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IRB- 04 Continuing Review Committee
FULL BOARD MEETING MINUTES
Continuing Review Project
Meeting Date: September 30, 2010

HRPO #: 05.0264
Principal Investigator: John Newcomer, MD
Title: Metabolic Effects of Antipsychotics in Children

IRE DECISION

The commiittee voted to approve the study.

REGULATORY DETERMINATIONS

s After assessing the risk/benefit ratio to subjects, the IRB determined that the study is approved for
one year from the date of this meeting.

¢« The IRE determined that the study should be designaled greater than minimal risk because the
siudy invelves the potential for risk of death.

« Qverall, the IRB determined that the criteria for approval as described in 45 CFR 46.111 and 21
CFR 56.111 have been met,

¢ Ag this study involves chiidren, the IRB has classified this study under 45CFR46.405/21CFR50.52
which means that the study poses greater than minimal risk but presents the prospect of direct
benefit {6 subjects. The medicines used in this study may improve the patient’s symptoms af
aggressive behavior or conduct disarder. The {RB finds that: {(a) The risk is justified by the
anticipated benefit to the subjects; (b) The relation of the anticipated benefit to the risk s at izast as
favorable to the subjects as that presenied by available alternative approaches: and!c) Adeguate
provisions are made for soliciting the assent of the children and permissicn of their parents ar
guardians, as set forth in 46.408.
»  The IRB requires the consent of one parent or legal guardian; however, an attempt
should be made o cbtain the signature of the second parent whenever possible

¢ In accordance with 45CFR46.408(a) the IRB determined:
= Writien assent will be obtained for children 8-17 by signing the assent signature line
found on the consent form.

« This project has been granted a partial waiver of HIPAA Authorization per section 164.512(i) of the
Privacy Rule to allow the research team to use appropriate Protected Health information (PHI) to
identify potential subjects. This determination is based on the documentation provided by the
researcher in the Form K5.

o This partial waiver of autharization for recruitment purposes satisfies the foilowing criteria;
(1} The use or disclosure of the reguested information involves no more than a
minimal risk to the privacy of individuals based on, at least, the presence of the
following elements:

(a) An adequate plan to protect the identifiers from improper use and disclosure
(b} An adeguate plan to destroy the identifiers at the sarliest opportunity
consistent with conduct of the research, unless there is a health or research



justification for retaining the identifiers or such retention is otherwisa required by
law; and

{c) Adequate written assurances that the requested information will not be reused
or disclosed to any other person or enfity, excepl as required by law, for
authorized oversight of the research study, or for other research for which the
use or disclasure of the requested information would be permitted by the Privacy
Rule:

(2) The research could not practicably be conducted without the waiver or alteration;
and

(3) The research could not practicably be canducied without access to and use of the
requastad information.

REQUIRED ACTIONS

No reguired actions,

SUMMARY OF BOARD DISCUSSION

The board found the study and the proposed modifications included with the renewal application
acceptable as presented. There were no controveried issues.



Princizal Investigator/Program Director {Last, First, Mic‘dle)i Newcomer, John W.
A. Specific Aims

The prevalence of overweight and cbesity, insulin resistance and type 2 diabetes mellitus (T2DM) are
increasing, particularly in children, with the Centers for Disease Control warning of epidemic rates of these
conditions in children in the United States (US). Increased adiposity and related reductions in insulin sensitivity,
also referred fo as insulin resistance, are major risk factors for the development of dyslipidemia, metabolic
syndrome, T2DM, cardiovascular disease (CVD) - e.q., risk of myocardial infarction and stroke, other adverse
health outcomes, and reduced psychosacial function. Reductions in lifespan attributable to obesity impact
younger, at-risk individuals most measurably, with severely obese 20 year-old African American males
expected to lose 20 years of life',

Certain medications can increase regional adipose tissue mass and insulin resistance, contributing to
both short-term and long-term metabotic risk. Antipsychaotic medications are used extensively in children, with
some agents producing larger increases in weight and adiposity than any other commonly used drugs in this
age group. Recent studies also indicate that some antipsychetics may affect insulin sensitivity independent of
adiposity, suggesting a potential additional mechanism for metabolic risk. The use of atypical antipsychotics in
children is increasing, and has been stimuiated by reported efficacy for aggression and irritability in a variety of
childhood psychiatric disorders. However, no study in children has sensitively quantified the adverse metabolic
effecis of these agents despite reports of alarming levels of weight gain,

The proposed randomized clinical trial aims to assess the metabalic safety of atypical
antipsychotic agents in antipsychotic-naive children with aggression in the setting of various
childhood psychiatric disorders during 12 weeks of prospective, randomized treatment with olanzapine
{Zyprexa}, risperidone {Risperdal) or aripiprazole (Ahilify).

Primary Aim 1: To evaluate antipsychofic treatment effects on insulin action in skeletal muscle
{(glucose disposal), liver (glucose production) and adipose tissue {lipolysis}. This study hypothesizes that
treatments causing greater increases in adiposity (e.g., clanzapine) will be associated with reduced sensitivity
ta insulin effects on giucose disposal, glucose production, and glycerolffatty acid release, in comparison fo
treatments producing less change in adiposity (e.g.. aripiprazole). Drug effects on insulin sensitivity that are
independent of adiposity will also be detected, with the greatest effect hypothesized for olanzapine.
Hypotheses will be evaluated by measuring whole-body giucose and lipid kinetics with the use of stable
isotope tracer methodology, using rate of disappearance of glucose (glucose Rd), rate of appearance of
giucose (glucose Ra), and rate of appearance of glycerol {glyceral Ra) as the primary endpoints.

Primary Aim 2: To evaiuate antipsychotic treatment effects on abdominal fat mass and total
body fat. This study hypothesizes that the selected antipsychotic medications have significantly different
affects on direct measures of fat mass (clanzapine > risperidone > aripiprazole), with significant increases in
fat mass during olanzapine and risperidone treatment in comparison to aripiprazole treatment. These
hypotheses will be evaluated by measuring body composition using whole body dual energy x-ray
absorptiometry (DEXA) and abdominal magnetic resonance imaging (MRI), quantifying percent total body fat
and subcutanecus+visceral abdominal fat as the primary endpaints.

The secondary aims of this study will be to evaluate the effects of selected antipsychotic treatments
on 1) insuiin secretion, using frequently sampled oral glucose tolerance tests (lsQGTT) {o calculate post-load
area-under-the-curve insulin, 2) resting metabolic rates, using indirect calorimetry to calcutate rates of
carbohydrate and fat oxidation, 3) fasting plasma lipids and waist circumference, which are indirect or
derivative surrogates for insulin sensitivity and abdominal fat, in order to assess the extent to which changes in
the primary endpoints, measured directly with gold-standard teols, are also detectable using measures
commonly available to clinicians, and 4} effectiveness for treatment of symptoms of aggression and irritability,
using the Clinical Global Impressions Scale (CGl) as the primary endpoint. Exploratory aims include the
assessment of non-metabolic adverse events {(&.g. prolactin elevation), and the assessment of metabolic
effects in children with and without concomitant stimulant therapy. Children aged 6-18 will be studied, exploting
age-related differences in vulnerability to treatment-induced adverse metabolic changes. Relevant data on the
primary aims are critically needed to assess the risks of antipsychotic therapy in children, to identify targets for
additional basic research, and to guide clinical decision-making.
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Form 2 Biomedical &8/408

nUmv’erSiq? in St‘mUES Hhrman Research Protectian (Mlice

[] Adult [x] Minor

INFORMED CONSENT TO PARTICIPATE IN A RESEARCH STUDY

Participant's Name | HRPO# 050264
Principal Investigator  Newcomer, John W,, MD Pi's Phone Number {314) 362-5939

s =l T
Title of Project: Metabolic Effects of Antipsychotics in Children {Treatment study,<18 y.0.)

You may be eligible to take part in a research study. This form gives you important information
about the study. It describes the purpose of the study, and the risks and possible benefits of
participating in the study.

Please take the time to review this information carefully. After you have finished, you should talk
to the researchers about the study and ask them any guestions you have. You may also wish to
talk to others (for example, your friends, family, or other doctors) about your participation in this
study. If you to take part in the study, you will be asked to sign this form. Before you sign this
form. be sure you understand what the study is about, including the risks and possibie benefits to
you.

Being in a research study does not take the place of routine physical exams or visits to your own
doctor and shouid not be relied on {0 diagnose or treat medical probiems.

. Why is this study being done?

Use of antipsychetic medication in children and young adulis has been shown to be an effective
treatment for behaviors such as aggression, but doctors don't know as much about how they may
affect weight, glucose {(sugar), insulin (a hormone that controis biood sugar levels), and lipids
(fats) in younger patients. Although these antipsychotic medications have been FDA-approved by
the Food and Drug Administration (FDA) for adults and are now used commonly in children and
young adults who have canduct disorder, aggression or other behavioral symptoms, they are not
FDA-approved for chiidren. The point of this research is to study side effects of these
antipsychotic medications in younger individuals. We will be measuring how these drugs afiect
body weight and substances in the body such as glucose, insulin, and lipids. Dr. Newcomer and
colleagues have performed more than 400 studies of this kind in adults to look at how different
types of antipsychotic medications affect weight, glucose, insulin, and lipids. This study will
include 325 children and young adults whose doctors want them to start taking antipsychotic
medications fo treat conduct disorder or other behavior symptoms. Your doctor has determined
that one of these medications may be helpful to you.

For more information regarding minors in research see www.researchchildren.org.

2, What am | being asked to do?

All procedures described below are research-related except for the prescribing of an antipsychotic
medication o treat a psychiairic diagnosis and a urine drug screen if there is a history of
substance abuse.
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Study Visit 1: Your child wilt be seen by ane of our child psychiatrists for a full diagnostic
evaluation. Based on the evaluation, if your child qualifies and you wish to participate, we will
schedule the next two study visits. You and your child will be asked guestions about feelings,
emotions, and behavior, and about how your child gets along at home, school, or work, and with
friends. We will first ask you these questions and then we will ask your child the same guestions.
These questionnaires will be administered by trained personnel over the telephone or at one of
the initial study visits (study visit 2 or 3). The combined length of time for both parent and child for
this phase of the study is approximately 4-5 hours.

a) Study Visit 2: Within a few days after Study Visit 1, your child will be scheduled to go to the
Pediatric Clinical Research Unit (FCRU) or Clinical Research Unit (CRU]} for blood tests, an
EKG, a frequent sampie oral glucose tolerance test (fsOGTT), an MRl and a DXA scan. This
session will last approximately 3-4 hours. The blocd tests, EKG and oral glucose tolerance test
are considered standard clinical care for people taking antipsychotics. The DEXA body scan,
MRI and insulin/glucose clamp are research related tests. For females of child-bearing age, a
urine pregnancy test will be done at baseline and 12 week visits. If your child is pregnant or
becomes pregnant during the study, she wili be discontinued from the study because
harmonal changes could alter test results. Your child may be asked to submit a urine sample
for a drug screening if s/he and her/his doctor have been previously concerned about
substance use. Each procedure is described below:

1. EKG: Your child will be given a routine resting electrocardiogram (EKG). where soft
electrodes (like small pieces of tape) will be stuck to his/her chest to measure their heart
rhythm.

2. fsOGTT and Blood tests: With an oral glucose tolerance test, your child will be given a
sweet drink to see how his/her body handles extra sugar. On the night before this test, your
child can't have anything to eat or drink except water after 10:00 p.m. In the moring, your
child will go fo the Pediatric Clinical Ressarch UNIT (PCRU) or Clinical Research Unit
(CRU} where he/she will lie in a hospital bed or redlining chair. if your child is a female of
child-bearing age. before the procedure begins she will be given a pregnancy test. A small
catheter (a plastic tube, also called an IV} will be inserted into a vein of your child’s hand or
wrist or bend in histher arm. This feels like getting a shot, but we will numb your child’s skin
first with either a cream or an injectabie local anesthetic to help it hurt less,

Once the 1V catheter is in your child's vein, it doesn't hurt and we wili use the catheter to
get blood samples during the study without hurting him/her. Your child’s hand or wrist or
arm with the [V will be heated in a routinely used temperature-confrolled hand-warming box
to increase the hlood flow to the hand. This box is not FDA approved but is common in
many centers.

Your child will then drink a very sweet lemon- or orange-flavored drink. Blood samples wili
be taken from the catheier in your child's hand or wrist or arm at different times during the
study to check sugar levels in your blood along with some other routine bloed tests. He/she

can watch cable TV or a video during this study.
After this study, your child will be given breakfast.

3. MRE Your child will alsc have a magnetic resonance imaging (MR} scan to
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measure the fat content in your beily. He/she will wear their clothes or a hospital gown
during this scan. During the MRI scan, your child will lie on a table inside a tube while
hisfher stomach is scanned. The machine will scan your child's stomach three or four
times, for about 30 seconds each tima. Your child will need to hold still during the 30-
sacond scans, but he/she can wiggle a little in between scans. The whole MRI study takes
aboui 20 minutes. The machine makes some strange noises, but your child can't feel it
scanning. Your chiid will wear earphones and listen fo music while he/she is being
scanned.

4. DXA: Your chiid will also have a dual-energy x-ray absorptiometry (DXA) scan to measure
hisfher body fat and body muscle content. The DXA scan involves lying still on a table in
street clothes or a hospital gown (not in 2 tube this time} and having your chiid’'s body
scanned by a machine for about 5 minutes. Your child won't be able to feel the DXA
machine scanning, either.

b) Study Visit 3: Insulin/Glucose Clamyp: About a week after Visit 2, your child will be come to
Clamp. This is a test that measures blood glucose (sugar), lipids (fats} and other hormones in
your child's bady while ha/she is getting IV fluids that contain glucose (sugar) and insulin (a
hormone that controls blood sugar levels).

Your child can’t eat or drink anything except water after 10:00 p.m. the night before the test.
Upon arrival to the PCRU or CRU, your child’'s height, weight, and vital signs will be measured.
if your child is a female of child-bearing age, before the procedure begins she will be given a
pregnancy test. Your child will then have fwo IV catheters inserted, one in each arm, using the
injectable anesthetic or numbing cream first.

This large vein sile in the one arm will allow us to give your child IV fluids that are non-
radioactive stable isotopes (rare but natural forms of foods like fat and sugar). These isotopes
are already present in your child’s body and there will be no short-term or long-term side
effects from the extra isotopes we give him/her. The second |V will be inserted into a vein of
your chiid's other hand or wrist or bend in your arm. This {V site will be heated in a
temperature-controlled box and bicod samples will be taken from this [V at different {imes
during the study. Your child will be able to watch cable or videos while lying in bed. The study
doctor or research nurse and PCRU /CRU nurses will be present throughout the session,
Twice during the session, your child will wear a special hood (called an indirect calorimeter)
that measures your breathing and tells us how many calories you are burning. Your child will
wear this two times during the study, each time for about 30 minutes. If he/she become
uncomfortable wearing the hood, we will remove it. After the study, your child will receive a
late lunch {(around 2:30 p.m.), the Vs will be removed. and then you can take them home. The
session will begin early in the morning following overnight fast and will take approximately 7
1/2 to 8 hours. Your child will be asked questions about how he/she is feeling during this
S@ssion.

The amount of blood drawn during each test will depend on your child’s weight at the time of
each OGTT and Insulin/Glucose Clamp. We will follow Washington University School of
Medicine Human Study Committee Research Protection Office’s guidelines of drawing no
more that 3 ml (3/5 teaspoonikg of body weight over a two month period of time. We will do
this by decreasing the number of time points for sach blocd draw for each test.
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(Under special circumstances, such as having trouble remembering not to eat after 10:00 pm
the night before the fest, your child might be asked fo be stay overnight on the CRU on the
night prior to the OGTT or the Insulin/Glucase Clamp.)

Wa will never sedate vour chikd {(give him/her any medication to make them sleepy or
calm) for any of these procedures. If your child becomes too uncomfortable, heishe can
stop participating at any time,

Treatment Assignment:

1)} In coordination with your child's physician, after he/she has completed the baseline OGTT
and Insulin/Glucose Clamp, he/she will be randomly (like the flip of a coin) assigned fo
receive one of the following newer antipsychotic medications for 12 weeks (3 months):
aripiprazole (Abilify), clanzapine (Zyprexa), or risperidone (Risperdal}. There is a one out of
three chance cof receiving one of the three medications. Your child’s physician and the
study personnel will closely monitor the addition of this medication. You and your chiid's
physician will know what medicine your child has been assigned, and your physician will
adjust the dose on an individual basis. if your chiid participates in this study, your child's
physician will be asked not to use a second antipsychotic or certain other medications
along with the antipsychotic, (e.g. antihistamines, tricyclic antidepressants, bupropion,
clonidine, pemacling, and mood stabilizing agents). These medications may themselves
worsen glucose and lipid control or otherwise make it difficult to assess the effects of the
antipsychaotic alone.

2} If more than six weeks have passed between your child's participation in the initiai phase of
the study and his/her random assignment {o one of the medications, he/she will be asked
to repeat the isotope infusion portion of the study (see ¢ above for description).

3) If more than eight weeks have passed between your child's pariicipation in the initial phase
of the study and his/her assignment to a different medication, he/she will be asked to
repeat the isctope infusion and repeat the MRI and DXA scans and routine blood tests
(see b and ¢ above).

4} Your child will be askead to refrain from donating blood for two months after the end of the
study. since the amount of blcod drawn will be close to the maximum guidelines suggested
for children.

5) If at any time during the study your child's weight, blood sugar and/or blood lipid leveis
show a need to be watched more closely, the study doctor and staff may ask that your
child came for visit at week 3 and for week 9 of the 12 week study.

