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Patient Information and Consent Form

Effect of y-Secretase Inhibition on the Progression of
Alzheimer’s Disease: LY450139 versus Placebo

1.1. Introduction

You are invited to take part voluntarily in a research study of an investigational study drug
known as LY450139. The study protocol has been amended due to the recent stopping of
dosing. Your participation in this amended study is expected to last up to 32 weeks from the
time of the dose stop. Up to 1500 patients will be participating in this study.

Eli Lilly and Company is sponsoring this study. Before agreeing to participate in this research
study, it is important that you read and understand this form. It describes the purpose,
procedures, benefits, risks and discomforts, and precautions of the study. It also describes the
alternative procedures that are available to you and your right to withdraw from the study at any
time. If you participate, you will receive a copy of this form to keep for your records.

We will ask you to come to all study visits with a study partner or caregiver. Your study partner
or caregiver is someone who knows you well and will validate information we gather at your
visits. It is important that you and your study partner/caregiver understand the description of the
research study before you agree to participate.

In this consent form, “you” always refers to the patient. If you are a legally acceptable
representative or study partner, please remember that “you” refers to the study patient.

1.2. Purpose of the Study

The primary purpose of your participation in this study is to help answer the following research
question(s), and not to provide you treatment for your condition:

e The safety of LY450139 and any side effects that might be associated with it.

e To determine if the greater cognitive and functional worsening seen in LY450139-
treated patients versus placebo-treated patients in the interim and futility analyses
persists after LY450139 is discontinued.

e To monitor effects on concomitant medications following LY450139 cessation and to
allow for concomitant medication adjustment, given the potential for LY450139
cessation to affect concomitant medication exposure.

¢ To monitor other safety measures following cessation of LY450139/placebo treatment
through assessment of adverse events (AEs), routine physical/neurologic/skin
examinations, and changes in vital signs, laboratory evaluations, and
electrocardiograms (ECGs).

Semagacestat (LY450139)



H6L-MC-LFAN CSR Appendix ERB ICD Page 13

1.3. Qualifications to Participate

The doctor in charge of this study or a member of the study staff has discussed with you the
requirements for participation in this study.

You cannot participate in this study if:
e you have a history of HIV;
e you have a history within the last 5 years of alcohol or drug abuse;
e you have a history within the last 5 years of a serious infection affecting the brain;
e you have multiple or severe drug allergies;

e you have serious or uncontrolled illnesses including those that affect your heart,
kidneys, lungs, blood, liver, brain, nerves, ability to fight off infection, bowels stomach,
mental health, abnormal blood/urine tests or other condition that the investigator feels
could affect your participation in the trial;

e you cannot swallow a whole tablet;

e you are taking certain medications or may need to use certain medications during the
study that are not allowed in this trial;

e you have uncontrolled high blood pressure.

If female, in order to participate in this study you must be post-menopausal, as evidenced by a
lack of menstruation for at least 12 consecutive months or have had both ovaries removed.

It is important that you are completely truthful with the study doctor and staff about your past
medical history as well as any symptoms experienced during the study. It may be harmful to you
or to other people who may take the drug if you are not truthful with the study doctor and staff.
You should not participate in this study if you do not meet all qualifications.

1.4. Study Procedures

If you decide to take part in this study, you will need to visit the hospital or study doctor’s office
at most 4 times over the 32 weeks from the dose stop. The first visit will be approximately 4
weeks after the dose stop. The second visit will be 8 weeks after the dose stop. The third visit
will be 16 weeks after the dose stop. The fourth & final visit will be 32 weeks after the dose
stop. Your study doctor or nurse will make sure you know when you need to attend.

You will have a number of different examinations and tests during the study at different visits.
You will be asked questions about what other medications you are taking and how well you are
feeling. Safety measures such as blood pressure, pulse, and electrocardiograms will also be
taken. At all visits, you will have blood and urine samples taken. You will have a total-body
skin examination at all visits. You will also be asked to answer questionnaires at study visits.
The study visits will last up to 6 hours, depending on the evaluations made.

