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Clinical Trials: What You Need to
Know

Clinical trials are studies in which people volunteer to test new drugs or devices. Doctors
use clinical trials to learn whether a new treatment works and is safedilep These
kinds of studies are needed to develop new treatments for serious diseases swr.as ca

A clinical trial could be an option for you. If you meet the requirements for coeywill
get to decide if you want to take part in it.

Parents or guardians decide if they will permit their child to take part inieatltrial. If
the parents give permission, older children are usually asked whetherishetp wake
part. In most cases, a child can refuse, even if the parents are willing ibiperm
Otherwise, the process of considering a clinical trial is similar fopéinents of a child as
it is for an adult, so the process for children is not addressed separately here.

There’s always uncertainty when you're thinking about a clinicdl ®iart of it is that

the doctors in charge of a clinical trial don’t know ahead of time how things will turn out
If they did, there would be no need for the study in the first place. So there’s no simple
answer to the question, “Should | take part in a clinical trial?”

Most people don’t pay much attention to clinical trials until they have a serioussillne

Medical breakthroughs (the results of clinical trials or other kinds of régeaiten make

the news, but you usually don’t hear about clinical trials themselves unless sgnhethi

gone wrong in one of them. For instance, the media quickly reports it any time a

volunteer in a study is harmed. Although it’s very rare, people have been harmed or even
died while taking part in clinical trials. Reports of these tragic outc@ressnportant,

because they help to expose problems in the system. These problems can then be handled
so that they don’t happen again. And there are now many laws, requirements, and
procedures in place to protect the rights and the health of human volunteers.

What you usually don’t hear about in the news are the thousands of people who are
helped each year because they decided to take part in a clinical trial. Yorealso a
likely to hear about the millions who benefit from others’ participation in climizds.

There’s no right or wrong choice when it comes time to decide on taking part micalcli
trial. The decision is a very personal one and depends on many factors, including the



benefits and risks of the study and what you hope to achieve by taking part. It also
depends on your own values, preferences, and priorities.

Knowing all you can about clinical trials in general — as well as the angeythinking
about taking part in — can help you feel better about your decision. If you do decide to
take part, knowing what to look for and what to expect ahead of time can be helpful, too.

Here we will address many basic questions and concerns so you'll be bepemedrto

discuss clinical trials with your doctor and your family. We’'ll try to hgbo decide

which questions you need to ask and what the answers may mean for you. But in the end,
only you can decide if taking part in a clinical trial is right for you.

One last note: We focus on clinical trials for people who are being treateahfoer. But
most of the information here applies to other types of clinical trials, too.

Why do we need clinical trials?

Clinical trials show us what works (and what doesn't) in medicine and health base. T
are the best way to learn what works best in treating diseases like. €ngeal trials
are designed to answer 2 important questions:

* Does the new treatment work in humans™ it does, doctors are also looking at
how well it works. Is it better than what’'s now being used to treat a certaasdizé
it’s not better, is it at least as good, while perhaps causing fewer @des@fOr does
it work in some people who aren’t helped by current treatments? In other words, is it
a step forward? A treatment that doesn’t offer anything new probably isn’t worth
studying.

* Is the new treatment safeThis must be answered while realizing that no treatment
or procedure — even one already in common use — is entirely without risk. But do the
benefits of the new treatment outweigh the possible risks?

Answering these questions, while exposing as few people as possible to an unknown
treatment, often requires several different clinical trials. Theywauoally grouped into
“phases.” Clinical trials in each phase are designed to answer certaigsiestiile

trying to make sure the people taking part are kept as safe as possiblendwery
treatment is tested in 3 or more phases of clinical trials before being&wusid
reasonably safe and effective. These phases are discussed in the seetdh\elt are
the phases of clinical trials?”

New treatments have to pass many tests before they get to
you.
Clinical trials are only a small part of the research that goes intdogawvg a new

treatment. Drugs of the future, for example, first have to be discovered @md;rea
purified, described, and tested in labs (in cell and animal studies) before ebhemgea



human clinical trials. Of all the substances that are tested in thesstegeg, very few
are promising enough to be tested in humans.

On average, a new cancer drug has been studied for at least 6 years bedorentles
it to clinical trials. But the major holdup in making new cancer drugs avaiRblav
long it takes to complete clinical trials themselves. It takes amgeaf about 8 years
from the time a cancer drug enters clinical trials until it's approved.

Why so long? To be sure it's safe and effective, researchers look at eatreatavent in
several different studies. Only certain people are eligible (meet theaeents) to take
part in each clinical trial. And cancer clinical trials take year®iopiete. It takes
months, if not years, to see if a cancer treatment works in any one person. Aing figu
out if a drug really improves survival can take a very long time.

The biggest barrier to completing clinical trials is that not enough people tdke pa

them. Fewer than 5% of adults (less than 1 in 20) with cancer will take part incalclini

trial, while 60% of children under age 15 do. This is one reason that survival rates for
childhood cancer have increased so dramatically in the last few decades. it heasain
people give for not taking part in a clinical trial is that they didn’t know the stwatee

an option for them. But there are many other reasons. Some people want to take part but
don’t meet the requirements. Some are uncomfortable with the idea of being a volunteer
in a study. Others worry that they won't be treated fairly or could be harmaal by

unproven treatment. All of these are valid concerns and are covered in more detail in the
section called “Should | think about taking part in a clinical trial?”

What happens before a clinical trial starts?

Before a clinical trial can be done it must be decided whether it's Ethiaak patients to
volunteer for the experimental treatment. Has the study been designed, as much as
possible, to make sure the people in it will be safe? Will the volunteers gatradn
that’s at least as good as, and maybe even better than, what they would gedidrilie
volunteer for the study?

Scientific panels are set up to review and approve all clinical trialske swae questions
like these are answered before the researchers are allowed to sigrenis page the
section “How are study participants protected?” for more details on thiefghg
process.

Certain types of information are needed before these questions can be answered.

Pre-clinical (or laboratory) studies

Clinical trials are done only aftere-clinical studies suggest that the proposed treatment
is likely to be safe and will work in people.

Pre-clinical studies, also calléaboratory studies, include:



Cell studies: These are often the first tests done on a new treatment. To see if it
might work, researchers look for effects of the new treatment on cancahaells

are grown in a lab dish or a test tube. These studies may be done on human cancer
cells or animal cancer cells.

Animal studies: Treatments that look promising in cell studies are tested next on
cancers in live animals. This gives researchers an idea of how safe the new
treatment is in a living creature.

Pre-clinical studies give a lot of useful information, but they don’t givéhallnswers

that are needed. After all, humans and mice can be very different in the way thidy abs
process, and get rid of substances. A treatment that works against canceuseamy

or may not work in people. And there could be side effects and other problems that didn’t
show up when the treatment was used in mice.

If the pre-clinical studies are completed and the treatment still seemsspng, the U.S.
Food and Drug Administration (FDA) must give permission to test it in humans.

The investigational new drug (IND) application

Before a clinical trial can be started, the research must be approvedesigational
new drug or IND application or request must be filed with the FDA when researchers
want to study a drug in humans. The IND application must contain certain infonnesi
described below. The FDA reviews this information before human clinica stait.
Here’s some of the information required on an IND request:

Pre-clinical studies:Results from studies, including those on animals, allow the FDA to
decide whether the product is reasonably safe for testing in humans. Thiapalsm
include any experience with the drug in humans (if the drug has been used or studied in
another country, for example).

Manufacturing information: This explains how the drug is made, who makes it, what's
in it, how stable it is, and more about the physical qualities of the drug. The FDA uses
this information to decide whether the company can make batches of the drudlthat wi
always be exactly the same.

Clinical protocols and investigator information: Detailed outlines for the planned
clinical studies, calledtudy protocols, are looked at to see if the study might expose
subjects to unnecessary risks. (For more, see “The study protocol” in the sectioddHow
| figure out which study is for me?”). Information on the clinical investigatdno will
supervise the study is reviewed to find out if they’re qualified to run cliniedd.tr

Finally, the research sponsor must commit to getting informed consent froaséagch
subjects, having the study reviewed by an institutional review board (IRB)okmaing

all the rules required for studying investigational new drugs (see “Saflsgna

institutions” in the section “What protects the study participants?”).