Weekly Medication Check
Your child will have weekly medication checks with the study doctor and research assistant.
These visits may be over the telephone or as out-patient visits to research offices.

¢) Study Visit 4: This visit will be approximately six weeks after the Insulin/Glucose Clamp
{Study visit #3). This visit will include an fsOGTT and for, bload tests and DXA as described in
Study Visit #2. (There will not be a MRI at this visit). The fsOGTT may not be done if your child
is younger and a small body size.
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d) Study Visit 5: This visit will happen approximately 11-12 weeks after your child begins the
study medication at Study visit #3. Study visit 5 will include an fsOGTT, DXA, MRI and all
blood tests as described in Study visit #2.

e} Study Visit 6: This visit will happen approximately 1 week after Study Visit #5. This final visit
will include a Insulin/Glucose Clamp and all blood tests as dascribed for Study Visit #3.

f) Extra study visits (safety checks) for some childrenf/teens: During the 12-week study, the
study doctor will talk with you and your child about your child’s weight and blood tests resuits.
If the study doctor wants to watch your child's weight and/or blood tests more closely at any
time during the study, you will be asked to come to the PRU/CRU for 1-2 extra study visits.
These will be short visits lasting about 1-hour.

The safety checks will be approximately 3 weeks after starting study med (visit 3A} and/or
9 weeks after starting study med (visit 4A}. At the time, if it is decided that extra study visits
will be helpful, your child will alsc be given a home monitoring kit that contains strips for testing
urine sugar and ketones. You and your chiid will be given instructions on how to check your
urine for sugar and ketones one or more times a week.

h) 3-month follow-up visit {after 12-week study ends}- Visit 7: At the end of the 12-week
study, the study doctars will make recommendations to you, your child, and your treating
dlinicians regarding the study-related treatment effects on your weight, blocd lipids and blood
sugar, and behavior. When the ending OGTT and Glucose/insulin Clamp are completed, your
child will be returned to the care of your freating physician (child psychialrist or primary care
doctor). if the study doctor recommends that he/she return for a follow-up visit (after the 12-
week study ends) you will be asked to return for this brief follow-up visit in approximately 3
months. During the 3 months following the12-week study visits, your child will be under the
care of your primary physician and no additional study visits will occur during that time. Your
child’s 3-month lab results will be shared with your treating physician.

For the safety checks and the 3-month follow-up, your child will need to be fasting after 10:00
p.m. the night before the study visit. He/she will have weight, height and waist measured and

the PRU/CRU nurse will blood draw blood from his/her arm or hand for a fasting blood sugar

and a fasting biood lipids (cholesterol and triglycerides). Less than one teaspoon of blood will
he drawn at each visit; the amount will depend on his/her body size. During these study visits,
the study staff will ask questions about your child's medications, how he/she feels and about

any problems he/she might be having and look at the urine test results.

i} Optional post-study phone questionnaires: Someone from the research team may call you
during or after your participation to ask about your child’'s eating and exercise patterns over the
course of the study, as well as your own experiences and attitudes toward psychotherapy.
Both questionnaires will be optional. You can choose to not answer any question, or not
to take the questionnaires at all, without incurring any penalty and without jeopardizing your
participation in the treatment study. These questions are for research purposes only and the
final results of the questionnaires will not be fraceable to you or your family.

|} Optional post-study re-consent to release school records: At the beginning of the MEAC
study, you will be asked to provide permission for study staff to contact your child’s school so
that we may obtain information about your child’s school performance as it relates fo his/her
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3.

symptoms. Your decision whather to allow us to contact your child’s school will not affect your
child's treatment or you or your child's participation in the study in any way. The release will be
good for 1 year, but in some cases, you may be contacted more than one year after your
child's participation in MEAC has ended; this is {o renew a release that is more than 1 year
old.

How long will | be in the study?

Your child will be in the study appraximately 3-4 months unless hefshe has some changes in
weight, blood sugar or blood lipid tests that need to be checked approximately 3-months after the
12-week study ends. If that happens, your child will be in the study for a total of 6-7 months, but
your child psychiatrist or primary care doctor will be in charge of your chiid’s behavicral/psychiatric
treatment after the 12-week study ends. Study staff will assist with referrals to a child psychiatrist
or primary care physician at the end of the 12-week study as necessary.

Financial Disclosure of interest
The study sponsor is paying Washington University to conduct this study. The amount of
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ayment is enough to cover the study doctor's and/or institution’s expeinses o psrform the stu
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Participating in Concurrent Studies
Your child may not be in any other medical studies while in this study.

What are the costs?

The procedures performed just for this research study are provided at no cost to you and your
child. There are no extra charges to you or your insurance company for participating in this study.
You or your insurance company wilf be charged for your antipsychotic medications. If your child
has no current medical insurance, he/she will receive the medication for the study at no cost to
you during your participation in the study. If your child has a history of drug or alcohoi
dependence, you or your insurance company may be charged for (standard of care) urine drug
screening so that your child can receive the medical care needed for this condition.

Standard care and research may carry a co-pay or deductible. When insurance pays, you are
responsible for the applicable co-pays and deductibles.

Your famity will receive a total value of up to $700.00 (up to $775.00 if child has study visit at 3-
months following the 12-week study) combined in gift certificates and monetary reimbursement for
your participation in the 12-week research study. The child will receive payment in their choice of
gift certificates. If you want to stop your participation at any time, you will receive part of the $700
value, based on how far in the study you are. You will receive $75.00 each for baseline and 6-
week OGTTs (or 6-week fasting labs) and $100.00 for the 12-week OGTT; $50.00 for the first
medication check visit with the study psychiatrist; $175 for the baseline Insulin/Glucose Clamp
and $225.00 for the 12-week clamp. If you participate in the 3-month follow-up visit after the 12-
week study ends, you will be paid an additional $75.00 in gift certificates and monetary
reimbursement for that visit. All compensation will be for time and inconvenience. Gift cards and
monetary reimbursement will be available at the next scheduled study visit - they will not be
available during the child psychiatrist visits. You will not receive any payment for safety labs.

Because you will be receiving more than $600 in gift certificates, this amount will be considered
extra income so you will receive an IRS Tax Form 1089 during tax season from Washington
University so you can reporti it {o the IRS.
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4. What are the risks?
In this study, your child will get both routine and research procedures. The overall potential risks
of this study are small. All key personnel involved in the design and conduct of the research
involving human subjects have received the required education on the protection of human
rasearch participants prior to funding of this project. Some of the blood tests could be considered
part of the routine diagnostic care of participants at greater risk for developing Type 2 Diabetes,
for example, children who are overweight.

Taking part in the study will add the following risks to your care. Research related risks
are:

# Blood drawing:
Likely: The risks of blood drawing and IV insertion include discomfart, bruising, and/or minimal
bieeding.

Less Likely: Occasionally during blood drawing procedures, some people experience dizziness
or fee! faint.

Rare: Very rarely, the site of needle insertion could bacome irrifated or infected. The side effects
of the topical anesthesia are very rare. The most common side effects are irritation, redness,
itching, or rash. There is also a very smali risk of your child’s hand becoming reddened or
developing a small blister from warming his/her hand in the hand-warming box. Side effects
associated with topical anesthesia used to numb the area of needle insertion infrequently cause
side effects including irritation, redness, itching or rash.

& [nterviews or Questionnaires:
Likely: None

l.ess Likely: None

Rare: During these questionnaires you/your child may experience minor discomfort when
answering some questions. in our experience this discomfort does not happen often, and when it
oceurs, it does not iast long. No major upset has ever happened. All guestionnaires are
administered by highly trained research staff. Please let the staff know if you feel any discomfort
50 they may discuss this with you and your child. You/your child may choose not to answer any
gquestion that makes you uncomfortable.

# Frequent sample oral glucose tolerance test (fsOGTT):
Likely: None

Less Likely: None

Rare: There is a small risk of feeling some nausea when drinking the sweet liquid drink. This
feeling should pass within a few minutes after drinking the liquid.
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# Magnetic resonance imaging {MRI) procedure:
Likely: None

Less Likely: None

Rare: Having an MR! causes worry or fear for people with claustrophobia {fear of closed-in
spaces), as some persons find the small space in the MR! machine confining and may feel
uncomfartable. We find that ‘rehearsing” prior to the procedure helps to ease this, However, if
your child should feel afraid or unable to continue, he/she can request the examiner to stop at any
time. Magnetic resonance imaging {MRI) may also be harmful for people with certain kinds of
metal in their bodies, especially: somecne who had metal fragments in the eye, someaone with
electrical, mechanical, or magnetic activated implants, such as pacemakers and hearing implants.

This procedure will not be performed if your child has any of these kinds of metal. Therefore, it is

important for your child to inform study personnel of any metal in his/her body. This will not affect

payment for his/her participation. There are no other known risks of magnetic resonance imaging
scans af this time.

& ECG:
Likely: None

Less Likely: There is a small chance that you will experience discomtort from the sticky pads
temporarily attached fo your child in order to perform the EKG.

Rare: None

& Dual-energy x-ray absorptiometry:
Likefy: None

Less Likely: This research involves exposure to radiation from the DXA machine for body fat
measurements. Your child may experience discomfort lying on DEXA scan table. This test has
iow—dose x-ray exposure (much less than a standard x-ray of your chest, technicians do nof wear
radiation monitors). The amount of radiation participants wil receive from the scan is 1% of the
amount of natural background radiation exposure pecple in the United States receive each year.
The risk from the radiation exposure in this study is too small to be measured. if you would like
more information about radiation exposure, we can provide you with a "Radiation Fact Sheet”. i
you want to know more about radiation exposure, please see the "Radiation Fact Sheet” located
in the Guidelines section of the Human Research Protection Office website, at
http://hrpo.wust.edu, or ask the study staff for a copy.

Rare: None

% Delta Trac:
Likely: None

Less Likely: None
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Rare: There are no physical risks associated with the Delta Trac. Wearing the special hood may
cause worry or fear for people with claustrophobia (fear of closed-in spaces). We find that
“rehearsing” prior fo the procedure helps to ease this. However, if your chiid should feel afraid or
unable to continue, he/she can request the examiner stop at any time.

& Insulin/Glucose Clamp:
Likefy: Nong

L.ess Likely: None

Rare: There is a small risk of low blood sugar during the insulin infusion, which might lead to
nausea, headache or feeling sweaty or shaky. The risks of infusing stable isotope tracers include
the possibility of inflammation or infection. However, all solutions are tested for bacterial, molds,
viruses, yeasts, and sterility before infusion and are administered under strict sterile conditions.
There are no known short- or long-term risks associated with the infusion of the isotopes
themselves. The special hood to measure breathing may contribute to some feeling of discomfort
such as being too warm and/or facial sweating, 1t will be removed if your child is uncomiortabis.

Risk of a breach of confidentiality:

With your written permission, we will obtain medicai and haspitalization records from your child’s
doctors, results from prior blood, diagnostic, and laboratory tests and other information obtained
from interviews or questionnaires related to your medical care. We keep this information in a
lacked area. The information you and your child give us will be given a code number, A master list
linking the code number and your child's identity will be kept separate from the research data.
Only the Pl and peopie helping him will be able to see the list. and all staff involved with this
project have been thoroughly frained in the protection of research participants. We will protect
your child’s information, but there is a chance somebody might see if.

One potential risk of participating in this siudy is that confidential information about you may be
accidentally disclosed. We will use our best efforts to keep the information about you secure, and
we think the risk of accidental disclosure is very small. Please see the Confidentiality section of
this consent form for more information.

There is the passibility that your child will be contacted to see if you are interested in other parts
of this study. Being in this part of the study doesn't mean your child has to participate in any
additional parts. If your child is interested in future studies, we would give him/her a separate
consent form to read and sign.

Risks of antipsychotic medications:

There are certain risks and discomforts that may be associated with each medication given in this
research study during the 12 weeks of treatment. Risks of all medications are listed below, as
are ways that we will minimize these risks, but your child will only experience risks of the
medication treatment group that he/she is assigned to. These risks include:
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Likely Abilifyfaripiprazole: Constipation, restlessness, headache, nausea, upset stomach, vomiting,
agitation. anxiety, trouble sleeping, sleepiness, lightheadedness, weight gain.

Zyprexa/olanzapine: dizziness, weakness, dry mouth, constipation, upset stomach, sleepiness,
accidental injury, trouble sleeping, weight gain, increased appetite, thirst, tremor, depression,
shakiness, involuntary movements and, weight gain., Children with borderline abnormal biood .
lipid levels prior to treatment with olanzapine (cholesterol or triglycerides) may develop abnormal
levels while taking this medication.

?Risperdal/risperidone: sleepiness, trouble sleeping, agitation, anxiety, stiffness, involuntary
movements, headache, upset stomach, runny nose, restlessness, dizziness, extra saliva,
constipation weight gain.

L keiy giucose {below the level ofdaabe‘{es) high blood pressure, muscle pain, invoiuntary movament,
tremor, increased salivation, inflamed throat and upper digestive tract, cold and fiu symptoms
bturred vision, weight gain, tremor, increased mortality and morbidity (cersbrai vascuiar events,
including stroke) in elderly patients with dementia-related psychosis, and adverse changes in
blood lipids {cholesterol, triglycerides)., Children with borderline abnormal biood lipid levels ;
(cholesterol, triglycerides) prior to treatment with aripiprazole may develop abnormal levels while
taking this medication.

Zyprexalolanzapine: fow bicod pressure, a non- or pre-diabetes increase in blood glucose (below |
the leve! of diabetes), personality changes (non-aggressive objectionable behavior), restiessness,
fever, back pain, chest pain. fast heart beat, high blood pressure, nausea & vomiting, rash, :
swelling, extremity pain or joint pain, abnormal gait, speech problems, cold and flu symptoms,
vision changes, bed wetting, urinary fract infection, increased salivation, memory problems,
numiness, confusion, exireme happiness, incoordination, sweating, acne, dry skin, menstrual
period changes, vaginal infection, stiffness, dental pain, intestinal gas, joint or boneg pain,
twitching, abnormal dreams, delusions, emotional changes, eye infection, adverse changes in
bload lipids (cholesteroi, trigiycerides).

Risperdal/risperidone : nausea, vomiting, abdominal pain, a non- or pre-diabetes increase in
biood glucose (helow the level of diabetes), toothache, coughing, stuffy nose, sore throat,
shortness of breath, back pain, chest pain, fever, skin problems, upper respratory infections,
abnormal vision, joint pain, fast heart beat, shakiness, decreased sensation, increased energy.
dry mouth, fatigue, injury, coughing, acne, itching, muscle pain, generalized pain, weight increase,
high blood pressure, low biood pressure, adverse changes in blood lipids (cholesterol,
trigiycerides). Children with borderline abnormal blood lipid levels (cholesterol, triglycerides) prior
to freatment with risperidone may develop abnormal levels while taking this medication .

Rare Abilify/aripiprazole: pain or fightness {including throat, abdominal, chest. pelvis, extremity, back
pain, joint, muscle, jaw. neck or tongue), diarrhea, dry mouth, low appetite, behavioral &
emotional changes including psychosis, infection, rash, menstrual periods changes, Neurcleptic
Malignant Syndrome (fever, stiffness or involuntary movements, unstable blcod pressure), fever,
tiredness, migraine, chills, sensitivity to light, bloating, enlarged abdomen, head heaviness, 5
aspiration or food or stomach refiux, heat stroke, enlarged heart, heart attack, heart failure, fast or
slow heart beat and/or changes in heart rhythm, pounding heart beat felt by patient, low biood
pressure bleeding, b!ooc[ ciots pale sktn sudden drop in blood pressure (e 4. when going from
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appetite, difficulty swallowing, tooth /gums infection or cavities, stomach or intestinal bleeding, '
rectal bleeding or hemorrhoids, stomach or intestinal gas, esophagus, intestinal or stomach
inflammaticn or bleeding, inflamed gall bladder or gall-stones, ulcers, severe constipation or
obstruction, hepatitis, blood in stool, enlarged liver, inflamed pancreas, thyroid changes, bruising
of skin, changes in biood tests (various types of anemias or changes in white blood cells), weight -
loss, changes in metabolic biood tests (sodium, potassium, creatinine, bilirubin, albumin, alkaline
phosphatase BUN, SGPT, SGOT, uric acid lactic acid), dehydration, edema, high or low blood |
sugar, high cholesterol, diabetes mellitus, high triglycerides, thirst, pale or bluish skin, gout,
muscle paralysis, muscle tone abnormality, weakness or spasm, bursitis, inflamed tendons, ,
abnormal dream, emotional ups and downs, twitch, rigidity, impaired concentration, dilated blcod
vessels and arteries, numbness, extremity fremor, hypersensitive skin, dizziness, slowed
movement or response, lack of interest, panic attack, unsteady gait, visual hallucination, siroke,
impaired memory, hyperactivity, siowed reflexes, restless leg, pain or numbness in nerves,
increased reflexes, ioss of voluntary movement, slowed thinking, blunted affect, extreme
happiness, inability to rotate eyes, obsessive thought, decreased muscle tone or reflexes,
bleeding in brain, sinus infection, difficult breathing or shortness of breath, pneumonia, asthma,
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bloody nose, hiccup, temporary voice loss from inflammation, aspiration pneumonia, decreased
oxygen to lungs, respiratory failure, dry nasal passages, blocdy sputum, skin ulcer, sweating dry
skin, acne, skin discoloration, hair loss, dandruff, dermatitis, eye infection, ear pain, dry eye, eye
pain, ringing in ears, cataract, ear infection, altered taste, inflammation of eyelid, eye bleeding,
deafness, double vision, frequent blinking, lazy eye, poor vision in one eye, fear of light, bed
wetting, difficulty or abnormal conditions of urination, vaginal bleeding, kidney failure, eniarged
breasts, kidney stones, breast pain, female lactation, pain or tenderness in penis, severe allergic ;
reaction (difficulty breathing, swelling and/or rash), diabetes mellitus, somnolence prolonged _f
drowsiness or sleepiness, extrapyramidal movements ( such as muscle rigidity, difficulty walking), |
orthostatic hypotension, tremor, fatigue, akathisia (muscle restlessness, blurred vision), producing
more than the usual amount of salivary hypersecretion, increased risk of suicidai thoughts,
potential for cognitive and motor impairment, difficulty with body temperature regulation, and
dysphagia (difficulty swallowing), dizziness, and leucopenia, neutropenia, and/or agranulocytosis
(abnormalities in your white blood cell count), especially in people with a history of a significant
fow white blood cell count. Seizure activity is a very rare risk with uncertain relationship to this
medication,