A blood sample will be taken at 4 visits during the study. The doctor or nurse will take your
blood (approximately 2 tablespoons) for testing by placing a needle inside a vein in your arm.
This will cause a small hole or “puncture”. The blood samples will be collected to perform the

Semagacestat (LY450139)
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following tests: chemistry (to make sure the contents in your blood are within normal range),
hematology (to make sure the levels of the different kinds of blood cells in your blood are
normal) and drug monitoring tests (if you are taking certain medications certain blood tests will
be performed to look for any changes in how it may be working). A urine sample will be taken
at 4 visits during the study. You will be asked to urinate or “pee” into a small cup. A urinalysis
(test of the urine) will be done to make sure the contents of your urine are within normal range.

Blood and urine samples collected for specified laboratory tests will be destroyed within 60 days
of confirmation of the test results, unless laws, regulations, or international laboratory
certification standards require a longer retention period. This confirmation will either occur
immediately after initial testing, or may require that samples be held to be retested at a defined
later point in time.

Certain samples (plasma) are being collected so that the sponsor can measure the amount of A
(a protein linked to Alzheimer’s disease) that is in your body and/or protein binding. The
amount of blood not used for these tests will be stored. The sponsor will keep these samples
with the patient identifier for a maximum of 2 years following last patient visit for the study. At
the end of the 2 years, any remaining samples will be discarded.

Some samples of plasma will be stored for possible future research related to Alzheimer’s
disease. Storage of these identifiable samples is a mandatory part of this study. These stored
samples will keep the patient identification number and, therefore, will not be stored indefinitely.
These samples will be stored for a maximum of 8§ years after last patient visit for the study; any
sample remaining at that time will be destroyed.

Please read the pages(s) called Study Procedures (Attachment 1). This will give you detailed
information about how often you have to come to see the doctor/nurse, how long each visit may
take how much blood will be taken and when tests and procedures will be performed on each
study visit.

1.5. Risks

There may be risks to you if you participate in this study. LY450139 is new and has been taken
only by a limited number of people. As of 07 September 2010, 367 people (297 healthy subjects
and 70 people with Alzheimer’s disease [AD]) have taken semagacestat (LY450139) in
completed studies.

1.5.1.1. Risks and Discomforts Associated with Semagacestat

An evaluation of ongoing study data showed that while patients taking placebo (sugar pill)
showed worsening in memory and ability to perform routine activities at about the rate expected
for Alzheimer’s patients, memory and function worsened more in patients taking semagacestat.
Therefore, Lilly has decided to permanently stop study drug dosing in all semagacestat studies.
For safety reasons, Lilly will continue to do follow-up testing for 7 months after stopping
semagacestat. Because the studies are ongoing, the data are still blinded to you, your
investigator, and the Lilly study team.

The following risks and discomforts have been noted in people taking semagacestat in other
studies but most of these risks should diminish once you stop semagacestat.

Semagacestat (LY450139)
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A total of 70 people with AD have taken semagacestat in 2 completed clinical studies, and
297 healthy volunteers have taken semagacestat in 14 completed studies. The most common

side effects are listed below.

Of the 70 people with AD:

10 to 14 people reported:

5 to 9 people reported:

Diarrhea (unusually loose or frequent stools)
Weakness.

Nausea (feeling sick to the stomach)
Headache

Vomiting

Cough

Rash

Dizziness

Sleepiness

Confusion

Back pain

An infection of breathing system such as a cold or
bronchitis
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Of 108 healthy volunteers who took more than one dose of semagacestat:

28 people reported: e Headache
10 to 16 people reported: e Rash
e Itchiness
e Diarrhea
Nausea
e Stomach pain
e  Constipation (unusually hard or infrequent stools)
e Stomach or intestinal gas
e  Sore throat
e  Visual disturbances (such as blurred vision or seeing
brief flashes of light)
e Dizziness
e Tiredness
e Back pain
e Indigestion
e  Muscle pain
e  Vomiting
e  Throat irritation

5 to 9 people reported:

Of 169 healthy volunteers who took just 1 dose of semagacestat:

32 people reported e Headache

11 people reported: e Back pain

Pain in extremity
e Diarrhea

5 to 9 people reported:

e Nausea
e Dizziness
e Neck pain

e  Muscle spasms

One person with Alzheimer’s disease was hospitalized for blockage of the intestine.