Some facts about clinical trials to keep in
mind

Clinical trials are vital in studying all aspects of medicine, not justerafiie stakes
may seem higher when researching medicines to treat cancer, but akaemetrts
(drugs and medical devices) must go through clinical trials before bgmgwed by the
FDA.

Taking part in any clinical trial is voluntary.

You always have the right to choose whether you will take part in a clinigiafiari
which you meet the criteria. The level of care you get should not be affecyedby
decision.

You also have the right to leave a clinical trial at any time, for arspredf you decide

to leave the study, talk to your doctor first. You'll want to know how quitting the study
might affect your health and what other treatment options you have. You shouldlalso te
the research group that you're quitting and why. Your health care team magptghu
agree to continue to be watched for a certain length of time to look for any lomg-ter
effects of treatment. We discuss these issues further in the sectiah‘@état would it

be like to take part in a clinical trial?” under “Taking part in the study.”

Not all clinical trials study treatments.

Here we talk about research studies as if they are all about treatmentsnpulimeal
trials look at new ways to detect, diagnose, or learn the extent of disease.vBariuok
at ways to prevent diseases from happening in the first place. Reseaitthess Btiman
volunteers to test these methods, and the same general rules apply.

Even among clinical trials that do study treatments, not all of
them study drugs.

Many clinical trials test other forms of treatment, such as new suogeagliation
therapy techniques, or even complementary or alternative medicines ogteshni

When clinical trials do look at drugs, not all of them study
new ones.

Even after a drug has been approved for use against a type of cancer, doctimsesome
find it works better when given a certain way or when combined with other trgatrite
may even work on a different type of cancer. Clinical trials are needaatiipthese
possibilities, too.



Very few cancer clinical trials use a placebo.

A placebo is a sham pill, inactive ingredient, or fake treatment used in sometypes
clinical trials to help make sure results are unbiased. A placebo pill is saaaiied a
“sugar pill.” Over the years, doctors have observed that some people begin totéeel bet
even if they just think they're being treated. Although this effect tends to edwie

doesn’t really affect cancer, it can make a new treatment seem to helginsesne

people who know they are getting placebo don’t report all the health problems that come
up, while those on the treatment do. This can make the treatment look like it has worse
side effects than it does. A placebo control group keeps people from knowing if they're
getting the treatment being studied, and makes the results more likely tadbe va

Placebos are rarely used alone in cancer research unless no known ffestinents
exist. It's not ethical to have someone take a placebo if a proven treatmentablavalil
When cancer clinical trials compare treatments, they compare the nanetneagainst
the current standard (proven) treatment. At times, a study may be desighatl so t
patients are not told which one they are getting, but they know they're gettitmgenta
that at the very least meets the current standard of care.

In some clinical trials, the doctors want to learn if adding a new drug tcatieest

therapy makes it work better. In these studies, some patients get the standajcadaig(

the new one being tested, while other patients get the standard drug(s) amthe. [dat

none of the patients would get only a placebo. Everyone gets standard treatmegisif the

a standard treatment available. (See the next section for an example o Hitady

that uses a placebo.) For more information about placebos and how they might be used in
some studies, see our document caflistebo Effect.

What are the phases of clinical trials?

Clinical trials are usually conducted in phases that build on one another. Each phase is
designed to answer certain questions. Knowing the phase of the clinical tnabitant
because it can give you some idea about how much is known about the treatment being
studied. There are pros and cons to taking part in each phase of a clinical trial.

Although there are clinical trials for devices as well as other disease®atmddnts,
drugs for cancer patients are used in the examples of clinical trial phesszged here.

Phase 0 clinical trials: Exploring if and how a new drug may
work

Even though phase 0 studies are done in humans, this type of study isn’t like the other
phases of clinical trials. The purpose of this phase is to help speed up and streamline the
drug approval process.

Phase 0 studies are exploratory studies that often use only a few smatfdosesv
drug in a few patients. They test to find out whether the drug reaches the tumor, how the
drug acts in the human body, and how cancer cells in the human body respond to the



drug. The patients in these studies might need extra biopsies, scans, and bloodasamples
part of the study process.

The biggest difference between phase 0 and the later phases of clinica thats i
there’s no chance the volunteer will benefit by taking part in a phase 0 triabertbt
will be for other people in the future. Because drug doses are low, there’ssalsgheo
the patient in phase 0 studies compared to phase | studies.

Phase 0 studies help researchers find out whether the drugs do what they ard &xpecte
do. If there are problems with the way the drug is absorbed or acts in the bady, thi
should become clear very quickly in a phase 0 clinical trial. This process tpagvbel

the delay and expense of finding out years later in phase Il or even phaseckl trials
that the drug doesn’t act as expected to based on lab studies.

Phase 0 studies are not yet being used widely, and there are some drugs fdreyhich t
wouldn’t be helpful. Phase 0 studies are very small, often with fewer than 15 people, and
the drug is given only for a short time. They're not a required part of testing a new drug

Here’s how a phase 0 study might work:

Lucia had several courses of chemotherapy after her cancer spread. mbenelmed at
first, but the cancer came back again. After talking with her doctor, Lucia doesk't thi
she wants any of the current options that are offered as standard treatnment. She
interested in a clinical trial that might help her. She has found a phadaeitiéktrial of a
new drug, but the study she wants to be in doesn’t start enrolling for nearly 4 weeks.

Then, her doctor tells her about a new substance that has been studied and tested in the
lab, including animal studies. It looks like it might help her type of canceseRHaiman
studies have not started, but a phase 0 study of the new drug, called “EX-0,” is availabl
This study will only take a few days and isn’'t expected to have many sidéseffe

because patients will be getting very small doses of the drug. Luaia kbat extra

blood samples and biopsies will be needed to find out how quickly the drug goes into her
blood and what it does to the tumor. She decides that, even though this won't help her
personally, it might help someone else in the future. She knows that other members of her
own family have had this type of cancer, and she wants them and others to havg as man
good options as possible.

When she meets with the research coordinator, he explains in detail how theitudy w
work. He goes out of his way to make sure that Lucia understands that the study cannot
help her at all. Any information gained from the study would help the drug maker know
whether they should continue with human studies. Lucia makes sure that taking the Phase
0 study drug will not keep her from going into the phase Il study next month.he al
asks more questions about what’s known about side effects that happened in animal
studies, and what else she might expect. Lucia decides that she’s willikg tihese

risks, so she signs the consent form and finds out which days she’ll need to be at the
study center over the next 2 weeks. She answers some medical questions and signs
release forms to get her medical records from her doctor and the hospitlsivbevas
treated. The staff draws some blood and they plan to start testing next week.



Phase | clinical trials: Is the treatment safe?

Phase | studies of a new drug are usually the first that involve people.alimesason

for doing phase | studies is to find the highest dose of the new treatment thaggoanbe
safely without serious side effects. Although the treatment has been testednd|
animal studies, the side effects in people can’t always be predicted. Tudies also
help to decide on the best way to give the new treatment.

Key points of phase | clinical trials:

» The first few people in the study often get a low dose of the treatment and are
watched very closely. If there are only minor side effects, the next feiwipants
may get a higher dose. This process continues until doctors find the dose that’s most
likely to work while having an acceptable level of side effects.

» The focus in phase | is looking at what the drug does to the body and what the body
does to the drug.

» Safety is the main concern at this point. Doctors keep a close eye on the people and
watch for any serious side effects. Because of the small numbers of pepipéese |
studies, rare side effects may not be seen until later.

» Placebos (sham or inactive treatments) are not part of phase I trials.
» These studies usually include a small number of people (20 to 80).

* Phase I trials may be reserved for those who have tried and failed currenétrieat
options.

» Often, people with different types of cancer can take part in the same study.
» These studies are usually done in major cancer centers.
» These studies are not designed to find out if the new treatment works agaiest canc

Overall, phase | trials are the ones with the most potential risk. But phaskeksio
help some patients. For those with life-threatening ilinesses, weighipgtimtial risks
and benefits carefully is key.

Here’s an example of how a typical phase | clinicdtial might work:

Bruce was diagnosed with cancer 4 years ago. He was first treated watiorathierapy,

but the cancer was later found to have spread to distant parts of his body. His doctor told
him chemotherapy drugs A and B might help him. Bruce’s cancer shrank for arsieort ti
while he was taking drug A, but then it began to grow again. Drug B did not work for

him.



