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Dr. Andrea Apolo: I'm going to start off really generally
talking about clinical trials, and what is a clinical trial. These
are studies involving patients and there are a lot of
different types of studies. They don't all have to be testing
a new drug. We're going to focus today mostly on
therapeutic clinical trials for patients, where we are testing
new treatments. That can be alone, in combination, but
there are other clinical trials too that are testing new
interventions like surgery, radiation, or that are looking at
biomarkers for predicting response in some patients. Also
there are imaging trials where we can be looking, for
example, at a new CT scanner or a new PET scan trace
search to see if we can detect disease sooner versus the

standard of care.

Phase | Clinical Trials

- Is it safe for humans?

- Typically for patients without a
standard treatment available for
them (previous therapy
unsuccessful)

- Experimental drug that may or
may not work

- Smaller groups of patient
participants (15-25)

These trials are generally smaller. They tend to be about
15 to 25 patients. There are types of Phase 1 trials where
drugs have been used in thousands of patients, but it's a
new combination of two drugs that are commonly used,
and that we're testing. We're asking the question, "What
is the toxicity when you combine these two well-known

drugs together in this population of patients?"

Then there's Phase 2 trials, where we are looking actually

Phase | Clinical Trials

- Is it safe for humans?

- Typically for patients without a
standard treatment available for
them (previous therapy
unsuccessful)

« Experimental drug that may or
may not work

- Smaller groups of patient
participants (15-25)

There's a lot of different phases of clinical trial.
Phase 1 clinical trials are where we are looking for
the safety of a new drug. A lot of these, so there's
different types of Phase 1 clinical trials, but many
of them are first in human. That means that the
drugs have never been tested in a human before.
They've been tested in either certain types of
animal models, but this is the first time. We usually
start off with a small dose and then escalate up,
just for safety, to make sure that the drug is
tolerable in terms of side effects. The goals of the
trial are not always to see how efficacious it is, we
usually go onto other phases of trials where we
test that.

Phase 2 Clinical Trials

Once drug is determined to be
safe...
- Trials of differentdosagesto

determine what doseis the
most safe and effective

- Making sure the drug actually

NV

to see if we can find some early efficacy, which means works

does this work in this patient population? These trials are - Larger groups (50+)
a little bit larger. They tend to be about 40 to 50 patients My

and everybody gets the drug at the same dose, which is BE;E%;F

different than the Phase 1 dose where everybody is

getting a different dosage of the drug.
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Then there's Phase 3 clinical trials. These are much
larger clinical trials, usually about 500 patients or an
average ranging from three to even 1,000 patients.

Testing really how well this works, this new treatment

modality, compared to standard of care.

Differences between Clinical Trial Phases

+ Phase 1 trials —less promising/significant results
Primary focus = determine safety
Primary patient = tried multiple other things without response

+ As you go up through the phases, the
drug/treatment shows more promise

+ Phase 3 trials —drugs almost ready for FDA
approval/public use

- Exciting because possibly next standard treatment for the
disease

My

=

Although some Phase 3 trials you can't test against an

arm, so it's two arms, but then | think that's the next

slide, where it talks about the two arms. Fifty percent

of the patients will get one treatment, the other will
get the other. There are some Phase 3 trials where
certain patients will get a placebo, especially when
there's no standard of care. There's nothing that we

standardly give these patients. Half the patients will get

nothing, because that's often what we do. We follow
the patients clinically, and then the other patients wi
get this new standard to see if it changes outcome.

Phase 3 Clinical Trials

Drug is determined to work =
compare with standard therapy
Randomized phase 3 clinical trials

= One group gets experimental drug,
the other gets standard of care

If new treatment is as good, has
less side effects, or is better =
taken to the FDA for review

In terms of efficacy, Phase 1 trials have a little bit
less efficacy than other trials because | think a lot of
it is it's never been tested in this either patient
population or at the right dose, so we're dose-
escalating up. It could be a good drug that works in
this population, but you're just really slowly going
up on the dose. Phase 3 trials at that point, you
know that the drug is active; you know it works in
this population. Can this become a new standard of
care? It's often tested comparing to the standard of
care. These trials are sought after because we know
that they're efficacious.

Phase 3 Clinical Trials with Placebo

- Some phase 3 trials give patients placebho
when there’s no standard of care available

- No standard to give them =2 half the
patients get nothing but closely monitored

- The other half gets the new standard to
see if outcome changes

Ay
=
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Typical Randomized Phase Three Trials

- Sometimes in EOTH arms we test the standard therapy
alone vs the standard therapy + new therapy.

- Example: Platinum-based chemotherapy became the
standard through a randomized clinical trial
One arm: chemotherapy + radical cystectomy (bladder removal)
Other arm: radical cystectomy surgery alone
BOTH arms got standard = surgery

+  (Give chemo to patients who will respond well, and give
alternative to those who don't.