Five people (3 with Alzheimer’s disease, 2 without) reported signs of blood in the stool or black
stool, which may suggest injury to the stomach or intestines.

In animals and in a few people, hair color lightened. This unusual event happened after taking
the drug for several weeks. This went away after people and animals stopped taking the drug.

Temporary changes in electrocardiograms (heart-trace readings) were seen in people taking daily
doses of semagacestat. Changes in heart-trace readings may indicate a change in heart function
that could be serious or life-threatening.

Skin cancer has been seen in some people with Alzheimer’s disease taking daily doses of
semagacestat or placebo (sugar pill) in 2 ongoing studies. Since these studies are still ongoing,
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details about the rate of skin cancer with semagacestat are not yet available. Your skin will be
checked for changes while you are participating in studies with semagacestat.

Semagacestat may change the effectiveness of some medicines by raising or lowering the
amount in your blood. If you take one of these medicines, levels of these medicines in your
blood and/or their effectiveness will be monitored in studies with semagacestat to be sure you are
getting the right amount of medicine.

Some people taking medicines that lower a brain protein thought to cause Alzheimer’s disease
have experienced an increase in the water content of the brain tissue. Semagacestat works by
lowering this brain protein, but no cases of an increase in the water content of brain tissue have
been reported in patients taking semagacestat. Symptoms that can happen if someone develops
this condition include headache, worsened confusion, change in level of consciousness, seizures,
unsteadiness, and vomiting. If you develop a combination of these symptoms at the same time,
you will be asked to get a scan of your brain. This would show whether the condition was
present.

Bad effects in animals can indicate possible risks to humans. A higher rate of cancer of the
ovaries and cancer of the uterus was seen in old animals that were given semagacestat every day
from the time they were young compared with animals not given semagacestat. The effect on
ovaries was likely related to the effect of semagacestat on young, active ovaries. The effect on
the uterus might also be related to effects on ovaries and changes in hormones that might occur
because of that. While the relevance to humans is not completely understood, human females
taking semagacestat must be post-menopausal (that is, have had no menstrual periods for at least
12 months in a row or have had both ovaries removed), so their ovaries will no longer be active
when they start taking semagacestat. Including only post-menopausal women is likely to reduce
the risk. Ovarian or uterine cancer has not been reported with semagacestat in any of the human
studies done so far.

Some animals given semagacestat had problems with the digestive system. For example, some
had soft stools or soft stools with blood in them. Also, some animals had shrinking of some
organs (including the spleen, prostate, adrenal glands, tear glands, uterus, and saliva-producing
organs) and irritation of the liver. These drug effects disappeared when semagacestat was
stopped. Based on certain effects seen in animals, infection may be more likely.

1.5.1.2. Effects on Male Fertility

A study of rats given semagacestat every day found that semagacestat may decrease male
fertility. No change in the rat testicles was seen. The researchers think that the decreased
fertility might be due to changes in semen. The effect on fertility in male rats went away after
dosing was stopped. The effect of semagacestat on human male fertility is unknown.

1.5.1.3. Risks in Premenopausal Women

Semagacestat may affect reproduction. Studies in female dogs sometimes showed problems with
ovary functioning. This could cause early menopause or infertility. Studies in pregnant rats and
rabbits sometimes resulted in loss of the unborn babies, low- weight babies, or babies that did not
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grow right. Women in the study must be post-menopausal, so these experiences will not affect
women in the study.

Women who give semagacestat to patients are protected from the drug by a coating over the drug
tablet. To keep safe, do not break the tablets into pieces or crush them. Broken tablets should be
thrown away or returned to the study site in a sealed bag. If you touch a broken tablet, wash
your hands right away to remove any drug material on your skin. Use a wet disposable towel to
clean up dry, crushed tablets. If possible, wear disposable gloves when cleaning up spilled
material.