Because Bruce is still fairly young, his doctor suggests he might wanmsader trying a
new form of treatment, “EX-1,” which is being studied in a phase | clinichktria
nearby university hospital.

Bruce talks with the doctor conducting the study. The doctor explains that the drgg bein
studied showed some promise in lab tests, but it is still unknown exactly how widll it
work in people. What's more, it might have side effects that haven’t been seéftgre
getting all of his questions answered and weighing his options, Bruce decidespartake
in the study.

Because 3 people have already enrolled in the study and have had no majordile effe
Bruce will be the first person to get a higher dose of the treatment. He adltoetay in

the hospital overnight on the first night. This is both to watch for any unexpected
reactions and to take blood samples every few hours so that doctors can figure out how
long the treatment stays in his body. He will get to go home the next day, buetoust r
regularly over the next few weeks to be watched closely until it's timé&éonext

treatment.

Phase Il clinical trials: Does the treatment work?

If a new treatment is found to be reasonably safe in phase | clinicalitrcas,then be
tested in a phase Il clinical trial to look for evidence that it works. The typenefiber
response the doctors look for depends on the goal of the treatment. It may mean the
cancer shrinks or disappears. Or it might mean there’s an extended periodwhéree

the cancer doesn’t get any bigger, or there’s a longer time before the camesr back.

In some studies the benefit may be an improved quality of life. Many studies loak to se
if people getting the new treatment live longer than they would have been expected t
without the treatment.

Key points of phase Il clinical trials:

» Usually, a group of 25 to 100 patients with the same type of cancer get the new
treatment in a phase Il study. They are treated using the dose and method found to be
the safest and most effective in phase | studies.

* In a typical phase Il clinical trial, all the volunteers usually get éimeesdose. But
some phase Il studies do randomly assign participants to differentérgajroups,
much like what’s done in phase lll trials (see the next section). These gnaypzet
different doses or get the treatment in different ways to see which proivédbest
balance of safety and effectiveness.

* No placebo (sham or inactive treatments) is used.

* Phase Il studies are often done at major cancer centers, but may also be done in
community hospitals or even doctors’ offices.

Larger numbers of patients get the treatment in phase Il studies, se thbegter chance
that less common side effects may be seen. If enough patients benefit fropatiment,



and the side effects aren’t too bad, the treatment is allowed to go on to a pblasiedl
trial. Along with watching for responses, the research team keeps looking feidany
effects.

An example of a phase Il clinical trial:

Angela was diagnosed with cancer several months ago. Only one form of treatongnt, dr
C, is known to work for people with her type of cancer, but it only works in about half of
the people who get it. After several months of this treatment, Angela’s doctdretol

that it didn’t seem to be helping her.

After doing a little research online, Angela and her doctor decide her besapéte a
clinical trial. They find a phase Il study being done by a doctor nearly/swdsting a

new type of medicine, called “EX-2.” This medicine was already found to lhe $aiie

in phase | studies. Although not many people have tried EX-2, a couple of people with
Angela’s type of cancer were helped by it.

Angela, like all of the other people in this study, will get EX-2 once a week as an
outpatient at a local hospital. Before getting the drug each week, she wi paysical

exam and blood tests to see how her body is responding to the medicine. She’ll also have
scans done after several weeks to see if the drug is affecting the chieceadSests like

this while getting drug C, but this time the tests and exams are done mareAdftd

the extra testing is paid for by the group running the study.

Phase Il clinical trials: Is it better than what's already

available?

Treatments that have been shown to work in phase Il studies usually must succeed in one
more stage of testing before they are approved for general use. Pleiisecdll trials

compare the safety and effectiveness of the new treatment againstrém standard
treatment.

Because doctors do not yet know which treatment is better, study particigaatsear
picked at random (calledhindomized) to get either the standard treatment or the new
treatment. When possible, neither the doctor nor the patient knows which of the
treatments the patient is getting. This type of study is caltiediae-blind study.
Randomization and blinding are discussed in more detail later on.

Key points of phase Il clinical trials:

» Most phase Il clinical trials have a large number of patients, at keastad hundred.

» These studies are often done in many places across the country (or even around the
world) at the same time.

» Phase Il clinical trials are more likely to be offered by communitytascologists.

» These studies tend to last longer than phases | and Il



* Placebos may be used in some phase Il studies, but they are never used alone if
there’s a treatment available that works.

As with other studies, patients in phase Il clinical trials are watclosely for side
effects, and treatment is stopped if they are too bad.

An example of a phase lll clinical trial that couldinvolve a placebo:

Li has just been diagnosed with cancer. His surgeon was able to remove the tumor, but
tells Li that this kind of cancer returns in about one-third of patients. Foetssm,

doctors usually recommend giving a short course of chemotherapy drug D. Alth@igh

is the best drug available for reducing the chance the cancer will caesbene

cancers still return after drug D is used.

Li’s doctor tells him that a new type of treatment, called “EX-3,” is now beurgjex.

EX-3 was designed to be given along with drug D. Earlier studies in animalsapid pe

have shown that the combination of drug D and EX-3 seems to be safe and effective. But
it's not yet known if this combination is better than the current standard of druign® al

in reducing the risk of the cancer coming back. So the doctors are testing it sedlpha
clinical trial.

To do this, they've designed a study that assigns people with this cancer to 1 of 2 groups:
one group will get drug D plus EX-3, while the other group will get drug D plus a

placebo. The patients will not know whether they are getting EX-3 or thebplaBat all

patients will be getting drug D, which is the accepted standard of care. The phople w

get EX-3 may do better than those who get the placebo. On the other hand, they may do
worse because of side effects and other problems. Or both groups may do about the same,
in which case EX-3 would not be any better than the placebo. (If this happens, drug D
alone would remain the standard care.)

Li, in deciding whether to take part in the clinical trial, needs to understand tit he

be randomly assigned to 1 of the 2 treatment groups, and neither he nor his doctor will
have any control over this. He also needs to understand that while on this study, he won't
know if his group is getting EX-3 or a placebo (he may find out after the study ends).

Submission for FDA approval: New drug application (NDA)

In the United States, when phase lll clinical trials show a new drug iseffective

and/or safer than the current standard treatment, a new drug application @&NDA) i
submitted to the Food and Drug Administration (FDA) for approval. The FDA then
reviews the results from the clinical trials and other relevant informatioes FDA may

ask for more information or even require that more studies be done. This can extend the
approval process to more than 5 years.

Based on its review, the FDA decides if the treatment is OK to be used in pattants w

the type of iliness the drug was tested on. If it is, the new treatment ofiemdethe

standard of care, and newer drugs must then be tested against it before being approved.
But, in some cases, the clinical trials are still not over and phase I\Vcoatisiue.



Phase IV clinical trials: What else do we need to know?

Drugs approved in phase Il trials are often watched over a long period ahtphase

IV studies. Even after testing a new medicine on thousands of people, the full effects of
the treatment may not be known. Some questions may still need to be answered. For
example, a drug may get FDA approval because it was shown to reduce thecais&esf
recurrence. But does this mean that those who get it are more likely to live?lénge

there rare side effects that haven't been seen yet, or side effects yhett@mlup after a
person has taken the drug for a long time? These types of questions may takeansny

to answer, and are often addressed in phase IV clinical trials.

Key points of phase IV clinical trials:

» Phase IV studies look at drugs that have already been approved by the FDA. The
drugs are available for doctors to prescribe for patients, but phase I¥sstudi
needed to answer important questions.

» May involve at most, a few tens of thousands of people.

» The safest type of clinical trial because the treatment has alreadgthdesd a lot
and used in possibly millions of people. Phase IV is looking at safety over time.

» These studies may also look at other aspects of the treatment, such as quiaior of |
cost effectiveness.

You can get the drugs used in a phase 1V trial without enrolling in a study. And¢he ca
you would get in a phase IV study is very much like the care you could expeat if y
were to get the treatment outside of a clinical trial. But in phase Vestydu are

helping researchers learn more about the treatment and doing a service to figote pa

Who sponsors and runs clinical trials?

