS
experience' experie}\cing impr(!ving your
side effects disease
Benefits can be seen as [ S feeling better
something that helps <
improve your disease, or T In the next level,
helps you feel better. we will look at clinical

trials to understand
where the information
about a treatment’s
risks and benefits
comes from.
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Level 2

Understanding clinical trials: finding
information about treatment benefits and risks

Your healthcare team is experienced at translating clinical trial
results. By learning what was studied, your team can decide whether
a treatment has the right balance of benefits and risks for you.
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Where does my healthcare team get the information
about treatment benefits and risks?

One way that your healthcare team gets information about
treatment benefits and risks is from research studies, also
known as clinical trials. Before any treatment becomes
available to patients, it is thoroughly studied by researchers
in clinical trials.

IMMUNO-ONCOLOGY AND CLINICAL TRIALS

There are many clinical trials happening right now
that look at how immuno-oncology can treat different
& types of cancer. Because of clinical trials, there are more
options for patients living with certain cancers.



What are clinical trials?

A clinical trial is when researchers study a treatment with patient
participants. Clinical trials may include healthy volunteers or
those with the disease being studied. Researchers take and record
measurements of what happened to each participant in the trial.

Researchers consider a lot of things before they start a trial. They
think about what treatments to give the participants and what

measurements to take.

They also think about how to
separate the participants. For
example, a common clinical trial
set-up is to divide participants
into two groups:

Group 1 would receive the
standard treatment for their
disease.

Group 2 would receive a new
treatment (with or without the
standard treatment).

Researchers take and record
measurements. They compare
the groups to see what the
benefits and risks are for the new
treatment. This information is
published as clinical trial results.

It is important to know that
some clinical trials may only have
hundreds of participants, while
others can have thousands of
participants.

~ L d
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Clinical trials also vary in the way
they are designed, depending on the
treatment being studied.

Clinical trials can be done in the
United States or across multiple
countries.
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WHAT RESEARCHERS DO
IN CLINICAL TRIALS:
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What do researchers record in clinical trials,
and when?

Before a trial begins, researchers decide how often they
will take measurements (like scans or blood tests). In order
to take these measurements, they’ll schedule regular
check-ins with the participants.

. . . . .
. H . . H
.

...............................................

first check- later scheduled
in check-ins

At the first check-in, researchers will record a participant’s
starting amount of cancer, called the baseline amount

of cancer, as well as other measurements. They will

also record how a participant feels and what their daily
activities are like. They will compare this information to
what happens later in the trial.

At check-ins, researchers will do tests, ask questions, and
then record what they find. The tests and questions will
be different depending on the type of disease and the
treatment being studied. If a participant feels any change
that is strange, worrisome, or bothersome, it will also be
recorded as a side effect.

. . . . .
. H . . H
.

...............................................

first later scheduled

check-in check-ins
record baseline do tests, ask
amount of cancer questions, and record
and additional information
measurements +
+ monitor
record how side effects

participant feels

All of this information will help researchers determine
how a new treatment may affect patients in the future.

11

In the next level, we
will take a closer look
at how treatment
benefits and risks are
measured.
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Level 3

Taking a closer look at what
clinical trials measure

Treatment goals for every patient are unique. Your healthcare team
will look at the clinical trial results that are important to your goals. By
understanding the different ways the results are measured, you can
have a more complete picture of how a treatment may affect you.

How are risks and - Trials look at a lot
benefits measured in /\J : of things, like how much
clinical trials? Q 9 (:‘> ~\ 7 \ a treatment has lowered
And how does / = ‘ 2 7 the amount of cancer,
¥/ \\w/ or how long a person has

that information . .
/ lived without the cancer
help me? , )
1 0 //

\/ ) getting worse.
| \/ The experiences
‘ —— A other patients have had
[ in clinical trials will give
] \ /?) C/\)\A us clues to how it may
u |

\ ( work for you.
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What types of measurements are there?

For every participant in a clinical trial, there are two
common types of measurements that researchers usually
take to evaluate benefits:

AMOUNT TIME
changein the time it takes
amount of cancer to experience a change

In addition to measurements of benefit, side effects are also
captured from each clinical trial. The results of benefit and
side effect measurements are analyzed and reported as
clinical trial results.

15



How do researchers figure out the change in
the AMOUNT of cancer?

In clinical trials, researchers measure the change in the
amount of cancer by looking at the difference between
the baseline amount, taken at the first check-in, and the
amount of cancer at a later check-in.

o o
participant participant’s cancer
starts trial amount is measured again
(first check-in) (later check-in)
........... » ' @@| 4+ @amountmay
000 T increase
oee

amount may

not change
baseline or
amount of
cancer K
- amount may
"""""" > - decrease
o000

At the scheduled check-ins, researchers will measure if there
was an increase, a decrease, or no change in the amount of
cancer. This measurement helps researchers see if a clinical
trial participant has had a response to the treatment that is
being studied.
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What does “response to treatment” mean?