My
=
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Dr. Betsy Plimack: Andrea just went over the
different types of clinical trials that there are, but
ultimately for each patient in their conversation
with their doctor, they'll be offered usually a
specific trial, or maybe two different trial options in
addition to a standard treatment. That's generally
the way we discuss clinical trials is as an option for
patients. There are a certain set of questions that
are important for everyone considering a clinical
trial to think about and ask. In asking those
guestions, which we'll get to in the next few slides,
there's some clear pros and cons in general of
participating in clinical trials that are important to
be aware of.

Pros of Clinical Trials E’\)

- Trials add another option to the list of treatments.

- Usually standard treatment can be given after
clinical trial therapy. The reverse is less often
true.

- Trials offer the opportunity to try something that
we hope will be better than standard options

......

Sometimes in both arms we test the standard of
care plus something else. For example in the
neoadjuvant studies, both arms underwent
removal of the bladder, or cystectomy, but in
one arm patients got removal of the bladder
plus chemotherapy. Patients are getting
standard of care, often in some trials plus a new
therapy.

Clinical Trials = Options

- Doctors offer patients a SPECIFIC trial or two in
addition to a standard treatment

Discussion of clinical trials = an option with clear
pros and cons

Slummek —

The pros of participating in clinical trials are that
the clinical trial option typically adds another
option to the list of treatments available to each
patient. Typically, standard treatment can be given
after the clinical trial therapy where the reverse is
less often true. For instance, if you're considering
a standard treatment and a clinical trial treatment,
if the clinical trial treatment doesn't work, there
are fewer stipulations on the use of the standard
treatment, and so often your doctor can then use
that as a second option. There are eligibilities for
clinical trials that sometimes they not always limit
the number of prior treatments one can have, and
so that's an important thing to keep in mind.
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What Andrea and | always tell our patients, is that the
clinical trials offer the opportunity to try something
that we hope will be better than standard options. |
think those of us that are active in clinical research

Pros of Clinical Trials

- Trials add another option to the list of treatments.
- Usually standard treatment can be given after

clinical trial therapy. The reverse is less often truly believe we can and we must do better for our
true. patients. We are generally not satisfied with the
- Trials offer the opportunity to try something that standard, especially for patients with metastatic or

We hope will be better than standard options incurable disease. We're always looking to find

something that will work better than what we have
available. While it's certainly not a guarantee, it's an
opportunity to try something that we hope will be
better.

Usually there's a reason why we hope it will be

better. Either that drugs or combination worked L. . E b
before in other cancers, but they've worked in the lab Pros of Clinical Trials - 4 \’

or other scientific rationale that supports the trial. All S
new approved treatments were once trials. All of the - Trials add another option to the list of treatments.
new treatments that we have now for bladder cancer - Usually standard treatment can be given after

clinical trial therapy. The reverse is less often
true.

- Trials offer the opportunity to try something that
we hope will be better than standard options

were tested as clinical trials by patients coming for
decades before any of us, and some more recently.
Participation in a clinical trial not only helps move the

field forward, but more importantly, offers each . All new approved treatments were once trials —
individual patient a chance to get a breakthrough participation is a chance to get that treatment first
treatment earlier, or first. When we look back at the - Generally, care is better and more closely
patients at our Center who have been on some of monitored as part of a trial

these trials when the drugs first came out, they were
able to achieve that benefit from the treatment
earlier because of a clinical trial.

. =
AN

Then another pro of participating in a clinical trial is that generally care is better monitored, or more
closely monitored as part of the trial. It's not that you won't get good care outside of the trial, but
because we collect the data from patients on clinical trials so rigorously, there's that extra oversight and
that extra set of eyes. Scheduling is usually more, there's more oversight to that because it's something
we have to get right as part of a clinical trial. That's a minor benefit of participating in a trial.

There are of course drawbacks to participating in U
cI|n|c_aI trials as well, and.they re eq.uaIIy important to Cons of Clinical Trials v *7
consider. Generally the time commitment for . @
participating in a clinical trial is greater in a number - Time commitment is often greater v

of ways. Often extra visits to the doctor so that we . Extra biopsies, blood tests, imaging tests, or other
can keep a close eye on our patients who are on trial. procedures may be required

There may be extra biopsies or imaging tests or other
procedures required.
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Cons of Clinical Trials

- Time commitment is often greater

- Extra biopsies, blood tests, imaging tests, or other
procedures may be required

- Participation may require travel to a specialty
center

- There are usually more “unknowns” as part of a
clinical trial. For instance, statistics on how well
the treatment works in your type of cancer or what
the side effects of treatment are may not be
known.

Ay
g~

For a lot of our patients, the clinical trials aren't
available at their local cancer center, and so travel
is a built-in part of study participation for a lot of
our patients. Another drawback to clinical trials is
there's obviously, by definition, more unknown.
There will be some piece of the clinical trial that
your doctor will say, "We don't know the answer to
this, this is why we're doing the trial." For instance,
where | can put statistics on how well certain
approved treatments work for an individual
patient, we may not have those statistics to
describe how well a clinical trial therapy works.
The same is true in some cases for the potential
side effects of treatment.