The National Cancer Institute (NCI) sponsors (pays for) a good portion of the thousands
of cancer clinical trials going on in the US at any given time. The NCI igt afoe

National Institutes of Health (NIH), which is funded by US tax dollars. @kaglies are
often run by NCI-sponsored cancer cooperative groups, which are networks of doctors
and institutions across the country that specialize in a certain aspect af cance

NCI Cancer Centers also conduct research at their facilities dosokkited States.
Government agencies other than NCI, including parts of the Department ofrigetera
Affairs and the Department of Defense, often sponsor cancer clinical &rad, there are
doctors, academic medical centers, foundations, volunteer groups, and other non-profit
organizations that sponsor clinical trials, too.

The other main sponsors of clinical trials are pharmaceutical and biotechnology
companies, which must prove their medicines or devices are safe and efietbre
they can be marketed.



Researchers conduct clinical trials in many different settingsoMancer centers are
often the focal points of clinical trials research. Because they usuallytheweost
advanced facilities and highly trained staffs, they can conduct all phasasasl¢hials.
(SeeNational Cancer Institute Cancer Center Programs to learn more about this.) But
they're not the only places where these studies take place.

Community hospitals across the country also take part in clinical trialsughtthese are
usually phase Il or Il studies. Many of these hospitals are part of@ite Bommunity
Clinical Oncology Program (CCOP), which means they work with an NCI caeroger

or clinical trials cooperative group. CCOP members conduct the same diiraitsal

across the country. Community hospitals may conduct privately sponsored and other
types of studies, too. The NCI Community Cancer Centers Program is also ttesting

idea of putting cancer research in home communities, so that people don’t have to travel
far to be in clinical trials.

Doctors in private practice can also be involved in clinical trials, either asere of
cooperative groups or by being actively involved in privately sponsored research.

What this may mean for you

At one time, clinical trials were done only at major medical centers.ofteis meant that
patients had to travel long distances and were treated by doctors they didn’t know very
well. This is sometimes still the case, especially with phase | and soneelpbtaglies.

Of course, this isn’t always a bad thing. Many people prefer to be treatedoncaiager
centers because of their experience, reputation, and resources. Ultithatélgssles of
traveling must be weighed against the chance of being helped by the treatment.

Today, patients have more options. This may include staying closer to home during a
study or even staying with their own doctors. Your doctor may or may not be involved in
clinical trials. If he or she is, you may be eligible for one of them. Whétiis the

right study for you is, of course, a question worth asking. Keep in mind, each study als
has its own requirements that a person must meet to take part. See “Bligruliision)
criteria” in the section called “How do | figure out which study is for me?&arn more
about this.

Although clinical trials are now done in many different settings, the sanseanden
place to protect patients.

Having so many options can be a burden in and of itself. With the thousands of clinical
trials taking place across the country, how can you — or even your doctor — decide which
one’s best for you? At this time, there’s no complete list of all the canceratlinals.

But there are some good places to start looking if you're interested. &ipltire these

in the section, “What’s out there? Finding clinical trials.”



Should I think about taking part in a clinical
trial?

This is one of the toughest questions many people with cancer will face. The answer
won't be the same for everyone. When trying to decide, first ask yourselftsmsice
guestions:

* Why do | want to take part in a clinical trial?
» What are my goals and expectations if | decide to take part? How cealisthese?
* How sure are my doctors about what my future holds if:
* | decide to participate?
* | decide not to participate?
» Have | considered the chance of benefits versus the risks
» Have | considered other possible factors, such as travel, time, and money?
» Have | considered my other possible options?

Some of these questions may not have clear-cut answers, but they should help you start
thinking about some important issues. Each person’s situation is unique, and each
person’s reasons for wanting or not wanting to take part in a study may berdiffer

Risk versus benefit

Each clinical trial offers its own opportunities and risks, but most have some things i
common. For the most part, clinical trials (other than phase 0) have some of the same
potential benefits:

* You might help others who have the same condition in the future by helping to
advance cancer research.

* You could have access to treatment that’s not otherwise available, which might be
safer or work better than current treatment options.

* You may increase the total number of treatment options available to you, even if y
haven't yet had all of the standard treatments.

* You may feel you have more control over your situation and are taking a nigee ac
role in your health care.

* You'll probably get more attention from your health care team and more careful
monitoring of your condition and the possible side effects of treatment if you take
part in a clinical trial.



» Some study sponsors may pay for part or all of your medical care and otheresxpens
during the study. (This isn’t true for all clinical trials. Be sure you know who'’s
expected to pay for your care before you enroll in the study.)

Some of the possible downsides of being in a study can include:

* The new treatment may have unknown side effects or other risks, which may or may
not be worse than those from existing treatments. This is especially gadyof
phase trials.

* As with other forms of therapy, the new treatment may not work for you eiten if
helps others.

» There may be inconveniences such as more frequent office visits and testin), as we
as time and travel commitments.

* If you take part in a randomized clinical trial, you may not have a choice ahaait
treatment you get. If the study is blinded, you (and maybe your doctbrjovknow
which treatment you’re getting (although this information is availableeifleé for
your safety). This will be explained to you before you decide to take part.

* Insurers may not cover all of the costs of taking part in a clinical trialhbut t
usually cover the costs of what would normally be standard care. Be sutetto tal
your insurance provider and to someone involved with the study before you decide to
take part, so you know what you may have to pay for. (There’s more on this in the
section called “What about cost? Will my insurance cover it?”)

Answers to some common questions about
clinical trials

Most people have some concerns about taking part in a clinical trial, often because
they're not really sure what it will mean for them. Taking the time to getuah
information as you need before you decide is the best way to be sure that yohenake t
choice that's right for you.

Will there be risks?

Yes, all clinical trials have risks. But any medical test, drug, or procedsimgska. The
risk may be greater in a clinical trial because any new treatmasore unknowns.
This is especially true of phase | and Il clinical trials, where gradrirent has been
studied in fewer people.

Perhaps a more important question is whether the possible benefits outweigh the risks
People with cancer are often willing to accept a certain amount of risk for sediocne
helped, but it's always important to be realistic about what this chance is. Ask your
doctor to give you an idea of what the possible benefits are, and exactly whatibenefi
likely for you.



With this in mind, you can make a more informed decision. Some people may decide that
any chance of being helped is worth the risk, while others may not. Othersemaljiry
to take certain risks to help others.

Will | be a “guinea pig?”

There’s no denying that the ultimate purpose of a clinical trial is to arssmedical
guestion. People who take part in clinical trials may need to do certain things or have
certain tests done to stay in the study.

But this doesn’t mean that you won'’t get excellent, compassionate care while in the
study. In fact, most people enrolled in clinical trials appreciate the dtdrdian they get
from their health care team. In 2013, the Center for Information and Study on [Clinica
Research Participation surveyed 5,701 people on their awareness and attitudes about
clinical trials. Only 39% of these people had taken part in clinical triafsiri®st of

those who had (95%) said they would consider doing so again in the future. Quality
medical care and access to medical professionals were the top reasohesledyp c
participate.

Other studies have shown that people with cancer who felt well informed before they
took part in a clinical trial had less regret after the study than those whngere.

That's why it's important to take your time, ask questions, and feel comfowtéhlgour
decision.

Will | get a placebo?

Most cancer clinical trials do not use placebos unless they are givennalbrag active
drug. It's unethical to give someone a placebo if it would deny the person a thaete
a drug that’s known to work.

Unfortunately, there are some types of cancer for which there are no priacivef
treatments. In rare cases, testing a new treatment against a plagebbemeeded to
prove that the treatment is better than nothing at all.

The very least you should expect from any clinical trial is to be offeredahdasd of
care already being used. (See the section, “Phase lll clinidal teat better than what’s
already available?” for an example of a phase Il study using a placebo.)

Can my doctor or | pick which group I'm in?

No. Most studies amandomized. This means that each person who takes part in the
study gets assigned randomly to either the treatment group or the control group.
Randomization is used in many phase Il studies to help reduce the chance tiraupne
will be different from the other when they go into the study, which could affect
outcomes. This is especially helpful to make sure that the groups have people in simila
states of health, so the results are not skewed in favor of one group. If people were
allowed to choose which treatment they got, the study results might not belcgecc



For example, people who were sicker might tend to choose one treatment over the other.
If the new treatment was then found not to work as well, doctors couldn’t be sure if this
was because the treatment wasn’t as good or because it was tested pesipleer

Often people have a 50:50 chance of ending up in one group or the other. In some cases,
the study may allow for a different ratio, such as 2 out of 3 people getting the new
treatment and only 1 out of 3 getting the standard treatment.