Zyprexajolanzapine: abdomen enlarged, chills, face edema, intentional injury, tiredness, infection,
neck pain, pelvic pain, sensitivity to light, fever, hangover effect, cardiac {(heart beat) changes,
stroke, congestive heart failure, heart attack, hemorrhage, migraine, pallor changes in blood
vessels and arteries, inflammation, blocd clots, difficulty swallowing, inflammation of the
esophagus, severe constipation, fecal incontinence, stomach pain or discomfort, inflamed gums,
hepatitis, blood in stool, mouth ulceration, tooth abscess or caries, stomach gas, esophageal or
stomach ulcer, intestinal obstruction, livar changes, high biood sugar, diabetes mellitus, diabetic
acidosis, ketosis or coma, goiter, changes blood count, pale or bluish skin cast. acidosis, alkaline
phosphatase blood test increased, bilirubinemia, dehydration, high cholesterol, high triglycerides,
gout, high sodium, potassium, bilirubin, uric acid and/or protein in the blood, water intoxication,
leg cramps, abnormal changes in muscle tissue, britle bones, voluntary and involuntary
movement disorders, antisocial behavior, ataxia, central nervous system stimulation, rigidity,
delirium, dementia, speech and language disturbance, less sensitive or reactive to stimulation,
slowed movement, loss of muscle tone or coordination, obsessive compulsive symptoms,
extreme unfounded fears, physical symptoms of anxiety, alcohol, drug or tobacco misuse,
stuttering, withdrawal syndrome, coma, any disorder of the brain, nerve pain or numbness, eyelid
twitching, paralysis, bleeding in the brain, periods of difficult, decreased or absent breathing,
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asthma, nose bleed, blood in sputum, sweating, hair loss, dry skin, dandruff, skin discoloration,
skin ulcer, increased hair growth, difficulty adjusting fo a situation or experience, cataract,
deafness, double vision, dry eves, ear pain, eye hemorrhage, various eye disorders breast pain,
difficult or painful urination, female lactation, changes in urine or the process of urination, uterine
fibroids enlarged, extreme vaginal bleeding, breast enlargement or inflammation, allergic reaction
{can be severe with difficulty breathing, swelling, and/or rash), inflamed pancreas, pain &
tenderness of penis, severe skeletal muscle disease potentially causing death, and blood clotting
events. Seizure activily is a very rare risk with uncertain relationship fo this medication.

[Risperdal/risperidone : increased dream activity, nervousness, frouble concentrating,
depression, lack of interest, catatonic reaction, extreme happiness, increased libido, trouble
remembering, sudden mood changes, nightmares, confusion, yawning, longer sleeping time,
speech problems, spinning sensation, excess sedation, numbness or tingling, allergic reaction,
leg cramps, stiff neck, coma, migraine, reflex changes, loss of appetite, reduced salivation.
intestinai gas, diarrhea, increased appetite, swelling, fiu-like symptoms, enlarged abdomen, skin
irritations, fast breathing, pneumonia, asthma, trouble breathing, skin reaction to sunlight,

increased sweating, acne, decreased sweating, hair loss, blocked veins or arteries in the heart,

heart attack, eye pain, itchy eyes, low blood sodium or potassium or protein levels, blood
chemical changes, increased thirst, weight decrease, diabetes medllitus (high blood sugar),
anemia (low iron), dehydration, hyperphosphatemia (high phosphate levels in the body),
hypertriglyceridemia (high triglycerides in the blood), hyperuricemia (high uric acid in the body),
hypoglycemia (low blood sugar), increased urination/increased thirst, bed-wetting, hematuria
{blood in urine), problems urinating, problems with the kidneys, joint pain, arthritis, missed
menstrual periods, breast pain, bleeding, liver failure, hepatitis (liver inflammation), decreased
blood clotting , blood clots, ringing in the ears, decreassd hearing, ear problems, hormones
problems, high prolactin levels in the blood, problems regulating body temperature, bitter taste, a
change in the time it takes for the heart to conduct normal electrical signals (QTc¢ prolongation)
has also been associated with clanzapine use. Neuroleptic Malignant Syndrome (fever, stiffness
or involuntary movements, unstable bload pressure). Seizure activity is a very rare risk with
uncertain relationship to this medication.

It is important to note that these side effects do not occur in everyone. We expect that you, your
chiid, and your child's doctor will be going over the side effects that you might watch for while
taking any of these medications. The possibility of a suicide attempt is inherent in some
psychiatric disorders, and close supearvision of high-risk persons should accompany drug therapy.

Participants will be followed closely and monitored for side effects of medications and tests.
Withdrawal of the study medication and/or treatment of medication side effects will be provided as
indicated, Participants will participate in medication check-ups or telephone calls at least once
per week and will be asked to report any cencerns or adverse events during these times. To be
sure that you/your child can always communicate with the research team, families will be provided
with a 24-hour telephone number of a research clinician who will answer any questions and speak
with any community physicians or dentists who the participants visit during the study. All families
will also be instructed to tell any doctors or dentists they encounter that their children/adolescents
are on the study medications.

The risk of your child’s side effects will be minimized, or reduced should they cccur,
through the following steps:
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1. Somefimes Abilify (aripiprazole), Zyprexa,(olanzapine) or Risperdal {risperidone) can cause
nausea or vomiting. To prevent the nausea, it is best for your child to have something to eat in the
morning before the a.m. dose.

2. Participants will be monitored for neuromuscular side effects at each weekly visit.
Neuromuscular side effects include developing a walking style that seems to be shuffiing along
rather than lifting one's legs, stiffness in the movements of wrist and elbow joints, shaking of the
hands when the hands are not busy and a loss of facial expression. Also, children/adolescents
may also develop a problem that looks as if they are restless (called akathisia). These side
effects can sometimes be reduced by lowering the dose of medication or adding an appropriate
medication to treat the side effect. Participants will also be monitored for tardive dyskinesia
(unusual movements of the mouth area, cheek, tongue or other parts of the body such as the
shoulders and extremities). Study medications will be discontinued if tardive dyskinesia occurs.

3. Participants wiil be regularly monitored for changes in blood iriglycerides or blood glucose.
Problems with the way the hody handles glucose (sugar) and lipids {triglycerides) can occur with
Abilify, (aripiprazole), Zyprexa {olanzapine), or Risperdal {risperidone) potentially resulting in
diabetes or a condition called the metabolic syndrome. These blood glucose and lipid problems
can occur without any symptoms. That is why blaod glucose and lipids are monitorad in this study.
If your child's fasting blood glucose becomes elevated at any point in the study to the level that Is
called diabetes, hel/she will be withdrawn from the study. if his/her blood triglycerides become
elevated {o a serious degres that can increase the risk of an inflamed pancreas, then he/she will
be withdrawn from the study. If your child's blood glucose or lipids become elevated during the
study below the levels noted above, we will increase the frequency with which his/her blood is
maonitored for any further changes.

4. If your child's body weight increases 10% or more from when hefshe first began taking the
study medication, he/she will be monitored on a weekly or biweekly basis for other events that
may occur in the seiting of weight gain, especially hyperglycemia and hyperlipidemia.

During this study, your child/adolescent must avoid over-the-counter drugs and herbal
supplements as these may interfere with treatment resulits.

Data and Safety Monitoring Committee

An independent group of medical and research professionals, called a Data and Salety
Monitoring Committee (DSMC), has been established to monitor the data coilected from this study
and lock for ways to continually improve the safety of all the procedures and medications
administered as part of this project. The Pl and study staff are responsible for sending regular
reports to the DSMC detailing our findings, particularly highlighting any adverse or sertious
adverse events that occur. Having a DSMC makes sure that someone ocutside of the project
knows about any problems and can provide an objective opinion about what needs to be done to
fix ar minimize them. It is the job of the DSMC to maintain the highest leve! of safety for our

participants.
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Study Discontinuation

When your child discontinues the study early due to an adverse event, or on schedule due {o
study completion, we will carefully work with him/her and their reating psychiatrist/physician to
evaluate the risks versus the benefits of ongoing treatment with the medication your child was
assigned to. At that time we can discuss the advantages and disadvantages of staying on that
medication, switching to a different antipsychotic medication, or discontinuing antipsychotic
medication. In all cases we will provide individualized consultation with parents and treating
psychiatrist and/for pediatricians to provide the safest plan to continue the ongoing individualized

therapy.

Breast Feeding
Your chifd must tell the study doctor if she is breast-feeding.

Certificate of Confidentiality
One potential risk of participating in this study is that confidential information about your child
may be accidentally disclosed. We will use our best efforts to keep the information about
him/her secure, and we think the risk of accidental disclosure is very small. Pleasc see the

Confidentiality (ltem 7) section of this consent form for more information.

Coded Data

The information you and your child give us will be given a code number that includes your child’s
initials. A master list linking the code number and your identity will be kept separate from the
research data. Only the Pl and peaple helping him/her will be abie io see the list. We will protect
your child's information, but there is a chance somebody might see it.

Pregnancy/Childbearing Potential
if you are a woman of childbearing potential, please read and sign below.

Some parts of this study might cause physical or mental problems in an unborn baby. Your child
must tell the doctor immediately if there is any chance she is pregnant. She must also tell the doctor
if her birth control method fails while she is in the study.

To take part in this study, your child must have a pregnancy test before starting the study. She must
use an acceptable method of hirth control and must not become pregnant.

Please discuss with your child's research physician how long your child needs to wait before
becoming pregnant.

By signing below, you agree to have your child follow these rules.

Signature Date

As with any research procedure, unforeseen problems or side effects can occur. Your and vour
child will be told of any changes in the way the study will be done and of any newly identified risks
to which your child may be exposed.
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Participation in this study may cause all, some or none of the side sffects listed above. In
addition, there is always the risk of developing previously unknown side effects. The investigators
are willing to discuss any questions you might have about the severity, frequency, and duration of
these risks and discomforts.

Participation in this study may cause all, some or none of the side effects listed above
which, if severe, may cause death.

What happens if you are injured because you took part in this study?

Washington University investigators and staff will try to reduce, contrel, and treat any
complications from this research. if you feel you are injured because of the study, please contact
the investigator (John Newcomer MD at 314/262-5939) and/or the Human Research Protection
Office at (314) 633-7400 or 1«800)-438-0445.

Decisions about payment for medical treatment for injuries relating to your participation in
research will be made by Washington University. [f you need to seek medical care for a research-
refated injury, please notify the investigator as soon as possible.

. Are there benefits to taking part in the study?

These medicines may improve your child’s symptoms of aggressive behavior or conduct disorder.
In addition, your child will be checked for serious medical conditions that may not show any
symptoms, such as high biood pressure or diabetes. Finding these conditions may improve your
child’s medical care. This study will help doctors to understand how antipsychotic medications
may affect diabetes risk and ways o address the risk of diabetes in children with conduct
disorder, aggression or other behavior problems.

What other options are there?

Taking part in this research study is voluntary. Your child may choose not to take part in this
research study or he/she may withdraw consent at any time. Your child may withdraw by telling
the study team he/she is no longer interested in participating in the study or you may send in a
withdrawal letter. A sample withdrawal letter can be found at hitp://hrpo.wust.edu under
Information for Research Participants. Your child’s choice will not at any time affect the
commitment of your health care providers o administer care. There will be no penalty or loss of
benefits to which you are otherwise entitied.

Other than not taking part in the research, your child may choose to have your doctor write a
prescription for him/her if he/she feels it is in your best interest to receive this drug outside of the
study. The study drugs, olanzapine, risperidone and aripiprazole are available to your child even if
he/she does not participate in this study. Please discuss all alternatives with your child’s doctor,
including psychotherapy and behavior management.

What about privacy and confidentiality?
We will do everything we can to protect your privacy.
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Providing your and/or your child’s social security numbers is optional and you can fully participate
in the study whether you disclose them or not. If you choose to provide your and/or your child’s
social security numbers, we will use them fo locate you in the future if we are unable to locate you
at your home address, and o search vital records. We will not share your and/or your child’s
social security numbers or leave them accessible to identity theft.

Protected Health Information (PHI) is health information that identifies you. PHl is protected by
federal law under HIPAA (the Health insurance Portability and Accountability Act). To take part in
this research, you and your child must give the ressarch team permission {o use and disclose
{share) your child's PHI for the study explained in this consent form.

In addition to health information that may be created by the study, the research team may access
the following sources of your child's health information to conduct the study: hospital/physician
medical records; lab, pathology and/or radiology results; information derived from biological
samples (including bload): interviews/questionnaires; mental health and substance abuse records;

physiclogic imaging.

A Certificate of Confidentiality has been obtained from the Department of Heaith and Human
Services. This will help further protect information that may identify your child. The Certificate
prevents the investigator from being forced to disclose identifying information for use in court.
The investigator may not even be forced by court subpoena. Courts that may be prevented from
getting your child’s information include any federal, state, local civil, eriminal, administrative,
legistative, or other court proceeding.

You should understand that a Certificate of Confidentiality does not prevent you or a member of
your family from voluntarily releasing information about yourself or your involvement in this
research. The investigator may not withhold information if you or your child give your insurer or
employer permission to receive information about your participation in this research. This means
that you and your family must aiso actively protect your own privacy.

The Certificate does not prevent the researchers from taking steps, including reporting to
authorities, to prevent sericus harm to yourself or others. Such disclosures will be made as

described below.

The research team may share your information with:

e The Depariment of Health and Human Services (DHHS) to complete federal
responsibilities  for audit or evaluation of this study.

» Public health agencies o complete public health reporting requirements
Hospital or University representatives, to complete Hospital or University responsibilities for
oversight of this study.
Your primary care physician if a medical condition that needs urgent attention is discovered

= Appropriate authorities to the extent necessary to prevent serious harm to yourself or
others.

Once your health information is shared with someone outside of the research team, it may no
longer be protected by HIPAA,
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The research team will anly use and share your information as talked about in this form. When
possible, the research team will make sure information cannot be linked to you (de-identified).
Once information is de-identified, it may be used and shared for other purposes not discussed in
this consent form. If you have questions or concerns about your privacy and the use of your PHI,
please contact the University's Privacy Officer at 866-747-4975.

This study is sponsored by National Institute of Mental Heaith (NIMH). Representatives of -
the sponsor will have access fo your child’s research and/or medical records for monitoring
the study. The research team will also send study results to the sponsor. Information sent
to the sponsor will be summarized and coded so that it cannot be associated with your
child's PHI. The sponsor is not required to abide by the HIPAA reguiations, but agrees to
protect the confidentiality of your child's information. The sponsor reviews the study
summary to verify that the research is progressing toward stated goals.

Youlyour child will always have access to hisfher medical record. Some of the individual
results from tests to be performed during this research study might be of interest to your child or
your primary care physician. At your request, the researchers will share the medical information
gained from this study with you and your referring and/or primary care doctors. If we become
aware of any important health information during the course of your participation in this study, we
may be obligated/required fo share this information with your treatment team. You wilt not have
access to your child’s research record.

if you decide not to sign this form, it will not affect

your child's treatment or the care given by your heaith provider,
your child's insurance payment or enroliment in any health plans.
any benefits to which your child is entitied,

However, it will not be possible for your child to take part in the study.

If you sign this form:
» You authorize the use of your child's PHI for this ressarch
« Your signature and this form will not expire as long as your child wishes to participate.
« Your child may fater change your mind and not let the research team use or share your
child's information {your child may revoke your authorization).

o To revoke your authorization, complete the withdrawal! letter, found in the Participant
section of the Human Research Protection Office website at http://hrpo.wustl.edu (or use
the direct link: hitp://hrpohome. wustl. edu/paticipants/WithdrawalT emplate.rtf) or you may
request that the Investigator send you a copy of the letter.

o if your child revokes your authorization:
sThe research team may only use and share information already collected for the study.
«Your child's information may still be used and shared if necessary for safety reasons.
oYour child will not be allowed to continue to participate in the study,

Please specify any contact restrictions you want to request for this study only.
{Example — no calls at home, no messages left for you, no e-mails, etc.)
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Notice of Privacy Practices —
The Notice of Privacy Practices is ‘a separate document. It describes the procedures used by
WU to protect your child's information. If you/your child have not already received the Notice
of Privacy Practices, the research team will make one available to you and your child.

| have been offered a copy of the Nofice of Privacy Practices.

8. Whom do | call if | have questions or problems?
Please contact the researcher listed below to:
s (Obtain more information about the study

» Ask a question about the study procedures or treatments
» Report aniliness, injury, or other problem (you may alsc need to tell your regular doctors)
¢ | eave the study before it is finished
» Express a concern about the study
Principal Investigator: John Newcomer MD at 314/362-5939
Research Coordinators: Martha Hessler at 314/362-2423 or
Julie Schweiger at 314/362-3153
Mailing Address: 660 S. Euclid Ave., Campus Box 8134,

St Louis, MC 63110

If you wish to falk to someone else, or have questions or concerns about your child’s rights as a
research participant, cail Washington University's Human Research Protection Office (WU HRPO)
at (314) 633-7400, or 1-(800)-438-0445.