1.6. Study Procedure Related Risks

Electrocardiograms (ECGs) (electrical tracings of the heartbeat or heart rhythm) will be done
during this study in which you will have pads placed on different parts of your body. There is no
pain or discomfort during an ECG; however, removing the pads may cause some irritation to
your skin.

For most people, needle punctures for blood draws do not cause any serious problems. However,
they may cause bleeding, bruising, discomfort, infections, dizziness, and/or pain at the needle
site.

In addition to the risks already described, the study procedures may have other unknown risks.

At any time during this study, you may experience or worsening of your Alzheimer’s disease. If
you are using other approved treatments for Alzheimer’s disease before entering the trial, you
may be able to continue using them during the study. The study doctor will discuss this with
you. There may be unknown risks of possible harmful interaction with other medication you
may be taking.

1.7. Reporting Health Experiences

If you have any injury, bad effect, or any other unusual health experience during this study, make
sure that you immediately tell the nurses or Dr. [study physician’s name], at [phone #]. You can
call at any time, day or night, to report such health experiences.

Other Treatments

You do not have to take part in this study to be treated for your illness or condition. Other
treatments and therapies for your condition are available. Those might include cholinesterase
inhibitors such as donepezil (Aricept®) and an N-methyl-D-aspartate receptor antagonist,
memantine (Namenda®). The study doctor can discuss these treatments and therapies with you.

Participation in the Study
If any important new information is found during this study that may affect your wanting to
continue to be part of this study, you will be told about it right away.
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Your taking part in this study is entirely voluntary. You may refuse to take part in the study or
you may stop your participation in the study at any time, without a penalty or loss of benefits to
which you are otherwise entitled.

Your participation may also be stopped by the study doctor or sponsor without your consent. If
you stop being part of this study, the study doctor or one of the staff members will talk to you
about any medical issues regarding the stopping of your participation.

1.8. Treatment and Compensation for Injury

If you follow the directions of the study doctor and staff and you are physically injured due to
any substance or procedure properly given under the plan for this study, the sponsor will pay the
medical expenses for the treatment of that injury that are not covered by your medical insurance,
by a government program, or by any other third party.

1.9. Possible Benefits

Study procedures will be provided at no cost to you.

You and your study partner/caregiver will be paid [insert amount per study visit] to reimburse
you for transportation, parking, meal, or others expenses related to your participation in this
study. If you withdraw from the study early, you will be paid for these expenses for the portion
of the study that you did complete.

Information obtained from this study will benefit the sponsor of the study, Eli Lilly and
Company, and may benefit subjects/patients in the future.

You may receive information about your health from any physical examinations and laboratory
tests to be done in this study.

1.10. Investigator Payment
The sponsor is paying the study doctor and/or [name of Institution or site] for their work in this
study.

Questions
If you have any questions about this study or your rights, please contact Dr. [study physician’s
name] at [address and phone #].

If you have any questions about your rights as a participant in a research study, please contact
[ERB contact or other neutral or disinterested party] at [address and phone number].

Confidentiality

The study doctor and staff will handle your personal health information in a confidential manner.
Your health information will be used and disclosed in accordance with the following U.S. Data
Privacy Statement.

U.S. Data Privacy Statement
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A federal government rule has been issued to protect the privacy rights of subjects/patients. This
rule was issued under a law called the Health Insurance Portability and Accountability Act of
1996 (HIPAA). This rule is designed to protect the confidentiality of your personal health
information. Your personal health information is information about you that could be used to
find out who you are. For this research study, this includes information in your existing medical
records needed for this study and new information created or collected during the study.

This Data Privacy Statement explains how your personal health information will be used and
whom it will be given to (“disclosed”) for this research study. It also describes your privacy
rights, including your right to see your personal health information.

By signing the consent document for this study, you will give permission (“‘authorization”) for
the uses and disclosures of your personal health information that are described in this Data
Privacy Statement. If you do not want to allow these uses, you should not participate in this
study.

If you agree to participate in the research study, your personal health information will be used
and disclosed in the following ways:

The study doctor and staff will use your medical records and information created or collected
during the study to conduct the study.