Some people find the concept of randomized studies distressing, since neitheetite pati
nor the doctor can choose which group the patient is in. This can be especially true if a
study is looking at 2 totally different treatments and a person sees one athbattae

other. But remember, doctors are doing the study because they really don’t krabw whi
one is better. And sometimes taking part in such a study is the only way a person has a
chance of getting a new form of treatment.

Will | know which group I'm in? Will my doctor know?

Each study is different. Inldinded study, the patient doesn’t know which treatment
they're getting. In aouble-blinded study, neither the patient nor the doctor knows which
treatment is being used. Not knowing what you're getting can be hard. Your dactor ¢
always find out which group you're in if there’s an important medical reason (sach as
possible drug reaction), but it may result in your being removed from the studynBlindi
reduces the risk that the doctors will be biased in their evaluations of th&tgatie
outcomes. These controls help make the study results more reliable.

The possibility of getting a placebo can also be upsetting to some people. Blmthss
never means you would get no treatment, unless there’s no effective staratandrite¢o
compare with the new treatment.

Will my information be kept confidential?

As much as possible, all of your personal and medical information will be kept
confidential. Of course, your health care team needs this information to giveeyoesth
possible care, just as they would if you were not in a clinical trial.

Medical information that’s important for the study, such as test results, isyysutabn

special forms and into computer databases. This is then given to the people who will
analyze the study results. Your information is assigned a number or code -ayauisn

not on the forms or in the study database. Sometimes, members from the reseaach tea
from the Food and Drug Administration might need to look at your medical records to be
sure the information they were given is correct. But your personal informativigiven

to them and is never used in any published study results.



Other questions you should ask your
research team

Each clinical trial is unique, with its own possible benefits and risks. Bgforelecide

to take part in one, you may want answers to these questions. Some people take notes,
record discussions, or bring a friend with them to help recall the answers and think of
other questions:

* Why is this study being done?
* What's likely to happen if | decide to take part or decide not to take part in th@ study

* What are my other options (standard treatments, other studies)? W insiapeds
and cons?

* How much experience do you have with this particular treatment? With tlinada
in general?

* What were the results in earlier studies of this treatment? How likelyray to apply
to me?

» What kinds of treatments and tests would | need to have in this study? How often are
they done?

» Will this require extra time or travel on my part?
» How could the study treatment affect my daily life?

* What side effects might | expect from the study treatment? Are thererists?
(Keep in mind that there can also be side effects from standard treatmefrtsna
the disease itself.)

* How will we know if the treatment is working?

» Will I have to be in the hospital for any parts of the study? If so, how often, for how
long, and who will pay for it?

» Will I still be seeing my regular doctor? Who will be in charge of my carexgine
study?

» Will I have any costs? Will any of the treatment be free? Will myreasce cover the
rest?

 If | am harmed as a result of the research, what treatment will | hiednd?
* How long will I be in the study? How long will the study last?

* Are there reasons | would be removed from the study? Are there reasons the study
might be stopped early?



* Is long-term follow-up care part of the study? What would it involve?

* If the treatment is working for me, can | keep getting it even after thg stus?
» Can | talk to other patients already taking part in the study?

» Will I be able to find out about the results of the study?

You might find it helpful to include trusted friends and family members in youridacis
making process. They might ask questions you hadn’t thought of and can help you make
sure that you're making a decision that'’s right for you. Also, gettingadempinion

from a doctor who'’s not involved with the study can give you a broader sense of whether
a certain study is the best one for you.

How are study participants protected?

Several levels of safeguards are in place to help protect the people who take part in
clinical trials. There are still risks involved with any study, but thefegeards try to
reduce the risk as much as possible.

Three basic principles, as outlined in the Belmont Report from the late 1970s, provide the
basis for research involving humans:

» Respect for personsRecognizing that all people should be respected and have the
right to choose what treatments they receive

» BeneficenceProtecting people from harm by maximizing benefits and minimizing
risks

» Justice: Trying to ensure that all people share the benefits and burdens of research
equally

These principles are upheld by individuals and groups at the sites conductingr,esear
and also by government agencies charged with overseeing clinicalArizsy

important part of patient protection is the informed consent process, which i®©edsori
detail in the section “What would it be like to take part in a clinical trial?”

Safeguards in institutions

Centers conducting clinical trials have committees that review all padtantl ongoing
clinical trials to protect the people in the studies. These are required fiedexthlly
funded clinical trials, but even privately-sponsored studies typically undergo such
reviews.

Institutional review boards (IRBS)

Institutional review boards (IRBs) are groups of people responsible for fimgtdee
welfare of the people who take part in the study and making sure that studies camply w



federal laws. The boards are often made up of medical experts (such as doctors and
nurses), other scientists, and non-medical people. All of the people on the IRB cannot
come from only one of these groups. In other words, an IRB couldn’t be a group of just
doctors. Many institutions have their own IRBs, but some smaller centers ey ges,
“central” IRBs. The federal Office of Human Research Protections (QEé&dPbelow)
oversees the activities of IRBs.

Researchers who want to start a study must first submit the study prighecplan that
describes the study in detail) to the IRB for review. The IRB must dedide dtudy

would be acceptable on medical, ethical, and legal grounds. In other words, does the
study address a worthwhile question, and is it doing so in a way that ensures thef safety
those taking part as much as possible? One of the most important jobs of an IRB is to
make sure the informed consent form that people entering the study must signateaccur
complete, and easy to understand. Once a study begins, the IRB also follows @ssprogr
regularly to look for potential problems.

If you take part in a clinical trial, you can contact the study’s IRBctyevith any
guestions or concerns regarding safety.

Data safety monitoring boards (DSMBS)

Data safety monitoring boards (DSMBs) are used for phase Il (and sdiee @aase)
studies. They are committees made up of doctors and other scientists not involved in the
study. Their job is to look at study statistics. They monitor the results of theatlinal

at different time points and can stop a study early (before all of the intendietppats

have been enrolled or before the study has been completed) if:

* It becomes clear that the new treatment is much more (or much lessyeffsatas
to allow all study participants to get the better treatment

» Safety concerns arise (such as risks of the new treatment clearlyghihgehe
benefits), so that no more people are exposed to possible harm

The clinical investigator

The clinical investigator is in charge of all aspects of a particular .skioist often the
clinical investigator is a doctor; in some settings this person is callgxditivgoal
investigator, or PI. Ultimately, the responsibility for patient safety in a clinigal tres
with the clinical investigator. Part of this responsibility is letting thiessponsor know
right away when serious side effects occur.

Many clinical investigators have years of experience in running dlimiaks. Their
credentials are submitted to the FDA along with the investigational newagpligation
before the study is approved.



Government agencies

Several government agencies play roles in ensuring that all reseapcllisted with
patient safety in mind. These include:

Office of Human Research Protections

In 2000, the Office of Human Research Protections (OHRP) was set up as the
government’s main guardian of people’s safety and welfare in clinical ttiaisforces
the rules regarding the informed consent process, institutional review boaBd$, @Rd
the participation of people with special needs in clinical trials, such as chddcethose
with mental disabilities. It can suspend research activities until idhpfoblems are
corrected.

The OHRP also educates research centers and individuals to help them comply with
current clinical trials standards.

Food and Drug Administration

The Food and Drug Administration (FDA) has the final say about whether or not a new
treatment is approved to be given to patients. Once phase Il clinicabtrialmew
treatment are completed, the FDA reviews the information and decidessdfi and
effective enough to be approved.

But the FDA's role in many clinical trials begins long before this. Any sporresirsg
approval for a new treatment must submit all study protocols to the FDA before th
clinical trials are allowed to begin. See “The investigational new @NIQ) application”
in the section “What happens before clinical trials?” for more.

The FDA also inspects (audits) sites conducting clinical trials, espeifiddere’s reason
to think they’re not following proper procedures. If serious problems are found, the FDA
can forbid a particular site or doctor from doing any further research.