When researchers say that a participant responded to
treatment, they mean that the participant’s amount of cancer
decreased by at least half of the baseline amount. A clinical
trial participant can fall into any of the following categories:

i Progressive Disease (PD) 5 2
-» L @| eans the amount of cancer z9Q
088 increased =]
o0 O
\
. i Stable Disease (SD) 5 %
s A means there was no change in zQ
-=== the amount of cancer % e
LA l) &
baseline
amount of
cancer
- Partial Response (PR)
——p i means the amount of cancer E
L decreased by at least half of the [a)
L../ baseline amount =
: S
I Complete Response (CR) 7,
g - means cancer can't be found '!.':J
—

N - | Itisimportant to know that each participant’s baseline amount of cancer
:O: is different. The researchers will record each participant’s category of
= response based on their individual starting amounts.

How are these measurements reported?

First, the researchers add the partial respondents and the
complete respondents to get the total number of participants
who responded to treatment. Then, they divide this number
by the number of all participants in the trial.

The result is a percentage

called the Objective Response ,:;‘;;232::{5

Rate (ORR) — number of (PR4CR) —
people who responded to rotall (%)R
treatment out of all trial participants

participants.
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How do researchers figure out the TIME
@ for a change to occur?

In addition to measuring amount of cancer, researchers will
also measure time by starting the clock when the trial starts,
and then stopping the clock when a participant experiences a
change.

N S

| J
clock starts clock stops
when trial begins when a change occurs
Researchers look at this
* length of time »
. . TIME
participant participant
starts trial experiences a change

(first check-in)

(later check-in)

What does “experience a change” mean?

When measuring time, researchers consider that a change
has occurred when there has been either an increase in the
amount of cancer or the participant passed away.

researchers also monitor the side effects. They record specific
measurements (such as laboratory results) as well as information about

\O, Itis important to know that in addition to evaluating benefit,
how the participant feels.
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What time-related measurements do
researchers take?

One measurement that researchers take is the length of
time a participant lives while in a trial. This length of time is
called Overall Survival. This measurement does not look at
changes in the amount of cancer.

TIME: Overall Survival :
H '
i)

i
‘ @ TME

participant participant
starts trial passes away

(first check-in)

Another measurement is the length of time a participant
lives without the cancer increasing while in a trial. This
length of time is called Progression-Free Survival. This
measurement does require researchers to consider the
amount of cancer.

baseline increased
amount amount
; TIME: Progression-

: Free Survival ;
i '

: (no increase) (noincrease) i
o ® TIME
participant participant’s
starts trial cancer increases
(first check-in) (at a later check-in)

In the next level, we

How are these measurements reported? will see how clinical

trial results are used to

evaluate treatments.

The researchers collect everyone’s survival
information and turn it into a graph.
Progression-Free Survival N\
results, usually shown in

months or years. .
SURVIVAL TIME g
(in months or years)

This information is reported
as Overall Survival and

PERCENTAGE OF
PARTICIPANTS
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Level 4

Evaluating a treatment
using clinical trial results

Your healthcare team will look at clinical trial results to see if a new
treatment, like immuno-oncology (I-O), may work for you. They will
look at the big picture and also focus on the details of the results
that may apply to your treatment goals.

So what in the (/?‘

research should

clinical trial results, since
they can reveal potential

we look at to see if /
\/ / I-O benefits and risks...

SN \
0 %
T L NN

Let’s look at the details in

How does my healthcare team use clinical trial
results to evaluate treatment benefits?

Your healthcare team will examine the amount-related

and time-related results together. They will interpret this
information and highlight the details that will be most
helpful in improving your treatment plan. These details will
also reveal if you may be eligible for a clinical trial.

-_—

Objective
Response Rate
interpret

results  evaluate treatment by
highlighting benefits and risks

Overall Survival :O: Itis important to know that
Progression-Free “N\ ~ | along with beneﬁtg your
: healthcare team will also

Survival
think about risks and side

~ effects when evaluating if a
treatment is right for you.
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How does my team interpret Objective Response
Rate (ORR) to evaluate treatments?

Researchers count up the number of participants who
responded to treatment — the sum of all partial responders
(PR) and complete responders (CR). The Objective

Response Rate (ORR) is a percentage that represents all the
participants who responded to treatment in the trial.

Let’s walk through an example clinical trial.