Some clinical trials are testing a drug that's very well-known from its use in other cancers, in bladder
cancer for instance. In that case we know a lot about the side effects. Other drugs are newer or
specifically for bladder cancer, where we may not have as much data, and there [inaudible 13:41]
unknown issue in terms of participating in clinical trials.

In considering the pros and cons of trial
participation, there are some questions that you'll
certainly have. We give them a lot of information
when we present a clinical trial. As part of a clinical
trial you get a document called an Informed
Consent, which describes everything your doctor's
reviewed with you in probably even more detail, in
terms of the scheduled potential side effects.
What's known and what's not known. Important to
know is that signing a consent form does not
promise that you will take part in the trial, it
doesn't promise that you will stay in the trial. That
decision is completely up to the patient and they
are allowed to withdraw at any time. We just ask
that you let us know so we can help you do it
safely.

Informed Consent Form

» Describes what’s known,
what’s unknown in the

// clinical trial
/ / » Signing a consent for does
. //& NOT guarantee your

<> //” participation nor promise
& you will stay in the trial.
Patient makes the decision
and can withdraw at any
time.
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Then each individual trial will generate a certain
Always Ask Questions! number of questions from patients. Please feel free to
ask your doctor any of the questions on your mind

Ask your doctor about potential upsides and about clinical trials. Ultimately as the slide says,

downsides of your participation in either group

Informed consent document details potential side uncertainty is inevitable. If we knew the treatment
effects. worked, then we wouldn't have to do the research to
But ultimately, uncertainty is inevitable find out. There will always be an element of

If we knew that a treatment worked, we wouldn't have to . . . .. .

do this research to find out! uncertainty in terms of trial participation. At the end

of the day, your safety and your comfort is really the
most important thing. Taking a risk by participating in
a clinical trial can be a calculated risk, weighing the
pros and cons.

What we always tell our patients is that they have to feel like the right decision for you to participate,
and if it doesn't, there is nothing wrong with going with the standard of care that your doctor has
recommended.

What Andrea and | would really want to emphasize as Safety = #I Priority
part of this, is that you are not a guinea pig. We do not
do these trials to test new agents. We do them to
develop new agents that help our patients. | think Your safety, rights and ability to control
neither of us would do what we do if we didn't feel that your destiny ARE protected
that care for many of our patients has come from a
clinical trial. Again, we wish we knew 100% if a trial
treatment or standard treatment would work for a
patient. We don't know that, but we choose the trials
that we open at our Center extremely carefully. We only
open trials that we think are appropriate, and we feel
good about presenting to our patients.

You are NOT a “guinea pig”

| would even go so far as to say we only open trials
that we ourselves, if we were in the situation, would
feel comfortable enrolling in. That's the one that's set
for you. In general, your safety and your rights are
d : paramount and priority. Again, as part of a clinical
trial/standard treatment would work for a patient. . . .
: trial, that | think we've just talked about, there are
- ...but doctors choose trials carefully and o .
appropriately. always extra monitoring. Again, for safety, we need to
- As if they themselves were eligible to participate! be drawing extra blood tests, scheduling extra
checkups. Your study coordinator may be calling you.
The flip side to that is we think this is really important
that we have an agreement with our patients that if
we worry about you, you come in to see us if we need
to evaluate you. A lot of the things that we are on the
lookout for as part of a clinical trial may not be

Safety = #1 Priority

- We never know with 100% certainty if a clinical

obvious to your local physician.
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Should you participate in a clinical trial?
Ultimately, it's a very personal decision. | think
the key is to ask all your questions. If you don't
have all the questions on the tip of your tongue
at that first visit, go home, read the Informed
Consent and make a list. You can always call your
doctor or the coordinator to ask the questions.
They key things that you should know when
you're considering a clinical trial, for this main
purpose of the study, is the study randomized
and is there any blinding to treatment?
Difference is that the placebo used for, is there a
subject that you'll be getting where you don't
know if you're getting a study drug or a placebo.

Should you participate in a clinical trial?
Some questions to ask...

What is the main purpose of this study?
Does the study involve a placebo or a treatment that is
already on the market?
physician and study staff?

What will happen to my medical care if | stop participating
in the study?

......

nt

Key Things to Know:

» Ask treatment team about their credentials and
research experience

» Always know your medical care will continue,
not matter if you participate in the study or not.

You would also want to know if any of the drugs in
the clinical trial are currently already approved, and
if so, in what setting and how they're being used.
You will want to know if the treatment works and
how long you can stay on the study. That varies
depending on the setting and the trial. You are
welcome to ask your treatment team about the
credentials and research experience of the study
staff. Again, always know that your medical care will
continue. Whether or not you participate in the
study, your doctor will still take care of you.
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