For questions about the Clinical Research Unit (CRU) or Pediatric Clinical Research Unit (PCRU)
please call Michelle Jenkerson, Research Participant Advocate at (314) 362-5626.

. Request Permission for Future Contact
May we contact you for future undetermined studies conducted by ____Yes No
Dr. Newcomer, Haupt, and Nicol? If yes, we will need 1o look at your
Protected Health Information (PHI) to check for study eligibility. e
May other WU physicians conducting research contact you? Ifyes,  Yes No
your PHI will be shared with other WU physicians.

Taking part in future studies is optional. Your child can ask us at any time to take him/her
off our contact list.

8. The Principal Investigator (Pt) may withdraw your chiid from the study without your/his/her
consent if considered appropriate (i.e. certain medical conditions, use of illegal drugs). It may be
in your child's best interest to allow follow-up outside the study. The Pl will share any new
information that could change how you and your child fee! about continuing in the study.

1¢. You will be given a signed copy of this consent form for your records.
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Please mark all that apply. This section is optional.

[] Not Hispanic or Latino [] Hispanic or Latino [] Unknown

[] Asian [] Biack or African-American [] Caucasian [} Native American or Alaskan Native

[] Native Hawaiian or Pacific islander

[ Other [] Unknown

The Office of Management and Budget has declared that Hispanic/Latino is an ethnicity.
National Institutes of Health, in an effort to ensure diversity in research, requests that you report
your ethnicity. (http://grants.nih.gov/grants/funding/women min/women min.htm)

I CONSENTFORMINORPARTICIPANTS |

Parent or Legal Guardian: (If participant is less than 18 years of age.)

[ have read this consent form and have heen given the chance fo ask questions. | give permission
for my child to participate in this research described above, titied: Metabolic Effects of
Antipsychotics in Children (Treatment Study, 6-17 v.0.}

HRPC does not require participants to re-sign the consent form unless a change is made; the
investigator, however, may choose o re-consent participants at any time.

Signature:

Printed Name: Date of Signature:

Relationship to Child:
_Father  Mother  Grandmother Grandfather  Legal Guardian  Other™:
*If the minor participant is in foster care or a ward of the State, please contact HRPO at 633-
7400 for assistance.

Ssgnatureof Second Parent or Legal Guardian: [Optional]

Signature:

Printed Name:; Date of Signature:

Relationship to Child:

Father Mother Grandmoiher Grandfather Legal Guardian Other:
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I If Parent/Legal Guardian is also a Research Participant:

- 1 have read this consent form and have been given the chance to ask questions. | agree to

. participate in this research described above, titled: Metabolic Effects of Antipsychotics in Children
{Treatment Study, 6-17 y.0.)

- HRPO does not require participants to re-sign the consent form unless a change is made; the
| investigator, however, may chaose o re-consent participants at any time.

! Signature:

Printed Name: Date of Signature:

Principal Investigator (or Designee):

| have given this research participant information about this study that | believe is accurate and
complete. The participant has indicated that he or she understands the nature of the study and the
risks and benefits of participating.

Signhature: Title:

Printed Name: _ Date of Signature:

] DOCUMENTA’I‘}ON OF ASSENT (FOR PARTICIPANTS WHO ARE M!NORS) I

Participant’s Assent:

The doctor or nurse has told me what will happen if | choose to be in this study. | understand what
they have said, and | understand that my parents and | may later change our minds and stop being in |
the study.
Signature:

Printed Name: Date of Signature:

ASSENT CONSIDERED INAPPROPRIATE (for minors)
We believe that requiring the signature of the minor is not appropriate for the following
reason(s):

Physician ~ Date ~ Parent/Cuardian  Date

This form is valid only with the Human Research Protection Gifice’s current stamp of
approvat.

T
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[x] Adulf [] Minor

INFORMED CONSENT TO PARTICIPATE IN A RESEARCH STUDY

Participant's Name HRPO # _05-0264

Princigal investigator Newcomer, John W., MD Pi's Phone Number {314) 362-5939
AR et CrETantars

Title of Project: Metabolic Effects of Antipsychotics in Children (Treatment study,>18 y.0.}

You may be eligible to take part in a research study. This form gives you important information
about the study. It describes the purpose of the study, and the risks and possible benefits of
pariicipating in the study.

Please take the time to review this information carefully. After you have finished, you should talk
to the researchers about the study and ask them any questions you have. You may also wish to
talk to others (for example, your friends, family, or other doclors) about your participation in this
study. If you decide to take part in the study, you will be asked to sign this form. Before you sign
this form, be sure you understand what the study is about, including the risks and possible
benefits to you.

Being in a research study does not take the place of routine physical exams or visits to your own
doctor and shouid not be relied on to diagnose or treat medical problems.

1. Why is this study being done?
Use of antipsychotic medication in children and young adults has been shown to be an effective
treatment for behaviors such as aggression, but doctors don't know as much about how they may
affect weight, giucose (sugar), insulin {a hormone that controls bicod sugar levels), and lipids
(fats} in younger patients. Although these antipsychotic medications have been FDA-approved by
the Food and Drug Administration (FDA) for adults and are now used commonly in children and
young adults who have conduct disorder, aggression or other behavioral symptoms, they are not
FDA-approved for children. The point of this research is to study side effects of these
antipsychotic medications in younger individuals. We will be measuring how these drugs affect
body weight and substances in the body such as glucose, insulin, and lipids. Dr. Newcomer and
colleagues have performed more than 400 studies of this kind in adults to look at how different
types of antipsychotic medications affect weight, glucose, insulin, and lipids. This study will
include 325 children and young adults whose doctors want them to start taking antipsychotic
medications to treat conduct disorder or other bshavior symptoms. Your doctor has determined
that one of these medications may be helpful to you.

For more information regarding minors in research see www,rgsegrchehildren.org.
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2. What am | being asked to do?
All procedures described below are research-related except for the prescribing of an antipsychotic
medication to treat a psychiatric diagnosis and a urine drug screen if there is a history of
substance abuse.

Study Visit 1: You will be seen by one of our child psychiatrists for a full diagnostic evaluation,
Based on the evaluation, if you qualify and you and your parents wish to participate, we will
schedule the next two study visits. You and your mom/dad will be asked questions about feelings,
emotions, and behavior, and about how you get along at home, school, or work, and with friends.
We will first ask your mom/dad these guestions and then we will ask you the same questions.
These questionnaires will be administered by tfrained personnel over the telephone or at one of
the initial study visits (study visit 2 or 3). The combined length of time for both parent and child for
this phase of the study is approximately 4-5 hours.

a) Study Visit 2: Within a few days after Study Visit 1, you will be scheduled to go to the .
Pediatric Clinical Research Unit (PCRU} or Clinical Research Unit (CRU) for blood tests, an EKG,
a frequent sampie oral glucose tolerance test (fsOGTT), an MRI and a DXA scan. This session
will last approximately 3-4 hours. The blood tests, EKG and oral glucose tolerance test are
considered standard clinical care for people taking antipsychotics. The DEXA body scan, MRI and
insulin/glucose clamp are research related tests. For females of child-bearing age, a urine
pregnancy test will be done at baseline and 12 week visits. If you are pregnant or become
pregnant during the study, you will be discontinued from the study because hormonal changes
could alter test results. You may be asked to submit a urine sample for a drug screening if you
and your doctor have been previously concerned about your substance use. Each procedure is
described béiow:

1. EKG: You will be given a routine resting electrocardiogram (EKG), where soft electrodes
(like small pieces of tape) will be stuck to your chest to measure your heart rhythm.

2. fsOGTT and Blood tests: With an oral glucose tolerance test you will be given a sweet
drink to see how your body handles extra sugar. On the night before this test. you can't
have anything to eat or drink except water after 10:00 p.m. In the morning, you will go to
the Pediatric Clinical Research Center (PCRU) or Clinical Research Unit (CRU) where you
will lie in a hospital bed or reclining chair. If you are a female of child-bearing age, before
the procedure begins you will be given a pregnancy test. A small catheter (a plastic tube,
also called an IV) will be inserted into a vein of your hand or wrist or bend in your arm. This
feels like getting a shot, but we will numb your skin first with either a cream or an injectable
local anesthetic to help it hurt less. This is the only part of the study that hurts a little.

Once the {V catheter is in your vein, it doesn’t hurt and we will use the catheter to get bload
samples during the study without hurting you. Your hand ar wrist or arm with the IV will be
heated in a routinely used temperature-controlled hand-warming box to increase the blaod
flow to the hand. This box is not FDA approved but is common in many centers.

You will then drink a very sweet lemon- or orange-flavored drink. Blood samples will be
taken from the catheter in your hand or wrist ar arm at different times during the study fo
check sugar levels in your blcod along with some other routine blood tests. You can watch
cable TV or a video during this study.
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After this study, you will be given breakfast.

3. MRIL: You will also have a magnetic resonance imaging {MRI) scan to measure
the fat content in your belly. You wear your clothes or a hospital gown during this scan.
During the MRI scan, you will lie on a table inside a tube while your stomach is scanned.
The machine will scan your stomach three or four times, for about 30 seconds sach time.
You will need fo hold stilt during the 30-second scans, but you can wiggle a little in between
scans. The whole MRI study takes about 20 minutes. The machine makes some sfrange
noises, but you can’t feel it scanning you. You will wear earphones and listen to music
while you are being scanned.

4. DXA: You will also have a dual-energy x-ray absorptiometry (DXA) scan to measure your
body fat and body muscle content, The DXA scan involves lying still on a tabie in your
clothes or a hospital gown (not in a tube this time) and having your body scanned by a
machine for about 5 minutes. You can't feel the DXA machine scanning you, either.

b) Study Visit 3: insulin/Glucose Clamp: About a week after Visit 2, you will be come to the
PCRU or CRU early in the morning (about 6:30 am) for a test called the Insulin/Glucose

Clamp. This is a test that measures blood glucose (sugar), lipids {fats) and other hormones in
your body while you are getting 1V fluids that contain glucose {(sugar) and insulin (& harmone
that controls blood sugar levels). '

You can't est or drink anything except tap water after 10:00 p.m. the night before the test.
Upon arrival to the PCRU or CRU, your height, weight, and vital signs will be measured. if you
are a female of child-bearing age, before the procedure hegins you will be given a pregnancy
test. You will have two 1V catheters inserted, one in each arm, using the injectable anesthetic
or numbing cream first.

This large vein site in the one arm will allow us to give you IV fluids that are non-radicactive
stable isotopes (rare but natural forms of foods like fat and sugar). These isctopes are already
oresent in your body and there will be na short-term or long-term side effects from the extra
isotopes we give you. The second |V will be inserted into a vein of your other hand or wrist or
bend in your arm. This IV site will be heated in a temperature-controiled box and biood
samples will be taken from this [V at different times during the study. You will be able to watch
cable or videos while lying in bed. The study doctor or research nurse and PCRU /CRU nurses
will be present throughout the session. Twice during the session, you will wear a special hood
{called an indirect calorimeter) that measures your breathing and tells us how many calories
you are burning. You will wear this two times during the study, each time for about 30
minutes. If vou become uncomfortable wearing the hood, we will remove if. After the study,
you will receive a late tunch (around 2:30 p.m.), and the 1Vs will be removed. You can then go
home with your parent or guardian. The session will begin early in the morning foliowing
avernight fast and will take approximately 7 1/2 to 8 hours. You will be asked questions about
how you are feeling during this session.

The amount of biood drawn during each test will depend on your weight at the time of each
OGTT and Insulin/Glucose Clamp. We will follow Washington University School of Medicine
Human Research Protection Office’s quidelines of drawing nc more that 3 mi (3/5
teaspoon kg of body weight over a two month period of time. We will do this by decreasing
the number of time poinis for each blood draw for each test.
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{Under special circumstances, such as having trouble remembering not to eat after 10.00 pm
the night before the test, you might be asked to be stay overnight on the CRU on the night
prior to the OGTT or the insulin/Glucose Clamp.)

We will never sedate you {give you any medication to make you sieepy or calm} for any
of these procedures. if you become too uncomfortable, you can stop participating at

any fime,

Treatment Assighment:

1) In coordination with your physician, after you have completed the baseline OGTT and
Insulin/Glucose Clamp, you will be randomly (like the flip of a coin) assigned to raceive one
of the following newer antipsychotic medications for 12 weeks {3 months): aripiprazole
(Abilify), olanzapine (Zyprexa), or risperidone (Risperdal). There is a one out of three
chance of receiving one of the three medications. Your physician and the study personnel
will closely monitor the addition of this medication. You and your physician will know what
medicine you are assigned, and your physician will adjust the dose for you on an individual
basis. If you participats in this study, you and your physician will be esked notfo use a
second antipsychotic or certain other medications along with your antipsychotic, (e.g.
antihistamines, tricyclic antidepressants, bupropion, clonidine, pemoline, and mood
stabilizing agents). These medications may themselves worsen glucose and lipid control or
otherwise make it difficult to assess the effects of your anfipsychotic alone. '

2) If more than six weeks have passed between your participation in the initial phase of the
study and your random assignment to one of the medications, you will be asked to repeat
the isotope infusion portion of the study (see ¢ above for description}.

3) if more than eight weeks have passed between your participation in the initial phase of the
study and your assignment to a different medication, you will be asked to repeat the
isotope infusion and repeat the MR and DXA scans and routine blood tests (see band ¢
above).

4) You will be asked to refrain from donating blood for two months after the end of the study,
since the amount of blood drawn will be close to the maximum guidelines suggested for
children.

5) 1f at any time during the study your weight, blood sugar and/or blood lipid levels show a
need to be watched more closely, the study doctor and staff may ask that you coms for
visit at week 3 and /or week 9 of the 12 week study.

Weekly Medication Check
You will have weekly medication checks with the study doctor and research assistant. These

visits may be over the telephone or as out-patient visits to research offices.

¢ Study Visit 4: This visit will be approximately six weeks after the Insulin/Glucose Clamp
(Study visit #3). This visit will include an fsOGTT and /or, blood tests and DXA as described in
Study Visit #2. (There will not be a MRI at this visit). The fsOGTT may not be done if you are
younger and a small body size.
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d) Study Visit 5: This visit will happen approximately 11-12 weeks after you begin the study
medication at Study visit #3. Study visit 5 will include an [sOGTT, DXA, MRI and ail blood
tests as described in Study visit #2.

e} Study Visit 6: This visit will happen approximately 1 week after Study Visit #3. This final visit
will include s Insulin/Glucose Clamp and all blood tests as described for Study Visit #3.

f) Extra study visits (safety checks) for some children/teens: During the 12-week study, the
study doctor will talk with you and your parents/guardian about your weight and blood tests
results. If the study doctor wants to watch your weight and/or blood tests more closely at any
time during the study, you will be asked to come to the PCRU/CRU for 1-2 extra study visits.
These will be short visits lasting about 1-hour.

The safety checks will be approximately 3 weeks after starting study med (visit 3A) and/or
9 weeks after starting study med (visit 4A). Af the tims, if it is decided that exira study visits
will be helpful, you will also be given a home monitoring kit that contains strips for testing urine
sugar and ketones, You will be given instractions on how to check your urine far sugar and
ketones one or more times a week.

h) 3-month follow-up visit (after 12-week study ends)- Visit 7: Af the end of the 12-week
study, the study doctors will make recommendations to you, your parents and your treating
clinicians regarding the study-related treatment effects on your weight, blood lipids and blood
sugar, and behavior. When the ending OGTT and Glucose/insulin Clamp are completed, you
will be returned to the care of your treating physician (child psychiatrist or primary care doctor).
if the study doctor recommends that you refurn for a follow-up visit (after the 12-week study
ends) you will be asked to return for this brief follow-up visit in approximately 3 months. During
the 3 months following the12-week study visits, you will be under the care of your primary
physician and no additional study visits will occur during that time.. Your 3-month lab resuils
will be shared with your freating physician.

For the safety checks and the 3-month follow-up, you will need to be fasting after 10:00 p.m,
the night before the study visit. You will have weight, height and waist measured and the
PCRU/CRU nurse will blood draw blood from your arm or hand for a fasting blood sugar and a
fasting blood lipids (cholesterol and triglycerides). Less than one teaspoon of blood will be
drawn at each visit; the amount will depend on your body size. During these study visits, the
study staff will ask questions about your medications, how you feef and about any problems
you might be having and look at the urine test results.

i} Optional post-study phone questionnaires: Someone from the research team may call you
during or after your participation to ask about your eating and exercise patterns over the
course of the study. The questionnaire will be opfional. You can choose to not answer any
question, or not to take the survey at all, without incutring any penalty and without jeopardizing
your particination in the treatment study. These quastions are for research purposes only and
the final results of the questionnaires will not be traceable to you or your family.

i) Optional post-study re-consent to release school records: At the beginning of the MEAC
study, you will be asked to provide permission for study staff to contact your child’s school so
that we may obtain information about your child’s school performance as it relates to his/her
symptoms. Your decision whether to allow us to contact your chiid’s school will not affect your
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child’s treatment or you or your child's participation in the study in any way. The release will be
good for 1 year, but in some cases, you may be contacted more than one year after your
child's participation in MEAC has ended; this is to renew a release that is more than 1 year
old.

How long wiil | be in the study?