Imagine there were
10 participants who
received treatment:

By the end of the trial, the researchers measured the following:

Progressive DID NOT
Disease (PD) RESPOND

Stable DID NOT
Disease (PD) RESPOND

Partial Response
(PR)

@@ RESPONDED
6 outof 10

participants

responded
Complete ponde

Response (CR) RESPONDED

-/

€0 €20
=0 €20

In this trial a total of 6 out of 10 participants responded to
treatment. So, the Objective Response Rate result is published
as“ORRis 60%.”

Your healthcare team will read the published ORR results,
and look at how many participants responded to treatment
and how many did not. They will explain and discuss how
the results may apply to you.

:O: It is important to know that all participants may respond differently.
2\_/ ~ | The baseline amount, how long the response lasts, and how well the
= participant feels will also be taken into consideration.

immunooncology.com 24



What other response-related information will my
healthcare team look at?

In addition to looking at the Objective Response Rate (ORR)
results, your healthcare team will also consider the following:

e If a participant responded, how long did the response last?
e What was their quality of life like?
* Was there any change in their daily activities?

How long did the

response last?
What was their quality

IMMUNO-ONCOLOGY (I-O) AND RESPONSE

Sometimes, it can take a while before you see a response
with I-O treatments. This can be because I-O needs to

help your immune system first. Then, your immune
system can fight cancer.

To fully evaluate I-O’s benefits and risks, it is important
for your team to look at what happens after a recorded
response.
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How does my team interpret Overall Survival (OS)
and Progression-Free Survival (PFS) to evaluate a
treatment?

Recall that Overall Survival (OS) is the length of time from
the start of trial until a participant passes away. Progression-
Free Survival (PFS), on the other hand, is the length of time a
participant lives without the cancer increasing.

To analyze everyone’s OS measurements, researchers draw
them as a curve on a graph. They draw another curve for PFS
measurements. They publish these curves as results for your
healthcare team to look at and discuss with you.

Let’s look at a “survival curve” that researchers drew in an example
trial. The researchers created one curve for OS and another curve for
PFS. Either of the curves might look something like this:

start of trial end of trial

The vertical
axis shows the B | 0500000090000000000000000 VR ER TR RETNINSSUSUURRURN
PERCENTAGE 509% _

of trial participants

The horizontal axis
shows the TIME
in months or years

Your healthcare team will look at the survival curves and will
evaluate the curve as a whole, as well as certain time points in
the trial.

immunooncology.com 26



What is the common way of analyzing survival curves
from clinical trials?

The common way of analyzing survival curves from clinical trials
is to look at the point in time where half the participants (50%)
were living without experiencing a change — the median.

start of trial end of trial

......................................................... MEDIAN
......................................................... Your healthcare team
might look at the point
in time where half of
the participants have
not experienced a
change.

PERCENTAGE
of trial participants

1
cocdoccjoccioce @

| I 1 A L L |
0% @ ——e }—t—p TIME
6 7 8 (months or years)

MEDIAN

IMMUNO-ONCOLOGY (I-O) AND THE SURVIVAL CURVE \

Immuno-oncology therapies work differently than other
traditional treatments. They help your body’s immune
' system fight cancer. The benefit of I-O may be seen over
& a longer period of time. Therefore, it is important for
your healthcare team to look past the point at which
half the patients have not experienced a change to what
happens later on.

J
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What other information on the survival curve can my
healthcare team look at and analyze?

With newer treatment modalities, like immuno-oncology, the
benefit may be seen over a longer period of time. Therefore, it is
important for your healthcare team to look at additional aspects
of the survival curves, like the tail end and the entire curve.

start of trial end of trial THE TAIL END OF
THE CURVE

Your team may also
look at the time past
............... the median.ThiS is
.......................................................... referred to as the “tail
end” of the curve.
The tail end shows
you what percentage
of participants had
benefit over a longer
period of time.

PERCENTAGE
of trial participants

1
ecccdeccdocssons

}—t—F—> TIME
6 7 8 (months or years)

start of trial end of trial

THE ENTIRE CURVE

Your team might also
look at the big picture

of everyone’s survival
time. The entire curve
gives your team clues as
to what happens in the
beginning, at the median
point, and at the end of
the trial.

PERCENTAGE
of trial participants

» TIME

1 i i j' ; é " 'é (months or years)

Your healthcare team will look at all of the clinical trial results
along with the collected safety information, to make a more
educated treatment decision.
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This resource clarified key concepts about immuno-
oncology and clinical trials to help you have a
meaningful conversation with your healthcare team.

Talk to your healthcare team about how
immuno-oncology may work for you, and if you may be
eligible for upcoming immuno-oncology clinical trials.
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What’s next?

Write down any notes or questions that you have
about immuno-oncology and clinical trials.

Please bring your questions to your next
appointment with your healthcare team.
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