But the authority of the FDA is not absolute. Clinical trials that study tesarihat are
already on the market are not subject to the same FDA regulations (althoughrman

still done in much the same way). And substances considered to be “dietary sugdlement
do not need FDA approval to be sold in the first place. Dietary supplement makers aren’t
required to prove that their products are safe or effective, so they usually don’ttbother
conduct clinical trials.

National Cancer Institute

The National Cancer Institute (NCI), part of the NIH, sponsors many of thercance
clinical trials going on at any one time, including those being conducted by ateper
groups. Proposals for such studies must be approved by the NCI before funding is
granted. The NCI audits each site involved in NCI-sponsored research at leastevpce e
3 years.



What's out there? Finding clinical trials

People find out about clinical trials in different ways. Most people who take part in
clinical trials do so after hearing about them from their doctors. But you don’ttave
wait for your doctor to recommend a clinical trial. Many people with caac@rely look
for clinical trials online or in other places, hoping to find more options for treatment.
Some clinical trials are advertised directly to patients.

If you already have a particular clinical trial in mind, you may want to go tedbigon
called “How do I figure out which study is for me?” to learn what you should know about
the study before deciding to enroll in it.

Sources of information about clinical trials

At this time there’s no one source to find out about all of the cancer clinidsl tria
enrolling patients. But there are several resources you should know about.rélere a
main types: clinical trials lists and clinical trials matching s&wvic

Clinical trial lists

These sources give you the names and descriptions of clinical trials alea¢wents. If
there’s a certain study you're interested in, you will probably be abledatfon a list.

Lists will often include a description of each study, the criteria for patiembility, and

a contact person. If you (or your health care providers) are willing andoatdad

through descriptions of all the studies listed for your cancer type, then ajisierall

you need. Some organizations provide services that can help you narrow the lest a littl
according to the kind of treatment you are looking for (chemotherapy, immunotherapy,
radiation therapy, etc.) and the stage of your cancer.

Some sources for clinical trials lists

TheNational Cancer Institute (NCI) sponsors most government-funded cancer clinical
trials. The NCI has a list of active studies (those currently enrollingmps), as well as
some privately funded studies. You can find the list on their website at
www.cancer.gov/clinicaltrials/or by calling 1-800-4-CANCER (1-800-4237). You

can search the list by the type and stage of cancer, by the type offstuskample,
treatment or prevention), or by zip code.

TheNational Institutes of Health (NIH) has an even larger database of clinical trials at
www.clinicaltrials.gov, but not all of these are cancer studies.

CenterWatch®™ (www.centerwatch.com) is a publishing and information services
company that keeps a list of both industry-sponsored and government-funded clinical
trials for cancer and other diseases.

Private companies such as pharmaceutical or biotechnology firms, may list the studies
they're sponsoring on their websites or offer toll-free numbers so you camdatk
about them. Some of these firms also offer matching systems for the studisgdhsgr.



This can be helpful if you're interested in research on a particular expeairtreatment
and know which company is developing it.

Clinical trials matching services

Several organizations have developed computer-based systems to match patients wi
studies they may be eligible for. This service is often offered online.

Each may differ somewhat in how it works. Some of the services let you search for
clinical trials without registering at the site. If you have to registery usually assure
you that your information will be kept confidential. Either way, you'll probablyehta
enter certain details, such as the type of cancer, the stage of the disg@sg, previous
treatments you have had. Using this information, matching services caliriicdl trials
you might be eligible for, and save you the time and effort of reading déscsijoif
studies that aren’t relevant to you. Some services also let you subscribérg hisés so
that you are told as new studies open up.

Although they are usually free to users, most clinical trial matchingcesrget paid for
listing studies or get a finder’s fee from those running the studies when someotse enrol
It's important to know this because it may lead to some differences in the weanartike

the studies, or the order in which they present the studies to you.

How to choose a clinical trials matching service

Because each of these services works a little differently, be sure yostanddrow the
service you are looking at operates. Ask the following questions. Note that treransw
don’t necessarily mean that the service is not worth using; it’s just informatiomay
want to have before you decide to use them.

* Is there a fee for using the service?

* Do | have to register to use the service?

* Does the service keep my information confidential?
* Where does the service get its list of clinical trials?

* Does the service rank the studies in any particular order? Is this based teyees t
get?

» Can | contact the service online or by phone?
Some sources for clinical trials matching services

The American Cancer Society Clinical Trials Matching Servicehelps people find high
guality care in clinical trials that best match their medical needs asdnatipreferences,
while helping researchers study more effective treatments for futtieatsaThe
American Cancer Society works with eviti, Inc. to provide a free, confaleand
reliable matching and referral service for patients looking for clitizds. To our
knowledge, this is the most complete matching database of cancer clinisaailable.



The clinical trials information provided by the American Cancer Societgtibiased in
any way. It's updated every day, as is the contact information that giktvests to get

in touch with the doctors and nurses running each of the studies. You can access the
American Cancer Society Clinical Trials Matching Service througwainsite,
www.cancer.org, or through our toll-free number, 1-800-303-5691.

EmergingMed provides a free, confidential matching and referral service for cancer
patients looking for clinical trials at www.emergingmed.com, or you chid-&¥7-601-
8601.

How do | figure out which study is for me?

Whether your doctor suggests a certain clinical trial or you use tHaldedists or
matching services on the web, how do you know which study makes the most sense for
you?

You could be eligible for several trials at the same time. There may be ob\asosse

for not choosing some, such as those that are being done too far away from where you
live, but with others the choice may not be so clear. Understanding what each study
involves can help you make your decision.

The study protocol

The study protocol is the written plan for how a clinical trial is to be conducted. It
submitted to the Food and Drug Administration (FDA) and to an institutional review
board (IRB) to get the approval needed before a new treatment can be studmsdcal pr
contains the following information:

* Why the study is being done (including the goals of the study)

* Information about the treatment being tested (such as names and doses of drugs to be
used in the study), often including results of studies done before

» The phase of the study and how many people will be in it

* Who is eligible for the study

* How the treatment is to be given

» What tests will be done during the study and how often they’ll be done
» Other information that will be collected on participants

* How long the study will last

Actual study protocols can be very long, 100 pages or more, and they can be very
technical. Because they aren’t written with patients in mind, making setisenoisn’t
always easy.



The clinical trial lists available online often include summaries of thedeqwls,

highlighting some key points. Research team members may also have protocol
summaries or other information about the study they can share with you. Often, the mos
important information for patients looking for studies is the eligibility datésee below)

and any information available on the new treatment.

Eligibility, or inclusion and exclusion criteria

All clinical trials have guidelines about who can be in them. Anyone who waratkeo t
part must fit the guidelines. For instance, some studies are looking for volumitbess
certain type of cancer, or a certain stage of disease, while othévskirg for people

who have just been diagnosed and haven’t had any cancer treatment yet. Thehtctors t
allow a person to sign up for a study are callietusion criteria. To take part in the

study, a person has to meet the requirements on this checklist.

There are also factors that can exclude a person from each study. Foregxastydly

may be looking for people of a certain age, so people older and younger would not be
able to take part. Having certain medical conditions may mean that you &arpatd in

a study, as can taking certain drugs. Factors that disqualify people kiowgp part are
calledexclusion criteria. These criteria are often used to be sure that the people in the
study can safely take part.

For cancer clinical trials, the inclusion and exclusion criteria usually toage with:
» The type of cancer a person has
» The stage (extent) of the cancer
* Previous treatments a person had
» The length of time since a person last received treatment
* Results of certain lab tests
* The medicines a person is taking
» Other medical conditions the person has
» Any previous history of another cancer
* A person’s activity level (also known performance status)

Other factors, such as a person’s age or sex, may also be part of the Thexeaare
usually other criteria for each study, as well.

Advertisements and clinical trial lists may not contain all of a studiggbdity criteria.
If you've found a study you think you might qualify for, you can usually contacésnen
involved with the study to get a full list of the criteria.



| think I'm eligible. Now what?

Once you've found a study and confirmed you’re eligible for it, decidingsithe right
one for you can still be hard. There may even be more than one study that looks
promising. Again, it's important to learn as much as you can.

Talk with someone connected to the study. This could be the clinical investigator or
principal investigator (PI) — the person in charge of the study — or a researcmatwordi
Research coordinators are usually nurses. One of their jobs is to make spepha
meet eligibility criteria before they get into a study. They ala@&arsure that the study
protocol is followed for each patient. They often serve as a link between studygatie
and their doctors.