You will be in the study approximately 3-4 months unless you have some changes in weight,
blood sugar or blood lipid tests that need to be checked approximately 3-months after the 12-
week study ends. If that happens, you will be in the study for a totai of 6-7 months, but your child
psychiatrist or primary care doctor will be in charge of your behavioral/psychiatric treatment after
the 12-week study ends. Study staff will assist with referrals to a child psychiatrist or primary care
physician at the end of the 12-week study as necessary,

Financial Disclosure of Interest
The study spensor is paying Washington University fo conduct this study. The amount of
payment is enough 1o cover the study doctor’s and/or institution’s expenses to perform the study.

Participating in Concurrent Studies
You may not be in any other medical studies while you are on this study.

3. What are the costs?
The procedures performed just for this research study are provided at no cost fo you. There are
no extra charges to you or your insurance company for participating in this study. You or your
insurance company will be charged for your antipsychatic medications. If you have no current
medical insurance, you will receive the medication for the study at no cost te you during your
participation in the study. If you have a history of drug or alcohol dependence, you or your
insurance company may be charged for (standard of care) urine drug screening so that you can
receive the medical care needed for this condition.

Standard care and research may carry a co-pay or deductible, When insurance pays, you are
responsibie for the applicable co-pays and deductibles.

Your family will receive a total value of up to $700.00 {up to $775.00 if child has study visit at 3-
months following the 12-week study) combined in gift certificates and monetary reimbursement for
your participation in the 12-week research study. The child will receive payment in their choice of
gift certificates. I you want to stop your participation at any time, you will receive part of the §700
value, based on how far in the study you are. You will receive $75.00 each for baseline and 6-
week OGTTs (or 6-week fasting labs) and $100.00 for the 12-week OGTT,; $50.00 for the first
medication check visit with the study psychiatrist; $175 for the baseline insulin/Glucese Clamp
and $225.00 for the 12-week clamp. If you participate in the 3-month follow-up visit after the 12-
week study ends, you will be paid an additional $75.00 in gift certificates and monetary
reimbursement for that visit. All compensation will he for time and inconvenience. Gift cards and
monetary reimbursement will be available at the next scheduled study visit - they will not be
available during the chitd psychiatrist visits. You will not receive any payment for safety labs.

Because you will be receiving more than $600 in gift cerlificates, this amount will be considered

extra income 50 you will receive an IRS Tax Form 1099 during tax season from Washington
University so you can report it to the IRS.
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4. What are the risks?
in this study, you will get both routine and research procedures. The overall potential risks of this
study are small. All key personnel involved in the design and conduct of the research involving
human subjscts have received the required education on the protection of human research
participants prior fo funding of this praject. Some of the blood tests could be considered part of
the routine diagnostic care of participants at greater risk for developing Type 2 Diabetes, for
example, children who are overweight.

Taking part in the study will add the following risks to your care. Research related risks
are:

& Blood drawing:
Likely: The risks of blood drawing and IV insertion include discomfort, bruising, and/or minimal

bieeding.

Less Likefy: Occasionally during blood drawing procedures, some people experience dizziness
or feef faini.

Rare: Very rarely, the site of needle insertion could become irritated or infected. The side effects
of the topical anesihesia are very rare. The most comman side effects are irritation, redness,
itching, or rash. There is alsc a very small risk of your hand becoming reddened or developing a
small biister from warming your hand in the hand-warming box. Side effects associated with
topical anesthesia used to numb the area of needle insertion infrequently cause side effects
including irritation, redness, itching or rash.

& interviews or Questionnaires;
Likely: None

Less Likely: None

Rare: During these guestionnaires you may experience minor discomfort when answering some
questions. In our experience this discomfort does not happen often, and when it occurs, it does
not last long. No major upset has ever happened. All questionnaires are administered by highly
trained research staff. Please let the staff know if you feel any discomfort so they may discuss
this with you. You may choose not to answer any question that makes you uncomfortable.

& Frequent sample oral glucose tolerance test (fsOGTT):
Likely: None

Less Likely: None

Rare: there is a small risk of feeling some nausea when drinking the sweet liquid drink. This
feeling should pass within a few minutes after drinking the liquid.

& Magnetic resonance imaging (MRI} procedure:
Likely: None

Less Likely: None
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Rare: Having an MRI causes worry or fear for peopie with claustrophobia (fear of closed-in
spaces), as some persons find the small space in the MRI machine confining and may feel
uncomfortable. We find that “rehearsing” prior to the pracedure helps to ease this. However, if
you should feel afraid or unable to continue, you can request the examiner 1o stop at any time.
Magnetic resonance imaging (MR} may also be harmful for people with certain kinds of metal in
their bodies, especially:
-- someone who had metal fragments in the eye
-- someone with electrical, mechanical, or magnetic activated implants, such as

pacemakers and hearing implants.

This procedure will not be performed if you have any of these kinds of metal. Thersfore, it is
important for you to inform study personnel of any metal in your body. This will not affect payment
for your participation. There are no other known risks of magnetic resonance imaging scans at
this time.

* ECG:

Likely. None

Less Likely: There is a small chance that you will experience discomfort from the sticky pads
temporarily attached to you in order to perform the EKG.

Rare: None

& Dual-energy x-fay absorptiometry:
Likefy: None

Less Likely: This research involves exposure to radiation from the DXA machine for body fat
measurements. You may experience discomfort lying on DEXA scan table. This test has low—
dose x-ray exposure {(much less than a standard x-ray of your chest. technicians do not wear
radiation monitors). The amount of radiation participants will receive from the scan is 1.3% of the
amount of natural background radiation exposure people in the United States receive each year.
The risk from the radiation exposure in this study is too small to be measured. If you would like
more information about radiation exposure, we can provide you with a "Radiation Fact Sheet”. If
you want to know more abaut radiation exposure, please see the "Radiation Fact Sheet" located
in the Guidelines section of the Human Research Protection Office website, at
hitp://hroo.wustl edu, or ask the study staff for a copy.

Rare: None

& Delta Trac:
Likely: None

Less Likely: None
Rare: There are no physical risks associated with the Deita Trac. Wearing the special hood may
cause worry or fear for people with claustrophobia (fear of closed-in spaces). We find that

“rehearsing” prior to the procedure helps to ease this. However, if you shouid feel afraid or
unable to continue, you can request the examiner stop at any time.
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& [nsulin/Glucose Clamp:
Likely: None

Less Likely: None

Rare: There is a small risk of low bicod sugar during the insulin infusion, which might lead to
nausea, headache or feeling sweaty or shaky. The risks of infusing stable isotope tracers include
the possibility of inflammation or infection. However, all solutions are tested for bacterial, molds,
viruses, yeasts, and sterility before infusion and are administered under strict sterile conditions.
There are no known short- or long-term risks associated with the infusion of the isotopes
themselves. The special hood to measure breathing may contribute to some feeling of discomfort
such as being too warm and/or facial sweating. it will be removed if you are uncomfortable.

Risk of a breach of confidentiality:

With your written permission, we will obtain medical and hospitalization records from your doclors,
results from prior blood, diagnostic, and laboratory tests and other information obtained from
interviews or guestionnaires related to your medical care. We keep this information in a locked
area. The information you give us will be given a code number. A master list linking the code
number and your identity will be kept separate from the research data. Only the Pl and people
heiping him will be able to see the list, and all staff involved with this project have been tharoughly
trainad in the protection of research participants, We will protect your information, but there is a
chance somebody might see it.

One potential risk of participating in this study is that confidential information about you may be
accidentally disciosed. We will use our best efforts to keep the information about you secure, and
we think the risk of accidental disclosure is very small. Please see the Confideniialify section of
this consent form for more information.

There is the possibility that you will be contacted to see if you are interested in other parts of this
study. Being in this part of the study doesn’t mean you have to participate in any additional parts.
if you are interested in future studies, we would give you a separate consent form to read and
sign,

Risks of antipsychotic medications:

There are certain risks and discomforts that may be associated with each medication given in this
research study during the 12 weeks of treatment. Risks of all medications are listed below, as
are ways that we will minimize these risks, but you will only experience risks of the medication
treatment group that you are assigned to. These risks include:

Likely Abilify/aripiprazole: Constipation, restlessness, headache, nausea, upset stomach, vomiting,
agitation, anxiety, trouble sleeping, sleepiness, lightheadedness, weight gain.

Zyprexa/olanzapine: dizziness, weakness, dry mouth, constipation, upset stomach, sleepiness,
accidental injury, trouble sleeping, weight gain, increased appetite, thirst, tremor, depression,
shakiness, involuntary movements and, weight gain. Children with borderline abnormal biood lipid
levels prior to treatment with olanzapine (cholesterol or triglycerides) may develop abnormal
levels while taking this medication.
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Less

" Risperdalfrisperidone: slespiness, trouble sleeping, agitation, anxiety, stiffness, involuntary

movements, headache, upset stomach, runny nose, restlessness, dizziness, extra saliva,
constipation, weight gain.

" Abilify/aripiprazole: Accidental injury, edema, a non- or pre-diabetes increase in fasting blood

leefy glucose (below the level of diabetes), high blood pressure, muscle pain, involuntary movement,

Rare

tremor, increased salivation, inflamed throat and upgper digestive tfract, cold and flu symptoms,
blurred vision, weight gain, tremor, increasaed martality and morbidity (cerebral vascular events,
including stroke) in elderly patients with dementia-related psychosis, and adverse changes in
hlood lipids {(cholesterol, triglycerides)., Children with borderline abnormal blocd lipid levels
(cholesterol, friglycerides) prior to treatment with aripiprazole may develop abnormal levels while
taking this medication.

Zyprexafolanzapine: low blood pressure, a non- or pre-diabetes increase in blood glucose (below
the level of diabetes). personality changes (non-aggressive objectionable behavior), restlessness,
fever, back pain, chest pain, fast heart beat, high blood pressure, nausea & vomiting, rash,
swelling, extremity pain or joint pain, abnormal gait, speech problems, cold and flu symptoms,
vision changes, bad wetting, urinary tract infection, increased salivation, memory problems
numbness, confusion, extrame happiness, incoordinatian, sweating, acne, dry skin, menstrual
period changes, vaginal infection. stiffness, dental pain, intestinal gas, joint or bone pain,
twitching, abnormal dreams, delusions, emotional changes, eye infection, adverse changes in
blood lipids (cholesterol, triglycerides).

Risperdal/risperidone : nausea, vomiting, abdominal pain, a non- or pre-diabetes increase in
blood glucose (below the leve!l of diabetes), toothache, coughing, stuffy nose, sore throat,
shartness of breath, back pain, chest pain, fever, skin problems, upper respiratory infections,
abnormal vision, joint pain, fast heart beat, shakiness, decreased sensation, increased energy,
dry mouth, fatigue, injury, coughing, acne, itching, muscle pain, generalized pain, weight increase,
high blood pressure, low blood pressure, adverse changes in biood lipids {(cholesterot,
triglycerides). Children with borderline abnormal blood lipid levels (cholesterol, triglycerides) prior
to treatment with risperidone may develop abnormal levels while taking this medication.

Abillify/aripiprazale: pain or tightness (including throat, abdominal, chest, pelvis. extremity, back
pain, joint, musdle, jaw, neck or tongue), diarrthea, dry mouth, low appetite. behavioral &
emotional changes including psychosis, infection, rash, menstrual periods changes, Neurcleptic
Malignant Syndrome (fever, stiffness or involuntary movements, unstable blood pressure), iever,
tiredness, migraine, chills, sensitivity fo light, bloating, enlarged abdomen, head heaviness,
aspiration or food or stomach reflux, heat stroke, enlarged heart, heart attack, heart failure, fast or
siow heari beat and/or changes in heart rhythm, pounding heart beat felt by patient, low blood
pressure, bleeding, blood clots, pale skin, sudden drop in bicod pressure (g.g. when going from
sitting or lving down to a standing position). inflamed blood vessels, heart-lung failure, increased
appetite, difficulty swallowing, tooth /fgums infection or cavities. stomach or intestinal bleeding,
rectal bleeding or hemorrhoids, stomach or intestinal gas, esophagus, intestinal or stomach
inflammation or bleeding, inflamed gall bladder or gall-stones, ulcers, severe constipation or
obstruction, hepatitis, blood in stool, enlarged liver, inflamed pancreas, thyroid changes, bruising
of skin, changes in blood tests (various types of anemias or changes in white blood cells), weight
loss, changes in metabolic blood tests (sodium, potassium, creatinine, bilirubin, albumin, alkaline |
phosphatase BUN, SGPT, SGOT, uric acid lactic acid), dehydration, edema, high or low blood
sugar, high cholesterol, diabetes mellitus, high friglycerides, thirst, pale or bluish skin, gout,
muscle paralysis, muscle tone abnormality, weakness or spasm, bursitis, inflamed tendons,
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abnormal dream, emotional ups and downs, twitch, rigidity, impaired concentration, dilated biood
vessels and arteries, numbness, extremity tremor. hypersensitive skin, dizziness, slowed
movement or response, lack of interest, panic atiack, unsteady gait, visual hallucination, stroke,
impaired memory, hyperactivity, siowed refiexes, restless leg, pain or numbness in nerves,
increased reflexes, loss of voluntary movement, slowed thinking, blunted affect, extreme
happiness, inability to rotate eyes, obsessive thought, decreased muscle tone or reflexes,
bleeding in brain, sinus infection, difficulf breathing or shortness of breath, pneumonia, asthma,
bloody nose, hiccup, temporary voice loss from inflammation, aspiration pneumaonia, decreased
oxygen to lungs, respiratory failure, dry nasal passages, blocdy sputum, skin uicer, sweating dry
skin, ache, skin discoloration, hair loss, dandruff, dermatitis, eye infection, ear pain, dry eye, eye
nain, ringing in ears, cataract, ear infection, altered taste, inflammation of eyelid, eye bleeding,
deafness, double vision, frequent blinking, lazy eye, poor vision in one eye, fear of light, bed
wetling, difficulty or abnormal conditions of urination, vaginal bleeding, kidney failure, enfarged
breasts, kidney stones, breast pain, female lactation, pain or tenderness in penis, severe allergic -
reaction (difficulty breathing, swelling and/or rash), diabetes mellitus, somnolence prolonged f
drowsiness or sieepiness, extrapyramidal movements ( such as muscle rigidity, difficulty walking},

e .
orthostatic hypotension, tremor, fatigue, akathisia (muscle restlessness, blurred vigion), producing

more than the usual amount of salivary hypersecretfon increased risk of suicidal though’{s,
potential for cognitive and motor impairment, difficulty with body temperature regulation, and
dysphagia (difficulty swallowing), dizziness, and leucopenia, neutropenia, and/or agranulocytosis
(abnormalities in your white blood cell count), especially in people with a history of a significant
low white blood cell count. Seizure activity is a very rare risk with uncertain relationship to this
medication.

Zvprexafolanzapine: abdomen enlargad. chills, face edama, intentional injury, tiredness. infection,
neck pain, pelvic pain, sensitivity to light, fever, hangaover effect. cardiac (heart beat) changes,
stroke, congestive heart failure, heart attack, hemorrhage, migraine, palior changes in blood
vessels and arteries, inflammation, biood clots, difficulty swallowing, inflammation of the
esophagus, severe constipation, fecal incontinence, stomach pain or discomfort, inflamed gums,
hepatitis, blood in stool, mouth uiceration, tooth abscess or caries, stomach gas, esophageal or
stomach ulcer, intestinal ohstruction, liver changes, high blood sugar, diabetes mellitus, diabetic
acidosis, ketosis or coma, goiter, changes blood count, pale or bluish skin cast, acidosis, alkaline
phosphatase blood test increased, bilirubinemia, dehydration, high cholesterol, high triglycerides,
gout, high sodium, potassium, bilirubin, uric acid and/or protein in the blood, water intoxication,
ieg cramps, abnormal changes in muscle tissue, brittle bones, voluntary and involuntary
movement disorders, antisocial behavior, ataxia, central nervous system stimulation, rigidity.
delirium, dementia, speech and language disturbance, less sensifive or reactive to stimulation,
slowed movement, loss of muscle tone or coordination, obsessive compuisive symptoms,
extreme unfounded fears, physical symptoms of anxiety, alcohol, drug or Wobacco misuse,
stuttering, withdrawal syndrome, coma, any disorder of the brain, nerve pain or numbness, eyelid
twitching, paralysis, bleeding in the brain, periods of difficult, decreased or absent breathing,
asthma, nose bleed, blood in sputum, sweating, hair loss, dry skin, dandruff, skin discoloration,
skin ulcer, increased hair growth, difficulty adjusting to a situation or experience, cataract,
deafhess, double vision, dry eyes, ear pain, eye hemorrhage, various eye disorders breast pain,
difficult or painful urination, female lactation, changes in urine or the process of urination, uterine
fibroids enlarged, extreme vaginal bleeding, breast enlargement or inflammation, allergic reaction
{can be severe with difficulty breathing, swelling, and/or rash), inflamed pancreas, pain &
tenderness of penis, severe skeletal muscle disease potentiaily causing death, and blood clotting
events. Seizure activity is a very rare risk with uncertain relationship to this medication. ;
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":Risperdal/risperidone : increased dream activity, nervousness, trouble concentrating,
depression, lack of interest, catatonic reaction, extreme happiness, increased libido, trouble
remembering, sudden mood changes, nightmares, confusion, yawning, longer sleeping time,
speech problems, spinning sensation, excess sedation, numbness or tingling, allergic reaction,
leg cramps, stiff neck, coma, migraine, reflex changes, loss of appetite, reduced salivation,
intestinal gas, diarrhea, increased appetite, swelling, fiu-like symptoms, enlarged abdomen, skin
irritations, fast breathing, pneumonia, asthma, trouble breathing, skin reaction to sunlight,
increased sweating, acne, decreased sweating, hair loss, blocked veins or arteries in the heart,
heart attack, eye pain, itchy eyes, low blood sodium or potassium or protein levels, blood
chemical changes, increased thirst, weight decrease, diabetes mellitus (high blood sugar),
anemia (low iron), dehydration, hyperphosphatemia (high phosphate levels in the body),
hypertriglyceridemia (high triglycerides in the blood), hyperuricemia (high uric acid in the body),
'hypogiycemia {low blood sugar}, increased urination/increased thirst, bed-wetting, hematuria
{blood in uring), problems urinating, problems with the kidneys, joint pain, arthritis, missed
menstrual periods, breast pain, bleeding, liver failure, hepatitis {liver inflammation), decreased
blood clotting , blood clots, ringing in the ears, decreased hearing, ear problems, hormones

problems, high prolactin levels in the blood, problems regulating body temperature, bitter taste, a

change in the time it takes for the heart to conduct normal electrical signals {QTc pro!ongatlon)
has also been associated with olanzapine use. Neurcleptic Malignant Syndrome (fever, stiffness
or involuntary movements, unstable blood pressure). Seizure activity is a very rare risk with

_ uncertain relationship to this medication. .~

It is important to note that these side effects do not occur in everyone. We expect that you. your
parents/guardians, and your doctor will be going over the side effects that you might watch for
while taking any of these medications. The possibility of a suicide attempt is inberent in some
psychiatric disorders, and close supervision of high-risk persons should accompany drug therapy.