The study doctor and staff will send your study-related health information (“study data”) to the
sponsor of the study and its representatives (“sponsor”’). Because the sponsor conducts business
related to clinical research in many countries around the world, this may involve sending your
study data outside of the United States. Other countries may have privacy laws that do not
provide the same protections as the laws in this country. However, the sponsor will respect the
terms of this Data Privacy Statement in all countries.

The study data sent by the study doctor to the sponsor does not include your name, address,
social security number, or other information that directly identifies you. Instead, the study
doctor assigns a code number to the study data and may use your initials. Some study data sent
to the sponsor may contain information that could be used (perhaps in combination with other
information) to identify you (e.g., date of birth). If you have questions about the specific health
information that will be sent to the sponsor, you should ask the study doctor.

The sponsor will use the study data for research purposes to support the scientific objectives of
the study described in the consent document, to assess the safety or efficacy of any drug or
treatment included in the study, to better understand the disease(s) included in the study, or to
improve the design of future studies.

Your study data, either alone or combined with data from other studies, may be shared with
regulatory authorities in the United States and other countries, doctors at other institutions
participating in the study, and the ethical review board overseeing this study.

Study data that does not directly identify you may be published in medical journals or shared
with others as part of scientific discussions.
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Your original medical records, which may contain information that directly identifies you, may
be reviewed by the sponsor, the ethical review board overseeing this study, and regulatory
authorities in the United States and other countries. The purpose of these reviews is to assure the
quality of the study conduct and the study data, or for other uses authorized by law.

The sponsor works with business partners in drug development. The sponsor may share your
study data with these business partners, but only if the business partners need the information as
a part of this work with the sponsor, and only if the business partners signs a contract that
requires it to protect your study data in the same way as the sponsor.

The sponsor will not disclose personal health information to insurance companies unless required
to do so by law, or unless you provide separate written consent to do so.

Y our medical records and study data may be held and processed on computers.

Your personal health information may no longer be protected under the HIPAA privacy rule
once it is disclosed by your study doctor to these other parties.

You have the right to see and copy your personal health information related to the research study
for as long as this information is held by the study doctor or research institution. However, to
ensure the scientific integrity of the study, you will not be able to review some of the study
information until after the study has been completed.

You may cancel your authorization at any time by providing written notice to the study doctor.
If you cancel your authorization, the study doctor and staff will no longer use or disclose your
personal health information in connection with this study, unless the study doctor or staff needs
to use or disclose some of your personal health information to preserve the scientific integrity of
the study. The sponsor will still use study data that was collected before you cancelled your
authorization. If you cancel your authorization, you will no longer be able to participate in the
study. However, if you decide to cancel your authorization and withdraw from the study, you
will not be penalized or lose any benefits to which you are otherwise entitled.

Y our authorization for the uses and disclosures described in this Data Privacy Statement does not
have an expiration date.
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Patient Information and Consent Form
Attachment 1

Signature Pages

To be entered into the study, you or a legal representative in addition to your caregiver must sign
and date the signature pages which follow. The following are required

e Name and signature of participant OR legally authorized representative.

e Name and signature of witness to participant signature. (If applicable / required by
IRB/EC. This is not a Lilly requirement.)

e Name and signature of caregiver

e Name and signature of person conducting consent discussion.

e Date of signature for each individual (personally completed)
By signing below, you are confirming the following:

e You have read all of the information in this Patient Information and Consent Form, and
you have had time to think about it.

e All of your questions have been answered to your satisfaction.

e You voluntarily agree to be part of this research study, to follow the study procedures,
and to provide necessary information to the study doctor, nurses, or other staff members,
as requested.

e You may freely choose to stop being a part of this study at any time.

e You allow the study doctor and the sponsor to use and disclose your personal health
information as described in this document.

e You have received a copy of this signed Patient Information and Consent Form to keep
for yourself.
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FOR SUBJECT/PATIENT TO COMPLETE