Both Pls and research coordinators should be able to answer your questions about the
study. (See the section “Should | think about taking part in a clinical trial?”listr &t
guestions you might want to ask.) They can give you answers about their particula
clinical trial, but they are not likely to be helpful in discussing other studiesygit be
thinking about. What's more, they could be biased (even if they don’t mean to be) toward
their own study.

If you haven’t done so already, talk to your doctor about the clinical trials yiookeng

at. Bring in whatever information you can, so that your doctor can help you figure out
what might be right for you. No doctor knows about every clinical trial being done, but
your doctor knows your medical situation best and can probably tell you if the study is
worth considering. This discussion can take some time, so you might need to make a
special appointment to allow your doctor enough time to look over the information.

You might also want to get a second opinion from a doctor not connected to the studies
you're looking at. Doctors who are well known in their fields usually know about the
latest experimental treatments, and they may be able to point to those that look more
promising.

If you have access to the Internet, you can find some information on your own. Try to
find out if the new treatment has been studied before or if it's being studied nowrin othe
diseases, as well as whether any results are available. If this i®hgodi f have

someone close to you help or do it for you.

Finally, talk to friends and family members you trust. Although the final decision i
yours, their opinions may give you insight into things you hadn’t thought about.

What about cost? Will my insurance cover
it?

It's important to get insurance and cost questions answered before decidikeg pat in

a clinical trial. In the past, insurers were sometimes reluctant to papymf the costs

of care given in a clinical trial. Their concern was that they’d be pagingdatments

that had not been proven to work. Some health insurance plans also defined the care



given in a clinical trial as “experimental” or “investigationalid didn’t want to cover
the costs of what was really routine care — care that you would have neededyeven if
were not taking part in a clinical trial.

When insurers do cover costs related to clinical trials, it's usually only tsr tes
treatments, or doctor’s visits that would have been part of your treatment pban if y
weren't taking part in a study. In other words, they aren’t required to pay fmakfests
or treatments you need just because you're in the study.

In most cases, when a patient volunteers for and enrolls in a clinical triaidye s

sponsor provides the new treatment at no cost and pays for any special testargspced

or extra doctor visits. The sponsor of the clinical trial may be a governmentyaggnc

as the National Cancer Institute, a drug company, biotechnology company,eootbamn
agency. Some sponsors may pay for more; for example, some may offer to pay you back
for travel time and mileage. It's important to find out what will be paid for befove

enter the study.

Private insurers and the new health care law

As of 2014, the Affordable Care Act requires that newer health insurance plansgheove
routine costs of care for people who are in approved clinical trials. Insueanstar
allowed to drop or limit coverage because a person chooses to take part in btcahica
This applies to all clinical trials that treat cancer or other lifeatening diseases, unless
the insurance plan is “grandfathered.” (See the section called “Grandfatheanrsd pl
under “Private insurers,” below.)

New insurance plans are required to pay regular costs of care for iorkeancer
treatment, even if the patient is in a clinical trial. The new health lawidesc¢he

clinical trial-related “routine patient costs” that health insurers mustrcas “all items
and services consistent with the coverage provided in the plan (or coverage) that is
typically covered for a qualified individual who is not enrolled in a clinical. trighis
includes things like hospital visits, imaging or laboratory tests, and medicines

The law requires coverage for phase |, Il, llI, or IV clinical triglsted to prevention,
detection, or treatment of cancer or other life-threatening disease if tiyenstets one
of these requirements:

* It is federally funded (any US federal agency such as the Nationa¢Casttute,
Centers for Disease Control, Department of Defense, etc.)

* It is covered under an investigational new drug application (IND) thatiswed by
the FDA

* It is exempt from the IND application process (See the section called “The
investigational new drug application” under “What happens before a clinalal t
starts?”)

In addition, for approved clinical trials, under the law, health ptansiot



» Deny a person the right to take part in a clinical trial

* Limit or deny routine patient costs for items or services connected withrtieakl
trial

* Discriminate against a person on the basis of their participation in a study
According to the new health care law, insurersidbneed to pay for:

» The treatment, device, or service that’s being studied and is usually covehed by
trial’'s sponsor

* Items and services only needed for data collection and analysis and aredniat use
direct patient care

* Any service that’s clearly not in line with widely accepted and estadudi standards
of care for a certain diagnosis

States may require more of their health insurers than this, but these requsraraent
becoming the minimum. As of 2014, most states that have laws requiring coverage of
clinical trials go beyond what'’s required by the federal law.

To find out whether your state has special laws about insurance coverage af clinic
trials, you can contact your state Health Insurance Commission offigsjtahe
American Society for Clinical Oncology (ASCO) website at wwwoasg/insurance-
coverage-clinical-trial-participants#state,

Grandfathered plans can limit clinical trials coverage

It's important to know that the new federal clinical trial coverage requirententot

apply to grandfathered health plans. Grandfathered plans are definedpdanaory

coverage that an individual was enrolled in on or before March 23, 2010 (when the new
health care law was enacted).

So, if you bought a private individual plan before that date, the new Affordable Care Act
requirements don'’t apply to it, although any state laws will.

If your employer has had the same health plan in place since before thatrdagbt it
also be grandfathered. But even if your plan is grandfathered, if your state hasad cli
trials coverage requirement, those state laws should apply — as long as the'tdaif-is
funded.

Please call your American Cancer Society if you have any questions alsout thi

Medicare

If you have Medicare, you may know that it pays for many of the routine medstal ¢
for people with cancer who are in approved clinical trials. This is true no mattex iwhe
the United States you live. Medicare normally covers any cancer caneitghgart of
either:



* A clinical trial for the diagnosis and treatment of cancer; or

* A clinical trial funded by the National Cancer Institute (NCI), NCI-Desaied
Cancer Centers, NCI-Sponsored Clinical Trials Cooperative Groups, or another
federal agency that funds cancer research

This care may include the following:
» Routine tests, procedures, and doctor visits

* Services or items that are part of the experimental treatment, suchsamapge the
study drugs

» Health care needs linked to being in a clinical trial, such as a test or haafiali
because of a side effect or problem

Costs that are not covered:

* Investigational drugs, items, or services that are being tested as {hertcbhical
trial

* Items or services used only to collect data for the clinical trial
» Anything that’s provided for free by the sponsor of the clinical trial
* Any co-insurance and deductibles

Cancer prevention trials currently are not covered by Medicare. Ifeyaotrsure

whether your trial meets all of the requirements, discuss these conctriyswidoctor

or call Medicare (1-800-633-4227). Other trials may be covered, so be sure to ask about
other clinical trials before you start one that may not be covered.

State laws about insurance coverage of clinical trials

Recognizing the importance of clinical trials, many states have passgdbout
insurance coverage for research studies. A few states have worked out yoluntar
agreements with insurance companies to cover clinical trials.

The types of clinical trials covered and the exact coverage required bydhesvary
from state to state — some cover all clinical trials, while others magr coNy certain
phases of clinical trials. To find out whether your state has special laws asanatnice
coverage of clinical trials, you can contact your state Health InsuranceniSsion
office (see the “To learn more” section). You can also find out by visiting theriéam
Society for Clinical Oncology (ASCO) online at www.asco.org/insuraneerage-
clinical-trial-participants#state.

The Affordable Care Act also makes coverage available for cancerergdtmt's done
in clinical trials. As of 2014, insurers are not allowed to drop or limit coverageideea
person takes part in a clinical trial for cancer or any other life-thriegtelisease.



What you can do
If possible, find out what your insurer will cover before you enroll in a clinical tr

Find out if your state has laws that require coverage of routine costs oéldirats

beyond the requirements of the Affordable Care Act. Then gather as much indorasat

you can about the study and contact your insurance provider to find out about coverage.
Many insurers may not be able to give you a simple yes or no answer, becgusayhe
review claims on a case-by-case basis. They'll also want to be sure tdattbes

supplying the main part of your cancer care are “in network.”

Study sponsors are often eager to recruit eligible patients for timdattrials, and they
may be willing to cover some costs your insurance does not. If needed, ask youodoct
the research coordinator to contact the study sponsor on your behalf.

What would it be like to be in a clinical trial?