Participants will be followed closely and monitored for side effects of medications and tests.
Withdrawal of the study medication and/or treaiment of medication side effects will be provided as
indicated. Participants will participate in meadication check-ups or telephone calls at least once
per week and will be asked to report any concerns or adverse events during these times. To be
sure that you/your child can always communicate with the research team, families will be provided
with a 24-hour telephone number of a research clinician who will answer any questions and speak
with any community physicians or dentists who the participants visit during the study. All families
will also be instructed 1o tell any doctors or dentists they encounter that their children/adolescents
are on the siudy medications.

The risk of your side effects will be minimized, or reduced shouid they occur, through the
following steps:

1. Sometimes Abilify (aripiprazole), Zyprexa (olanzapine) or Risperdal (risperidone) can cause
nausea or vomiting. To prevent the nausea, it is best for you to have something to eat in the
maorning before the a.m. dose.

2. Participants wili be monitored for neuromuscular side effects at sach weekly visit.
Neuromuscular side effects include developing a walking style that seems to he shuffling
along rather than lifting ong’s legs, stiffness in the movements of wrist and elbow joints,
shaking of the hands when the hands are not busy and a loss of facial expression. Alse,
children/adolescents may also develop a problem that looks as if they are restless (called

akathisia). These side effects can sometimes be reduced by lowering the dose of medication
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or adding an appropriate medication {o treat the side effect. Participants will also be
monitored for tardive dyskinesia (unusual movements of the mouth area, cheek, tongue or
other parts of the body such as the shoulders and extremities). Study medications will be
discontinued if fardive dyskinesia ocours.

3. Participants will be regularly monitored for changes in blood triglycerides or blood glucose,
Problems with the way the body handles glucose (sugar) and lipids (triglycerides} can occur
with Abilify, (aripiprazole), Zyprexa (olanzapine), or Risperdal {risperidone) potentially resulting
in diabetes or a condition called the metabolic syndrome. These blood glucose and lipid
problems can occur without any symptoms. That is why blood glucese and lipids are
monitored in this study. If your fasting blood glucose becomes elevated at any point in the
study to the level that is calied diabetes, you will be withdrawn from the siudy. I you blood
triglycerides become elevated to a serious degree that can increase the risk of an inflamed
pancreas, then you will be withdrawn from the study. 1f your blood glucose or lipids become
elevated during the study below the levels noted above, we will increase the frequency with
which you blood is monifored for any further changes.

4. if your body weight increases 10% or more from when you first began taking the study
medication, you will be monitored on a weekly or biweekly basis for other events that may
occur in the setting of weight gain, especially hyperglycemia and hypetlipidemia.

During this study, your child/adolescent must avoid over-the-counter drugs and herbal
suppiements as these may interfere with treatment resuits.

Participation in this study may cause all, some or none of the side effects listed above
which, if severe, may cause death,

As with any research procedure, unforeseen problems or side effects can occur. You will be told
of any changes in the way the study will be done and of any newly identified risks to which you
may be exposed.The invastigators are willing to discuss any questions you might have about the
severity, frequency, and duration of these risks and discomforts.

Data and Safety Monitoring Committee

An independent group of medical and research professionals, called a Data and Salety
Monitoring Committee (DSMC), has been esiablished to monitor the data collected from this study
and look for ways to continually improve the safety of all the procedures and medications
administered as part of this project. The Pl and study stalf are responsible for sending regular
reperts to the DSMC detailing cur findings, particularly highfighting any adverse or serious
adverse events that occur. Having a DSMC makes sure that someone outside of the project
knows about any problems and can provide an objective opinion about what needs to be done fo
fix or minimize them. [t is the job of the DSMC to maintain the highest level of safety for our
participants.

Study Discontinuation

When you discontinue the study early due to an adverse event, or on schedule due to study
completion, we will carefully work with you and your treating psychiatrist io evaluate the risks
versus the benefits of ongoing treatment with the medication you were assigned to. At that time
we can discuss the advantages and disadvantages of staying on that medication, switching to a

different antipsychotic medication, or discontinuing antipsychotic medication. In all cases we will
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provide individualized consultation with parents and freating psychiatrist and/or pediatricians to
provide the safest plan to continue the ongoing individualized therapy.

Breast Feeding
You must tell the study doctor if you are hreast-feeding.

Certificate of Confidentiality

One potential risk of participating in this study is that confidential information about you may be
accidentally disclosed. We will use our best efforts to keep the information about you secure, and
we think the risk of accidental disclosure is very small. Please see the Confidentiality (ltem 7)

section of this consent form for more information.

Coded Data
The information you give us will be given a code number. A master list linking the code number

nd your identity will be kept separate from the research data. Only the Pl and people helping
him/her will be able to see the list. We will protect your information, but there is a chance
somebaody might see it.

Pregnancy/Childbearing Potential
if you are a woman of childbearing potential, please read and sign below.

Some parts of this study might cause physical or mental problems in an unborn baby. You must tell
the doctor immediately if there is any chance you are pregnant. You must also tell the doctor if your
birth control method fails while you are on the study.

To take part in this study, you must have a pregnancy test before starting the study. You must use
an acceptable method of birth control and must not become pregnant.

Please discuss with your research physician how long you need to wait before becoming pregnant.
By signing helow, you agree to follow these ruies.

Signature Date

What happens if you are injured because you tock part in this study?

Washington University investigators and staff will iry to reduce, control, and treat any
complications from this research. If you feel you are injured because of the study, please contact
the investigator (John Newcomer MD at 314/362-5939) and/or the Human Research Protection
Office at {314) 633-7400 or 1-{800)-438-0445.

Decisions about payment for medical treatment for injuries relating to your participation in

research will be made by Washington University. If you need to seek medical care for a research-
related injury, please notify the investigator as soon as possible.
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5. Are there benefits to taking part in the study?
These medicines may improve your symptoms with aggressive behavior or conduct disorder. In
addition, you/your child will be checked for serious medical conditions that may not show any
symptoms, such as high blood pressure or diabetes. Finding these conditions may improve your
medical care. This study will help doctors to understand how antipsychotic medications may
affect diabetes risk and ways to address the risk of dlabetes in children with conduct disorder,
aggression or other behavior problems,

6. What other options are there?
Taking part in this research study is voluntary. You may choose not to take part in this research
study or you may withdraw your consent at any time. You may withdraw by telling the study team
you are no longer interested in participating in the study or you may send in a withdrawal letter. A
sample withdrawal letter can be found at hitp://brpo.wustl. edu under Information for Research
Participants. Your choice will not at any time affect the commitment of your health care providers
to administer care. There will be nc penalty or loss of benefits to which you are otherwise entitled.

Cther than not taking part in the research, you may choose to have your doctor write a

prescription for you if he/she feels It is in your best interest to receive this drug outside of the
study. The study drugs, olanzapine, risperidone and aripiprazole are available to you even if you
do not participate in this study. Piease discuss all alternatives with your doctor including
psychotherapy and behavior management.

7. What about privacy and confidentiality?
We will do everything we can to protect your privacy.

Providing your social security number is opfional and you can {ully participate in the study whether
you disclose it or not. If you choose to provide your social security number, we will use your
social security number to locate you in the future if we are unable to locate you at your home
address, and o search vital records. We will not share your social security number or leave it
accessible to theft.

Protected Health Information (PH1) is health information that identifies you. PH! is protected by
federal law under HIPAA {the Heaith insurance Portability and Accountability Act). To take part in
this research, you must give the research team permission to use and disclose (share) your PHI
for the study explained in this consent form.

In addition to health information that may be created by the study, the research team may access
the following sources of your health information to conduct the study: hospital/physician medical
records; lab, pathology and/or radiology results; information derived from biological sampies
(including blood); interviews/questionnaires; mental health records; physiologic imaging.

A Certificate of Confidentiality has been obtained from the Department of Health and Human
Services. This will help further protect information that may identify you. The Certificate prevents
the investigator from being forced to disclose identifying information for use in court. The
investigator may not even be forced by court subpoena. Courts that may be prevented from
getting vour information include any federal, state, local civil, criminal, administrative, legisiative,
or other court proceeding.
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You should understand that a Certificate of Confidentiality does not prevent you or a member of
your family from voluntarily relfeasing information about yourself or your involvement in this
research. The investigator may not withhold information if you give your insurer ar employer
permission to receive information about your participation in this research. This means that you
and your family must also actively protect your own privacy.

The Certificate does not prevent the researchers from taking steps, including reporiing to
authorities, to prevent serious harm to yourself or others. Such disclosures will be made as
described below.

The research team may share your information with:

e The Department of Heaith and Human Services (DHHS) fo complete federal responsibilities for
audif or evaluation of this study.

s Public health agencies to complete public health reporting requirements

» Haspital or University representatives, to complete Hospital or University responsibilities for
oversight of this study.

« Your primary care physician if a medical condition that needs urgent attention is discovared

« Appropriate authorities to the extent necessary to prevent serious harm to yourself or others,

Once your health information is shared with someone outside of the research team, it may no
longer be protected by HIPAA.

The research team will only use and share your information as tatked about in this form. When
possible, the research team will make sure information cannot be linked to you (de-identified).
Once information is de-identified, it may be used and shared for other purposes not discussed in
this consent form.

If you have questions or concerns about your privacy and the use of your PHI, please contact the
University's Privacy Officer, at 866-747-4975.

This study is sponsored by National institute of Mental Heaith (NIMH). Representatives of the
sponsor will have access to your research and/or medical records for monitoring the study. The
research team will also send study results to the sponsor. Information sent to the sponsor will
be summarized and coded so that it cannct be associated with your PHI. The sponsor is not
required to abide by the HIPAA regulations, but agrees to protect the confidentiality of your
information. The sponsor reviews the study summary to verify that the research is progressing
toward staled goals.

You will always have access to your medical record. Socme of the individual results from tests
to be performed during this research study might be of interest to you or your primary care
physician. At your request, the researchers will share the medical information gained from this
study with you and your referring and/ar primary care doctors. If we becoms aware of any
important health information during the course of your participation in this study. we may be
obligated/requiraed to share this information with your treatment team. You will not have access to
your research record.
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if you decide not to sign this form, it will not affect
-your treatment or the care given by your health provider.
-your insurance payment or enroliment in any health plans.
-any benefits to which you are entitied.

However, it will not be passible for you fo take part in the study.

If you sign this form:
* You authorize the use of your PHI for this research

+ Your signature and this form will not expire as long as you wish to participate.

« You may later change your mind and not let the research team use or share your

infformation {you may revoke your authorization).

o To revoke your authorization, complete the withdrawal lefter, found in the Participant
section of the Human Research Protection Office website at http://hrpo.wust.edu (or use
the direct link: http://hrpohome.wustl.edu/participants/Withdrawal Template.rtf) or you may
request that the investigator send you a copy of the letter,

o if you revoke your authoerization:

# The research team may only use and share information already coilected for the study.
& Your information may still be used and shared if necessary for safety reasons.
* You will not be allowed to continue to participate in the study.

Please specify any contact restrictions you want to request for this study only.
(Example — no calls at home, no messages left for you, no e-mails, etc.)

Notice of Privacy Practices

' The Notice of Privacy Practices is a separate document. It describes the procedures used by
WU to protect
your information. If you have not already received the Notice of Privacy Practices, the research |
team will make one avaitable to you. :

] have been offerad a copy of the Notice of Privacy Practices.

Inital

. Whom do i call if | have questions or problems?
Please contact the researcher listed below to:
o Obtain more information about the study
Ask a question about the study procedures or treatments
Report an illness, injury, or other problem (you may also need to tell your regular doctors)
Leave the study befare it is finished
Express a concern about the study

e @ e 2

Principal Investigator:  John Newcomer MD at 314/362-5939
Research Coordinators: Martha Hessler at 314/362-2423 ar
Julie Schweiger at 314/362-3153
Mailing Address: 660 S. Euclid Ave., Campus Box 8134,
St. Louis, MO 63110
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If you wish to talk to someone else, or have questions or cancerns about your rights as a research
participant, call Washington University’s Human Research Protection Office (WU HRPO) at (314)
633-7400, or 1-(800)-438-0445.

For questions about the Clinical Research Unit (CRU) or Pediatric Clinical Research Unit (PCRU)
please call Michelle Jenkerson, Research Participant Advocate at 314-362-5626.

sMay we contact you ‘for future undetermined studies conducted by Yes . No
Dr. Newcomer, Haupt, and Nicol? If yes, we will need to look at your;

Protected Health Information {(PH!} to check for study eligibility. - e
May other WU physzc:aﬂs conductzng research contact you? If yes Yes i No
your PHI will be shared with other WU physicians,

Taking part in future studies is optional. You can ask us at any time to take you off our contact
fist,

9. The Principal Investigator (P may withdraw you from the study without your consent if
considered appropriate (i.e. certain medical conditions, use of illegal drugs). It may be in your best
interest fo aliow follow-up outside the study. The Pl will share any new information that could
change how you feel about continuing in the study.

10. You will be given a signed copy of this consent form for your records.

Please mark all that apply. This section is optional.

[1 Not Hispanic or Latino {] Hispanic or Latino {] Unknown

[] Asian [] Black or African-American [] Caucasian [ Native American or Alaskan Native [] Native
Hawaiian or Pacific Islander [} Other [} Unknown

The Office of Management and Budget has declared that Hispanic/Latino is an ethnicity. National
Institutes of Health, in an effort to ensure diversity in research, requests that you raport your
ethnicity. (htip://grants.nih.gov/grantsfunding/women min/women min htm)
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SIGNATURES FOR ADULT PARTICIPANTS

Research Participant:
[ have read this consent form and have been given the chance {o ask questions. | agree to
participate in this research described above, titled: Metabolic Effects of Antipsychotics in Children

(Treatment Study, >18 y.0.).

HRPO does not require participants to re-sign the consent form unless a change is made; the
investigator, however, may choose fo re-consent participants at any time.

Signature:

Printed Name: I Date of Signature:

"_'#5;?56?'{55?“1nvestigator {or Designee):

i have given this research pariicipant information about this study that | believe is accurate and
complete. The participant has indicated that he or she understands the nature of the study and the
risks and benefits of participating.

Signature: ' Title:

Printed Name: _ Date of Signature:

This form is valid only with the Human Research Protection Office’s current stamp of
approval.

THMBE T PRINL TR R EET ML A L R T s e
L VAL LR B ;ﬁf{:;%x:a.mi, ERE R AR ST

SEP 30 200 ;
SR 29 aom |
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Form 2 5/08
Human Research Protection Office

[X] Adult {] Minor

+
*

3 Washington University in St.L

INFORMED CONSENT TO PARTICIPATE IN A RESEARCH STUDY

Participant's Name HRPO # 05-0264
Principal Newcomer, John W_, MD Pl's Phone Number (314) 362-
Investigator 5939

Last FiTst Lretenfials
Title of Project: Metabolic Effects of Antipsychotics in Children

(Genetic Consent for Adult Parent or Guardian)

You may be eligible o {ake part in a research study. This form gives you important informaticn
about the study. li describes the purpose of the study, and the risks and possible benefits of

participating in the study.

Please take the time to review this information carefully. After you have finished, you shouid talk
to the researchers about the study and ask them any questions you have. You may also wish to
talk to others (for example, your friends, family, or other doctors) about your participation in this
study. If you decide to take part in the study, you will be asked to sign this form. Before you sign
this form, be sure you understand what the study is about, including the risks and passible
benefits to you.

You are invited to take part in a research study by Dr. Newcomer and/or colieagues.
Please ask for an explanation of any words you do not understand.
Washington University will keep a copy of this consent form.

Being in a research study does not take the place of routine physical exams or visits to your own
doctor and should not be relied on to diagnose or treat medical probiems.

1. Why is this study being done?
Genetic studies compare genes from people who have ilinesses to people who are not ill. Being
part of a genetic study does not mean that you or your relatives have a genetic illness.

You are invited to participate in a research study conducted by Dr. Newcomer to find genes that
may be linked with weight gain in children who are receiving certain medications given for
emotional disorders. To best study this area, it is heipful to compare genes from families of
children who have either gained weight or not gained weight and /or who have had changes in
their biood lipids or blood sugar while taking various medications.