Signature of Patient Date

Patient Name (print) Patient Number

FOR LEGAL REPRESENTATIVE TO COMPLETE

Signature of Legal Representative Date

Legal Representative Name (print)

If signed by legal representative, state description of
relationship to subject/patient or other basis for legal
authority

FOR INDIVIDUAL CONDUCTING INFORMED CONSENT

Signature of individual conducting informed consent Date
discussion

Name of individual conducting informed consent
discussion (print)
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SIGNATURE OF IMPARTIAL WITNESS (IF APPLICABLE) _

Signature of Impartial Witness Date

Impartial Witness Name (print) Patient Number

(If page not applicable: line through, date & initial)
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If the patient does not have the capacity to give informed consent to participate in this research
study, the legal representative must read and sign the following affidavit:

By signing below, 1 certify that I have read or had this

(Print legal representative’s name)

document read to me. I will be given a signed copy. I have been given the chance to ask questions and to discuss
the patient’s participation with the investigator. As legal representative for this patient, I hereby give consent for
this patient to participate in this study. I conclude that the patient wishes to participate in this research and has
indicated his/her assent to do so. (I do/do not have durable power of attorney for health care for the patient. I

am/am not the patient’s legal guardian/representative.)

Name of Legal Representative (Print)

Signature of Legal Representative Date
Signature of Subject Date
Signature of Investigator Date
Signature of Witness Date
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Caregiver Information

As the patient’s caregiver, | have important responsibilities that need to be followed in order for
the study to be conducted in the safest and best manner possible. These responsibilities are as
follows:

1. I must accompany the patient to all clinic visits and must have direct contact with the
patient for a minimum of three days per week (for at least 4 hours per day during waking
hours).

2. I will receive a schedule for clinic appointments from the study doctor. I must try to help
the patient keep all scheduled appointments.

3. Tam a very valuable source of information about the patient. The study doctor will
interview me during the clinic visits. My cooperation in answering these questions is
necessary.

Caregiver Consent

L , have read and understand all of the preceding information that
describes the patient’s participation in the study, my responsibilities as the patient’s informant,
and possible risks from exposure to broken tablets. I voluntarily consent to participate in the
study. (I do/do not have durable power of attorney for health care for the patient. I am/am not
the patient’s legal guardian.)

FOR CAREGIVER TO COMPLETE

Signature of Caregiver Date

Caregiver Name (print)
FOR INDIVIDUAL CONDUCTING CAREGIVER INFORMED CONSENT TO
COMPLETE

Signature of individual conducting caregiver informed Date
consent discussion

Name of individual conducting caregiver informed
consent discussion (print)
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Patient Information and Consent Form

Attachment 2

Study Procedures

H6L-MC-LFAN(e)

Endpoint Visit

The Endpoint Visit is the completion of the
protocol as originally designed.

Approximate Visit Length

Up to 6 hours

Procedures To Be Done

-Answer 7 questionnaires to evaluate memory and
mood

-Neurological examination

-Physical examination, including body weight and
vital signs (blood pressure, pulse, and temperature)
-You will have a total-body skin examination.
-Electrocardiogram (performed 3 times)

-Urine sample collected

-Blood sample (2 to 5 tablespoons) taken

Study Visit 801

This visit will occur for patients who choose to
discontinue the study at or before the Endpoint
Visit.

Approximate Visit Length

Up to 1 hour

Procedures To Be Done

-Electrocardiogram

-You will have a total-body skin examination.
-Blood sample (2 to 5 tablespoons) taken
-Answer questions about your general health

Study Visits: 802, 803, and 804

These visits will evaluate your general health and
well being.

Approximate Visit Length

Up to 6 hours

Procedures To Be Done

-Answer 2 questionnaires

-Neurological examination

-Physical examination, including body weight and
vital signs (blood pressure, pulse, and temperature)
-Answer questions about your general health
-Blood sample (2 to 5 tablespoons) taken
-Electrocardiogram

-Urine sample collected

-You will have a total-body skin examination.

6-Month Post-Study Virtual
Follow-up

This visit will be a telephone or certified mail
follow-up only if you discontinue before or at the
Endpoint Visit.
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