Having an idea of what you can expect from taking part in a study can hele sime
of your concerns. The first thing you'll need to do is give your informed cotséaite
part in the clinical trial.

Informed consent or informed permission

The people running the clinical trial must get your written, informed consentbgfar
take part in any way (often even before you have any needed tests to seard yo
eligible for the study). In the informed consent process, the researdbetsr§ or
nurses) will explain the details of the study to you and answer your questions and
concerns. If you are looking at a study for your child, this process is very musdntiee
but may be callethformed permission.

You will then be given a written consent form to sign. Parents must sign the form for
their child, and in most cases older children must also agree before they takehpmais. (T
calledassent.) In general, these children’s rights are very much like those of adults,
including the right to leave the study anytime they want. Consent forms aréthet a
same, but they should include the following:

» The reason for the study (what the researchers hope to find out)

* Who is eligible to take part in the study

* What's known about the new type of treatment

» The possible risks and benefits of the new treatment (based on what's known so far)
» Other treatments that may be an option for you

» The design of the study (whether it's randomized, double blinded, etc.)

* How many and what types of tests and doctor’s visits are involved



* Who must pay for the costs of the clinical trial (tests, doctor’s visits,atd.jor the
costs if you need extra care as a result of the clinical trial

» A statement about how your identity will be protected

* A statement about the voluntary nature of the study and your right to leavedhe st
at any time without fear of affecting the care that you would normallguiside the
study

» Contact information in case you have questions at any time before and during the
study

Before you sign the consent form, ask questions. Be sure someone from the research t
goes over the form with you. Consent forms are not all easy to understand, amdayere
be words or ideas that seem confusing. You may want to bring someone along with you
to the meeting to help make sure all your concerns are addressed.

Be sure you understand what'’s involved and what's expected of you. Review what you
understand about the study with your doctor or nurse to make sure you've got it right.

Finally, don’t feel rushed into making a decision. Take the consent form home with you
if you need to. Ask trusted family members and friends what they think. Some people
may want to get a second opinion about the study from another doctor, too.

Taking part in the study

Once you've signed the consent form, you'll be ready to take part in the study. You
probably need to have blood tests and/or imaging tests done before you stagntréatm
you haven’'t had them recently). A full medical history is taken and a phgsiaat is

also usually done. The results are needed before you start the study to be sore tha
meet the eligibility criteria and to help ensure your safety.

As mentioned earlier, some studies may require you to stay in a hospital foora2ditay
get treatment. In other studies the participants are treated much the @paae ather
patients who aren’t in a clinical trial.

You may have tests done more often to find out how well the treatment is going and to
look at how you're doing. You'll likely get more attention as a study participantyta
would otherwise. The doctors and nurses may examine you more often and will want to
know if you're having any side effects (calladverse events) while being treated.

Because the possible complications may not fully be known, it's very importattthe |
research team know about anything out of the ordinary. They can then decide if
symptoms you’re having are related to the study, and if they need to be treyed or
treatment needs to be changed.

You may quit taking part in the study at any time and for any number of reasons:

* You complete treatment on the study



* The treatment doesn’t appear to be working for you
* You have serious side effects while in the study

» The study itself is stopped early because the treatment either has provek, toasor
proven to not work as well as the standard treatment, or it's been found to be too
harmful

* You decide to leave the study

Once you're out of the study, the researchers may still watch you foe @dirtiney can
continue to get an idea of how you're doing.

Some studies let you stay on the new treatment even after the study endskidgnis
asopen label, because you and your doctor know which treatment you are getting. This
option varies among clinical trials, so be sure to ask about it before you begin.

What if | want to leave the study early?

You will be told many times before you enter the study that taking part ituthg is

always voluntary. This is an important point. You (or your child) have the right to leave
the study at any time, for any reason. Your doctor will still take cayewfto the best of
his or her ability.

No matter when or why you leave the study, the researchers may ask to follott up wi
you from time to time to see how you are doing. This can give them important
information and can also help ensure your safety, even though you're no longer taking
part in the study.

What if I'm not eligible for a clinical trial?

Some people may be too sick or have other problems that keep them from taking part in
clinical trials, but most people will probably be eligible for some type of sfliglg is

true even if they've had many different treatments already. Of coursal] shtdies you

are eligible for are a good fit for you. It's always important to undedstiae purpose of

the study and have a good idea of the possible risks and benefits for you.

Some people may be interested in a certain treatment that's only availeloecad

trials, but they don’t meet the eligibility criteria outlined for the studiresome of these
cases, a person’s doctor may ask the study sponsor if they can get alityeligabier or
special exception to allow the person into the study, even though they don’t meet all of
the criteria. This decision is usually made by the study’s clinical iigatst, who may
consult with others involved in the study about the request. If entered in the study, the
person is treated according to the study protocol (the same tests, docta; $ollieit/-

up, etc.), but the results from that person are not included in the final study results.

In other cases, the studies may have already enrolled enough people and arerdhiaking
more participants.



At times, there may be ways to get access to treatments that asephdae clinical

trials but not yet approved by the FDA. These are usually referredexpaagled access

or compassionate use programs. In recent years the FDA has broadened these programs
to allow some patients who urgently need these treatments to be able to get them. For
more, see our document callédmpassionate Drug Use.

Summing it all up

Clinical trials can offer benefits for many people with cancer. Theyamobude access

to newer or more treatment options, getting more involved medical care, and having a
greater sense of control over one’s situation. But by their nature, ciinaslinvolve

some possible risks and downsides, too, and they may not be right for everyone. Your
decision on whether to look into or enter a clinical trial should be based on a realistic
understanding of the possible risks and benefits.

If you’re thinking about taking part in a clinical trial, there are many groupisidimg
the American Cancer Society, who can help guide you through the information needed to
make your decision.

To learn more

More information from your American Cancer Society

Here’s some information you might find helpful. You can order free copies of our
documents from our toll-free number, 1-800-227-2345, or read them on our website,
www.cancer.org.

Clinical trials and cancer treatments

National Cancer Institute Cancer Center Programs
Learning About New Cancer Treatments

Learning About New Ways to Prevent Cancer
Placebo Effect

Informed Consent (also in Spanish)

Compassionate Drug Use

Coping with cancer

Coping With Cancer in Everyday Life (also in Spanish)

Helping Children When A Family Member Has Cancer: Dealing With Tresattifalso in
Spanish)



National organizations and websites*

Along with the American Cancer Society, other sources of information and support
include:

National Cancer Institute

Toll-free number: 1-800-422-6237 (1-800-4-CANCER)
TTY: 1-800-332-8615

Website: www.cancer.gov

Offers general cancer information as well as information on clinicas trial
deciding whether to take part, finding certain clinical trials, rebeaews, and
other resources. Special information on clinical trials at
www.cancer.gov/clinicaltrials

Cancer Hope Network
Toll-free number: 1-877-467-3638
Website: www.cancerhopenetwork.org

Matches adult cancer patients with trained volunteers who have recovered from a
similar cancer experience for telephone support. One program matches velunteer
who have been on clinical trials with others who are considering taking part in a
clinical trial.

American Society for Clinical Oncology(ASCO)
Website: www.asco.org/insurance-coverage-clinical-trial-particigstate

This website gives information about which states have laws about clingtal tri
coverage, and what they require. You can also find more on Medicare and private
insurance requirements for coverage of people taking part in clinical trials.

National Association of Insurance Commissioners
Website: http://naic.org/state_web_map.htm
Toll-free number 1-866-470-6242

Offers contact information for your State Insurance Commission. Your State
Commission can give you more details on the insurance requirements for your
state.

Centers for Medicare & Medicaid Services (CMS)
Toll-free number: 1-800-633-4227 (1-800-MEDICARE)
TTY: 1-877-486-2048

Website: www.cms.hhs.gov

A federal agency with the US Department of Health and Human Services that
ensures effective, up-to-date health care coverage and promotes qualfty car
beneficiaries. They help answer questions, give information, and refensdall
state Medicare offices and local HMOs with Medicare contracts. (Thkckte
phone number can be used to reach CMS as well.)



*Inclusion on thislist does not imply endorsement by the American Cancer Society.

No matter who you are, we can help. Contact us anytime, day or night, for intormati
and support. Call us 4t800-227-234%r visit www.cancer.org.
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