We are trying to learn what genes affect your child’s hehavior.
We hope to find new tests or {reatments to help us understand condifions such as conduct

disorder.
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Your child can take part in Dr. Newcomer's treatment study even if you and/or your child
decide not to participate in this genetic study.

2. What am | being asked to do? All procedures describad below are research related, not
standard-of-care.

When you come in for your child’s Study Visit 2 (the Oral Glucose Tolerance Tests (OGTT)), you
will have 10 m! (about two teaspeons of blood) obtained from a vein in your hand or wrist. Your
name will not be on the bicod sample. The blood sample will be identified (coded) with a number.
The blood is for research only and will be stored in a freezer until the genetic tests are conducted
{no longer than 20 years). These genetic tests may be conducted al other institutions, but the
bicod samples will only be identified by the code number. Other investigators will not receive your
name, social security number or other identifying information.

How long will | be in the study?
Your blood for the genetic test will be drawn during ane study day. The blood will be stored no
longer than 20 years.

You and your physician will not get any study results. We will contact you if we learn you have a
life-threatening medical disorder that current treatment can stop or lessen.

How many other participants will be in the study?

There will be approximately 325 participants invited to parficipate in the treatment study. Each
participant's parent(s) or guardian(s) will be invited to patticipate in providing a blood sample for
genetic testing.

Financial Disciosure of interest
The study sponsor is paying Washington University to conduct this study. The amount of
payment is enough to cover the study doctor's and/or institution’s expenses to perform the study.

Future Use of Blood, Tissue, or Data

May | share your tissue and data? It will not have your name on it, only a code number, so

nobody will know it was yours. | would like to share it with other investigators doing research in

similar fields. These investigators may be at Washington University or at other research centers.
Yes No

3. What are the costs?
There are no costs to you for drawing or testing the biood sample.
You will be paid $40 for your time and inconvenience for your blood draw.

4, What Are The Risks?
There are certain risks and discomforts that may be associated with this ressarch. They include:

* Blood drawing:
Likely: The risks of bicod drawing and 1V insertion include discomfort, bruising, and/or minimal
bleeding.

Less Likely: Occasionally during blood drawing procedures, some people experience dizziness
or feel faint.
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Rare: Very rarely, the site of needle insertion could become irritated or infected. The side effects
of the topical anesthesia are very rare. The most common side effects are irritation, redness,
itching, or rash. There is also a very small risk of your hand becoming reddenad or developing a
small blister from warming your hand in the hand-warming box. Side effects associated with
topical anesthesia used to numb the area of needle insertion infrequently cause side effects
including irritation, redness, itching or rash.

Certain genetic research may reveal that you are a carrier of a genetic disorder. This could mean
that you or members of your extended family may have an increased likelihood of developing the
disorder, or may be carriers. As pointed out in the materiai on Certificate of Confidentiality, no
information about your family will be released unless you explicitly request us to do this. We need
to caution you, however, that if you request that we release this information it may have the
following effects on your future access to insurance for medical casts or to employability. If your
participation in a genetic study becomes known outside of the research (for example, if your
participation were to be noted in your medical record) you {and family members) may be unable
to obtain health, iife, or disability insurance. You might also be refused employment or be

participation with your doctor without reguesting that the information be kept out of your medical
record. Inclusion of genetic (or any other) information in your medical record may aliow insurance
providers to access such information. Again, the Certificate of Confidentiality will protect the
research records unless you request their release. It is Washington University policy that results
of genetic testing, including paternity, are not given to any individual participants. Your blood
samples will be coded with an identification number. The master list that links your name and the
code number will be kept separate from the research materials. Every effort will be made to
protect your research data; there is , however. always the possibility of a breach of confidentiality.

In the very uniikely event that genetic testing reveals that an individual has a treatable iliness, the
results of this will be given to parental guardians of chiidren/adalescents or to adults about
themselves. If you prefer that these resuits be given to a physician of your choice, befere they are
given to you, please let Dr. Newcomer know the name and telephone number of this physician at
the time that she {or a designee) informs you of a result.

You will not hear from us unless we find information that may be clinically relevant,

What happens if you are injured because you took part in this study?

Washington University invesiigators and staff will try to reduce, control, and treat any
complications from this research. If you feel you are injured because of the study, please contact
the investigator, Dr. Newcomer, at (314) 362-5939 and/or the Human Research Protection Office
at (314) 633-7400 or 1-{800)-438-0445.

Decisions about payment for medical treatment for injuries relating to your participation in
research wili be made by Washington University. If you need to seek medical care for a research-
related injury, please notify the investigator as soon as possible.

Certificate of Confidentiality One potential risk of participating in this study is that confidential
information about you may be accidentally disclosed. We will use our best efforts to keep the
information about vou secure, and we think the risk of accidental disciosure is very small. Please
see the Confidentiality (Iltem 7) section of this consent farm for more information.
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s Coded Data
The information you give us will be given a code number. A master list inking the code number
and your identity will be kept separate from the research data. Only the Pi and people helping
him/her will be able to see the iist. We will protect your information, but there is a chance
somehody might see it

5. Are there benefits to taking part in the study?
Taking part in this study will not benefit you directly. It may benefit others with your child's
condition. You will not receive any medical or financial benefit from participating in this research.
By agreeing to participate, you authorize the use of your blood for research that may benefit
others. The study of your blood may one day result in new tests or treatments, or may help to
prevent or cure diseases. In the future, medical or scientific products may result from research
with you or your child's blood, Should this occur, you wili nat receive financial compensation
related to those medical or scientific products. Scientific knowledge advances slowly. but it may
greatly bensfit future generations. Researchers at Washington University consider you an
important partner in the battle against disease and are grateful to those who choose to participate.

6. What other options are there?
Taking part in this research study is voluntary. You may choose not to take part in this research
study or you may withdraw your consent at any time. You may withdraw by telling the study team
you are no longer interested in participating in the study or you may send in a withdrawal letter. A
sample withdrawal letter can be found at http://hrpo wustl.edu under Information for Research
Participants. Your choice will not at any time affect the commitment of your health care providers
to administer care. There will be no penalty or loss of benefits to which you are ctherwise entitied.

Your child may choose to participate in the treatment study and yau and your child may choose
not to participate in the genetic study. Your choice will not at any time affect the commitment of
your health care providers {o administer care. There will be no penalty or loss of bengfits to which
you are otherwise entitted. Other than not taking part in the research, you may: your child may:
participate in Dr. Newcomer's treatment study without participating in the genetic study described
in this consent. if you choose te participate in this genetic study and later change your mind, the
blood can be destroyed upon request. To withdraw your consent, please call Dr. Newcomer at
{314) 362-5939.

7. What about privacy and confidentiality?
We will do everything we can 10 protect your privacy.

Notice of Privacy Practices ~

The Notice of Privacy Practices is a separate document. |t describes the procedures used by
WU to protect your information. If you have not already received the Notice of Privacy
Practices, the research team will make one available to you.

I !'1.?\;‘;3i been offered a copy of the Notice of Privacy Practices.
nitz
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Protected Health information (PHL) is heaith information that identifies you. PHi is protected by
faderal law under HIPAA (the Health Insurance Portability and Accountability Act). To take part in
this research, you must give the research team permission to use and disclose (share) your PHI
for the study explained in this consent form.

In addition to health information that may be created by the study, the research team may access
the following sources of your health information to conduct the study: hospital/physician medical
records; lab, pathology and/or radiology results; information derived from biological samples
(including blood); interviews/guestionnaires; mental health records; physiologic imaging.

A Certificate of Confidentiality has been obtained from the Department of Health and Human
Services. This will help further protect information that may identify you. The Certificate prevents
the investigator from being forced fo disclose identifying information for use in court. The
investigator may not even be forced by court subpoena. Courts that may be prevented from
geiting your information include any federal, state, local civil, criminal, administrative, legisiative,
or other court proceeding.

You should understand that a Certificate of Confidentiality does not prevent you or a member of
your family from voluntarily releasing information about yourself or your involvement in this
research. The investigator may not withhold information if you give your insurer or employer
permission to receive information about your participation in this research. This means that you
and your family must also actively protect your own privacy.

The Certificate does not prevent the researchers from taking steps, including reporting to
authorities, to prevent serious harm 1o yourself or others. Such disclosures will be made as
described below.

The research team may share your information with:

« The Department of Health and Human Services (DHHS) (including the Cffice for Human
Research Protection or the Food and Drug Administration) to complete federal
responsibiities for audit or evaluation of this study.

+ Public health agencies to complete public health reporting requirements

s Hospital or University representatives, to complete Hospital or University responsibilities for
oversight of this study.

« Your primary care physician if a medical condition that needs urgent attention is discovered

s Appropriate authorities to the extent necessary to prevent sericus harm to yourself or
others.

Once your health information is shared with someone outside of the research team, it may no
longer be protected by HIPAA.

The research team will only use and share your information as talked about in this form. When
possible, the research team will make sure information cannot be linked to you (de-identified).
Once information is de-identified, it may be used and shared for other purposes not discussed in
this consent form. if you have guestions or concerns about your privacy and the use of your PHI,
please contact the University's Privacy Officer at 866-747-4975.
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This study is sponsored by the National Institute of Mental Health (NIMH). Representatives of the
sponsor will have access to your research and/or medical records for monitoring the study. The
research team will also send study results fo the sponsor. Information sent tc the sponsor will be
summarized and coded so that it cannot be associated with your PHI. The sponsor is not required to
| abide by the HIPAA regulations, but agrees lo protect the confidentiality of your information. The

- sponsor reviews the study summary to verify that the research is progressing toward stated goals.

You will always have access to your child's medical record. Some of the individual results from
tests to be performed during this research study might be of interest to you or your primary care
physician. At your request, the researchers will share the medical information gained from this
study with you and your child’s referring and/or primary care doctors. [If we become aware of any
impartant health information during the course of your participation in this study, we may be
obligated/required to share this information with your freatment team. You will not have access to
your research record.

If you decide not to sign this form, it will not affect
s your reatment or the care given by your health provider.
» vyour insurance payment or enroliment in any health plans.

e any benefits {0 which you are entitled.
However, it will not be possible for you 1o take part in the study.

if you sign this form:

* You authorize the use of your PHI for this research

» Your signature and this form will not expire as long as you wish to participate.

» You may later change your mind and nat let the research team use or share your information
(you may revoke your authorization).

e To revoke your authorization, complete the withdrawal letter, found in the Participant
section of the Human Research Protection Office website at http://hrpo.wusil.edu (or
use the direct link: http://hrpohome.wust.edu/participants/WithdrawaiTemplate, rtf) or
you may request that the Investigator send you a copy of the letter.

« |f you revoke your authorization:
o The research team may only use and share information already
collected for the study.
« Your information may still be used and shared if necessary for safety
Feasons.
o You will not be aliowed to continue fo participate in the study.

Please specify any contact restrictions you want to request for this study only.
(Example - no calls at home, no messages left for you, no —emails, etc.)
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8. Whom do | call if | have questions or problems?
Please contact the researcher listed below fo:
e Qbtain more information about the study
» Ask a guestion about the study procedures or treatments :
« Report an iliness, injury, or other problem (you may also need to teil your regular doctors)
» Leavs the study before it is finished
+ Express a concern about the study

Principal Investfigater:  John Newcomer MD
Study Coordinator: Martha Hessler

Mailing Address: 660 S. Euclid Ave,, CB 8134;
St. Louis, MO 83110
Telephone: 314-362-2423 (Ms. Hessier) or 314-362-5939 (Dr. Newcomer)

4 If you wish to talk to someone else, or have guestions or concerns about your rights as a research
participant, call Washingion University's Human Research Protection Office (WU HRPO) at (314)
633-7400, ar 1-{8001+438-0445.

For questions about the Center for Applied Research Sciences, (Clinical Research Unit (CRU),
Pediatric Clinical Research Unit (PCRU), Clinical Trials Unit (CTU), piease call Michelie
Jenkerson, Research Participant Advocate at 314-362-5626.

4 Request Permission for Future Contact
1. May we contact you for future undetermined studies ___Yes __ No
conducted by Drs. Newcomer, Haupt and Nicol?
If yes, we will need to look at your Protected Health
Information (PH!) to check for study eligibility.
2. May other WU physicians conducting contact you? Ifyes, __ Yes | No
your PHI will be shared with other WU physicians.

Taking part in future studies is optional. You can ask us at any time to take you off our
contact list.

9. The Principal Investigator (Pl) may withdraw you from the study without your consent if considered
appropriate. It may be in vour best interest to allow follow-up ocutside the study. For exampie, if
your child withdraws consent from the treatment study, your genetic biood sample would no
longer be needed for this genetic study. The Pl will share any new information that could change
how you feel about continuing in the study.

10. You wifl be given a signed copy of this consent form for your recards.
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| SIGNATURESFORADULTPARTICIPANTS

Research Participant:
| have read this consent form and have been given the chance to ask guestions. | agree to
participate in this research described above, titled: "Mstabolic Effects of Antipsychotics in Children
(Genetic Consent Adult Parent or Guardian)”.

HRPO does not require participants to re-sign the consent form unless a change is made: the
investigator, however, may choose to re-consent participants at any time.

Signature:

Printed Name: Date of Signature:

Principal Investigator (or Des_lgnee)

| have given this research participant information about this study that | believe is accurate and
complete. The participant has indicated that he or she understands the nature of the study and the
risks and benefits of participating.

Signature: Title:

Printed Name: Date of Signature:

Piease mark all that apply. This section is optional.

[1 Not Hispanic or Latino [} Hispanic or Latino [} Unknown

[] Asian [} Black or African-American [} Caucasian [} Native American or Alaskan Native [] Native
Hawaiian or Pacific Islander

iJ Other [} Unknown

The Office of Management and Budget has declared that Hispanic/Latino is an ethnicity. National
Institutes of Health, in an effort to ensure diversity in research, requests that you report your ethnicity.
(hitp://grants.nih gov/grantsifunding/women _min/women_min.him)

This form is valid only if the Human Research Protection Office’s current stamp of approval Is
shown below,

L D UMIVERSTTY M

% E
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INFORMED CONSENT TO PARTICIPATE IN A RESEARCH STUDY

Participant's Name HRPO # 05-0264
Principal Newcoimer, John W., MD PI's Phone Number (314) 362-
Investigator 5839

CHEL R CreCenals
Title of Project: Metabolic Effects of Antipsychotics in Children

(Genetic Consent for Children and Adolescents)

in this consent form, “you” refers to the child or adolescent participating in this study.

You may be eligible to take part in a ressarch study. This form gives you important infermation
about the study. 1t describes the purpose of the study, and the risks and possible benefits of
participating in the study.

Please take the time to review this information carefully. After you have finished, you should talk
to the researchers about the study and ask them any guestions you have. You may also wish to
talk to others (for example, your friends, family, or other doctors) about your participation in this
study. If you decide to take part in the study, you will be asked to sign this form. Before you sign
this form, ba sure you understand what the study is about, including the risks and possible
benefits to you.

You are invited to take part in a research study by Dr. Nawcomer and/or colleagues.
Please ask for an explanation of any words you do not understand.
Washington University will keep a copy of this consent form.

Being in a research study does not take the place of routine physical exams or visits to your own
doctor and should not be relied on to diagnose or treat medical problems.

1. Why is this study being done?
Genetic studies compare genes from people who have ilinesses to people who are not ill. Being
part of a genetic study does not mean that you or your relatives have a genetic iliness.

You are invited to participate in a research study conducted by Dr. Newcomer to find genes that
may be linked with weight gain in children who are receiving certain medications given for
emotional disorders. To best study this area, it is helpful to compare genes from children who
have either gained weight or not gained weight and /or wha have had changes in their blood lipids
or blood sugar while taking various medications.

We are trying to learn what genes affect your behavior,

We hope to find new fests or freatments to help us understand conditions such as conduct
disorder. '

81"2 4#“.5 D



3.

For more information regarding minors in research see www researchghildren.org.

You can take part in Dr. Newcomer's treatment study even if you andfor your child decide
not to participate in this genetic study.

What am | being asked to do? All procedures described below are research related, not
standard-of-care.

During the first Oral Glucose Tolerance Test (OGTT), you will have approximately 2.5 ml (about
1/2 teaspoon of blood) obtained from a draw-line in a vein in your hand or wrist or arm. During the
final Oral Glucose Tolerance Test (OGTT), you will have 12.5 ml (2 1/2 teaspoons) of blood
drawn for genetic testing. A totat of 15 ml (3 teaspoons of bload will be drawn for genetic testing
over the entire study. Your name will not be on the blood samples. The blood sample will be
identified (coded) with a number. The blood is for research only and will be stored in a freezer
until the genetic tests are conducted (no longer than 20 years). These genetic tests may be
conducted here and/or at other institutions, but the blood samples will only be identified by the
code number. Other investigators will not receive your name, social security number or other
identifying information.

How long will I be in the study?
Your blood for the genetic test will be drawn during one study day. The blood will be stored no
longer than 20 years.

You and vour physician will not get any study results. We will contact you if we learn you have a
life-threatening medical disorder that current treatment can stop or lessen.

How many other participants will be in the study?

There will be approximately 325 participants invited to participate in the treatment study. Each
participant's parent(s) or guardian(s) will be invited to participate in providing a biood sample for
genetic testing.

Financial Disclosure of interest
The study sponsor is paying Washington University to conduct this study. The amount of
payment is enough to cover the study doctor’s and/or institution’s expenses to perform the study.

Future Use of Blood, Tissue, or BData

May | share your tissue and data? It will not have your name on it, only a cade number, s0

nobody will know it was yours. | would like to share it with other investigators doing research in

simifar fields. These investigators may be at Washington University or at other research centers.
Yes No

What are the costs?
There are no costs to you for drawing or testing the blood sample.
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4. What Are The Risks?
There are certain risks and discomforts that may be associated with this research. They include:

* Biood drawing:
Likely: The risks of blood drawing and |V insertion include discomfort, bruising, and/or minimai
bleeding.

Less Likely: Occasionally during blood drawing procedures, some people experience dizziness
or feel faint.

Rare: Very rarely, the site of needle insertion could become irritated or infected. The side effects
of the topical anesthesia are very rare. The most common side effects are irritation, redness,
itching, or rash. There is also a very small risk of your hand becoming reddened or developing &
small blister from warming your hand in the hand-warming box. Side effects associated with
topical anesthesia used to numb the area of needle insertion infrequently cause side effects
including irritation, redness, itching or rash.

Certain genetic research may reveal that you are a carrier of a genetic disorder. This could mean
that you or members of your extended family may have an increased likelihood of developing the
disorder, or may be carriers. As pointed out in the material on Cerlificate of Confidentiality, no
information about your family wil! be released uniess you explicitly request us to do this. We need
to caution you, however, that if you request that we release this information it may have the
following effects on your future access to insurance for medical costs or to employability. If your
participation in a genetic study becomes known outside of the research (for example. if your
participation were o be noted in your medical record) you (and family members) may be unable
to obtain health, life, or disability insurance. You might also be refused employment or be
terminated from your current employment. This could happen if you choose to discuss your
participation with your doctor without requesting that the information be kept out of your medical
record. inclusion of genetic (or any other) information in your medical record may aliow insurance
providers to access such information. Again, the Certificate of Confidentiality will protect the
research records uniess you request their release. It is Washington University policy that results
of genetic testing, including paternity, are not given to any individual participants, Your bload
samples will be coded with an identification number. The master list that links your name and the
code number will be kept separate from the research materials. Every effort will be made 1o
protect your research data; there is , however, always the possibility of a breach of confidentiality.

In the very unlikely event that genetic testing reveals that an individual has a treatable iliness, the
results of this will be given to parental guardians of children/adolescents or to adults about
themselves. If you prefer that these results be given to a physician of your choice, before they are
given to you, please let Dr. Newcomer know the name and telephone number of this physician at
the time that she {or a designee) informs you of a result.

You will not hear from us unless we find information that may be clinically relevant.
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What happens if you are injured because you fook part in this study?

Washington University investigators and staff will try to reduce, control, and treat any
compiications from this research. If you feel you are injured because of the study. please contact
the investigator, Dr. Newcomer, at (314) 362-5939 and/or the Human Research Protection Office
at (314) 633-7400 or 1-(800)-438-0445.

Decisions about payment for medical treatment for injuries relating to your participation in
research will be made by Washington University. if you need o seek medical care for a research-
related injury, please notify the investigator as soon as possible.

4 Certificate of Confidentiality One potential risk of participating in this study is that confidential
information about you may be accidentally disclosed. We will use our best efforts to keep the
information about you secure, and we think the risk of accidenta! disclosure is very small. Please
see the Confidentiality (Item 7) section of this consent farm for more information.

% Coded Data
The information you give us will be given a code number. A master list linking the code number
and vour identity will be kept separate from the research data. Only the Pl and people helping
him/her will be able to see the list. We will protect your information, but there is a chance
somebody might see it.

5. Are there benefits to taking part in the study?
Taking part in this study will not benefit you directly. It may benefit others with your condition.
You will not receive any medical or financial benefit from participating in this research. By
agreeing to participate, you authorize the use of your blood for research that may benefit others.
The study of your blood may one day result in new tests or treatments, or may help to prevent or
cure diseases. In the future, medical or scientific products may resulit from research with you or
your child's bicod. Should this accur, you will not receive financial compensation related to those
medical or scientific products. Scientific knowledge advances slowly, but it may greatly benefit
future generations. Researchers at Washington University consider you an important partner in
the battle against disease and are grateful to those who choose to participate..

6. What other options are there?
Taking part in this research study is voluntary. You may choose not to take part in this research
study or you may withdraw your consent at any time. You may withdraw by telling the study team
you are no ionger interested in participating in the study or you may send in a withdrawal [etter. A
sample withdrawal letter can be found at hitp://hrpo.wustl.edu under Information for Research
Participants. Your choice will not at any time affect the commitment of your health care providers
to administer care. There will be no penalty or loss of benefits to which you are otherwise entitled.

You may choose to participate in the treatment study without participating in the geneatic study
described in this form or you may withdraw your consent at any time. Your choice will not at any
time affect the commitment of your health care providers io administer care. There will be no
penalty or loss of benefits to which you are otherwise entitled. Other than not taking part in the
research, you may: your child may: participate in Dr. Newcomer’s treatment study without
participating in the genetic study described in this consent. If you choose to participate in this
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genetic study and later change your mind, the biood can be destroyed upon request. To withdraw
your consent, please call Dr. Newcomer at {314) 362-5939.

7. What about privacy and confidentiality?
We will do everything we can to protect your privacy.

Notice of Privacy Practices -

The Notice of Privacy Practices is a separate document. 1t describes the procedures used by
WU to protect your information. f you have not already received the Notice of Privacy
Practices, the research team will make one available to you.

I ha\_ft_ei been offered a copy of the Notice of Privacy Practices.
Initia

Protected Heaith information (PHI) is health information that identifies you. PHI is protected by
federal law under HIPAA {the Health Insurance Portability and Accountability Act). To take part in
this research, you must give the research team permission to use and disclose (share) your PHI
for the study explained in this consent form.

In addition to health information that may be created by the study, the research team may access
the following sources of your health information 1o conduct the sfudy: hospital/physician medical
recards; lab, pathology and/or radiclogy resuits; information derived from biclogical samples
(including blood); interviews/guestionnaires; mental health records; physiclogic imaging.

A Certificate of Confidentiality has been obtained from the Department of Health and Human
Services. This will help further protect information that may identify you. The Certificate prevents
the investigator from being forced to disclose identifying information for use in court. The
investigator may not even be forced by court subpoena. Courts that may be prevented from
getting your information include any federal, state, local civil, eriminal, administrative, legislative,
or other court proceeding.

You should understand that a Certificate of Confidentiality does not prevent you or a member of
your family from voluntarily releasing information about yourself ar your involvement in this
research. The investigator may not withhold information if you give your insurer or employer
permission to receive information about your participation in this research. This means that you
and your family must also actively protect your own privacy.

The Ceriificate does nat prevent the researchers fram taking steps, including reporting to
authorities, to prevent serious harm to yourself or others. Such disclosures will be made as
described below.
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The research team may share your information with:

« The Department of Health and Human Services (DHHS) (including the Office for Human
Research Protection or the Food and Drug Administration) to complete federal
responsibilities for audit or evaluation of this study.

« Public health agencies to complete public health reporting requirements

« Hospital or University representatives, to complete Hospital or University responsibilities for
oversight of this study.

» Your primary care physician if a medical condition that needs urgent attention is discovered

s Appropriate authorities to the extent necessary to prevent serious harm to yourself or
others.

Once your health information is shared with someone outside of the research team, it may no
longer be protected by HIPAA.

The research team will only use and share your information as talked about in this form. When
possible, the research team will make sure information cannot be linked to you (de-identified).
Once information is de-identified, it may be used and shared for other purposes not discussed in
this consent form. If you have questions or concerns about your privacy and the use of your PHi,
please contact the University's Privacy Officer at 866-747-4975.

This study is sponsored by the National Institute of Mental Health (NIMH). Representatives of the
sponsor will have access to your research and/or medical records for monitoring the study. The
' research team will also send study results to the sponsor. Information sent to the sponsor will be
summarized and coded so that it cannot be associated with your PHI. The sponsor is not required to
abide by the HIPAA regulations, but agrees to protect the confidentiality of your information. The
_sponsor reviews the study summary to verify that the research is progressing toward stated goals.

You will always have access to your medical record. Some of the individual results from tests to
be performed during this research study might be of interest to you or your primary care
physician. At your request, the researchers will share the medical information gained from this
study with you and your referring and/or primary care doctors. If we become aware of any
important health information during the course of your participation in this study, we may be
obligated/required to share this information with your treatment team. You will not have access to
your research record.

if you decide not to sign this form, it will not affect
* your treatment or the care given by your health provider,
» your insurance payment or enroliment in any heaith ptans.

+ any benefits to which you are entitled.
However, it will not be possible for you to take part in the study.

If you sign this form:

« You authorize the use of your PHI for this research

s Your signature and this form will not expire as long as you wish fo participate.

« You may later change your mind and not let the research team use or share your information
{you may revoke your authorization).
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« To revcke your authorization, complete the withdrawal letter, found in the Participant
section of the Human Research Protection Office website at http://hrpo.wustl.edu (or
use the direct iink: hitp://hroochome. wustl.edu/participants/WithdrawalTemplate.rtf) or
you may request that the Investigator send you a copy of the lstter,

« If you revoke your authorization:
» The research team may only use and share information already
collected for the study.
e Your information may still be used and shared if necessary for safety
reasons.
« You will not be allowed to cantinue to participate in the study.

Please specify any contact restrictions you want to request for this study only.
{Example ~ no calls at home, no messages left for you, no —emails, etc.)

8. Whom do i call if | have questions or problems?
Please contact the researcher listed below to:

Obtain more information about the study

Ask a question about the study procedures or treaiments

Report an iliness, injury, or other problem (you may also need to tell your reguiar doctors)
Leave the study before it is finished

Express a concern about the study

" = @ ® @

Principal investigator:  John Newcomer MD

Study Coordinator: Martha Hessler
Mailing Address: 660 S Euclid Ave., CB 8134;
St. Louis, MO 63110
Telephone: 314-362-2423 (Ms. Hessler) or 314-362-5039 (Dr. Newcomer)

2 If you wish to talk to someone else, or have guestions or concerns about your rights as a research
participant, call Washington University's Human Research Protection Office (WU HRPQ) at (314)
633-7400, or 1-(800}-438-0445.

For questions about the Center for Applied Research Sciences, (Clinical Research Unit (CRU},
Pediatric Clinical Research Unit (PCRU), Clinical Trials Unit (CTU), please call Michelle
Jenkerson, Research Participant Advocate at 314-362-0626.

HRPC Consent Template version date: 8.2.08 Page 7 of 10
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<+ Reguest Permission for Future Contact
1. May we contact you for future undetermined studies Yes  No
conducted by Drs. Newcomer, Haupt and Nicol?
If yes, we will need to look at your Protected Health
Information (PHI) to check for study eligibility.
2. May other WU physicians conducting contact you? Ifyes, _ Yes __ No
your PHI will be shared with other WU physicians.

Taking part in future studies is optional. You can ask us at any time to take you off our
contact list.

8. The Principal Investigator (Pl) may withdraw you from the study without your consent if considered
appropriate. It may be in your best interest fo allow foflow-up cutside the study. For example, if
your child withdraws consent from the treatment study, your genetic blood sample would no
longer be needed for this genetic study. The Pi will share any new information that could change
how you feel about continuing in the study.

10. You will be given a signed copy of this consent form for your records.

Piease mark all that apply. This section is optional.

[1 Not Hispanic or Latino [] Hispanic or Latine [} Unknown
[1 Asian {] Black or African-American [] Caucasian [] Native American or Alaskan Native [} Native
Hawalian or Pacific Islander

f[] Other {] Unknown

The Office of Management and Budget has declared that Hispanic/l.atinc is an ethnicity. National
Institutes of Health, in an effort to ensure diversity in research, requests that you report your ethnicity.
(hitp://grants. nin gov/grants/funding/women minfwomen min htm)

HRPO Consent Template version date: 8.2.08 Page 8 of 10
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CONSENTFOR MINORPARTICIPANTS |

Parent or Legal Guardian: (If participant is less than 18 years of age.)

| have read this consent form and have been given the chance o ask questions. { give permission
for my child to participate in this research described above, titled: Metabolic Effects of
Antipsychotics in Children {(Genetic Consent for Children and Adolescents)

HRPO does not require participants to re-sign the consent form unless a changs is mads; the
| investigator, however, may choose to re-consent participants at any time.

| Signature;

- Printed Name: Date of Signature:

| Relationship to Child:
| Father Mother Grandmother Grandfather Legal Guardian Other*:

*If the minor participant is in foster care or a ward of the State, please contact HRPO at 633-
7400 for assistance.

Signature of Second Parent or Legal Guardian (OPTIONAL):

| Signature. L

Printed Name: Date of Signatura:

Relationship to Child:

Father Mother Grandmother Grandfather Legal Guardian Other:

Principal Investigator (or Desigﬁéé')mﬁw .

- | have given this research participant information about this study that | believe is accurate and
~complete. The participant has indicated that he or she understands the nature of the study and the

i risks and benefits of participating.
Signature: Title:
Printed Name: Date of Signature:
HRPLC Consent Template version date: 9.2.08 Page 9 of 10
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DOCUMENTATION OF ASSENT (FOR PARTICIPANTS WHO ARE MINORS) |

gmi'—;é-;‘ticipant’s Assent:
' The doctor or nurse has told me what will happen if | choose to be in this study. | understand what

they have said, and | understand that my parents and | may later change our minds and stop being in
_the study.

Signature:

é__?rinted Name: Date of Signature:

ASSENT CONSIDERED INAPPROPRIATE {for minors)
We believe that requiring the signature of the minor is not appropriate for the following

reason{s):

Physician Date ~ Parent/Guardian Date

This form is valid only if the Human Research Protection Office’s current stamp of approval is
shown beiow.

HRPC Consent Template version date: 8.2.08 Page 10 of 10
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A study of Meiabolic Efects of Antinsychotics in Children {HRPO Protocol #05-0264)
Pl: John Newcomer MD

Source of Contact: Screening number
Respondent Name: Respondent's relationship o child:
APPROVED
Date: /
Rater1D: ______ _/onathan M. Green, M.D.
jsSoclate Dean and Executive Chair
Washington University School of Medicine SRR
Children's Health Care Study Telephone Screening Script
Hello. My name is . I'm caliling from the Chiidren’s Hedlth Care Study at Washington

University School of Medicine.

Did {source of contact] mention that | might be calling? Did you get a brochure or any details about the
study?

[ NO: Is this a good fime to tell you about the study and ask some questions to see i your child is eligible to
parficipate? IF YES: [Continue to |, Study Overview] [if asked, tell respondent it might take 20-30 minutes.

[fYES: Good. s this ¢ good time {o tell you more about the study and ask some questions to see ¥ vour
child is eligible to parlicipate? [ockay for screener to explain thelr role in the study] I YES: Greal, Thank you,
[Continue to i Study Overview] [If asked, ieil respondent it might fake 20-30 minutes.

[, STUDY OVERVIEW

We are inviling kids and parents {o join a medical research study about how medications can affect
children’s health. Joining the study is totally voluniary. The study will include kids who have been
dicgnosed by their doctor with various emotional probiems such as aggression. Your chiid’s doctor has
recommended that your child take one of these medications: Abilify [ariniprazoie], Zyprexa [olanzapine),
or Risperdal [risperidone]. Joining our study will mean that your child will take one of these medications
and receive exira medical care and aitention for three months and beyond. For example, if one
medicatfion Is not working for your chlld, our study docior would immediately cail your child's doctor io
tatk about the probiem.

For this study we are interested in learning how these medications {Abkilify, Ziiprexa, Risperdcl] might affect
three things: weight gain, risk for diabetes, and cholesterol problems. To medsure how these drugs might
be affecting your child, we will ask your child fo do two kinds of blood tests and two kinds of scanning
tests. We'll do these tesis before s/he starls medicalion, again about haifway through the study, and again
when the study is over. We will see you five to six times for study tests plus medication visifs with the study
doctor, You can be with your child during all of these tesis.

The first bicod test is called an O G TT. That siands for oral glucose tolerance test. This test helps us find out
how well your child’s body can process sugar ever o few hours. During this fime your ¢hild can watch
movies or cable TV.

The second kind of blood test s called a “¢clamp.” There’s no actual clamp involved—that's just the name
of the test, In this test your child will be given sugar and insulin through a series of IVs in one arm. From the
other arm very small amounis of blood wili be taken periodicaily to measure their blood sugar levels, The
ciamp is a procedure that takes eight houts. During this me your child can sleep or walch TV or movies,
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play video games, read, or listen to music. Both these biood tests are done in a section of the hospital that
is set aside for this kind of specialized research.

The third test is an MRI of your child’s tummy. These pictures are very safe, do not hurt, are taken from
outside the body, and do not involve x-rays. This test measures your child's body fai. Your child will be
asked fo lie very stili for a brief period of time.

The fourth test is called a DEXA scan. The DEXA scan uses an very small amount of x-ray energy, much less
than for a dental flim, It's so safe that the operator doesn’t even have fo wear a protective apron. It's the
same machine that's used 1o measyre bone densily, but we'll be using i to measure body fal. Your child
will lie flai while the machine takes pictures. This does not hurt and you cannot feel the machine taking
pictures. For this test your child wlil also be asked to lie still.

We will pay you and your chiid for participating In the study. We will offer you a choice of gift certificate
cards to many of the stores or aitractions, like the zoo0, in our area. The value of the gift cards you recelve
can total up to 3775 depending on how many portions of the study you and your child are ¢ligibie o
complete.

And, if you need it, we can arrange for a cab ride fo and from vour hame for any part of the study,

Do you have any questions so far?

if NO: Continue to ii. Screening Questions.

IF YES, answer any questions you can, or offer fc call back affer you've falked fo the study doctor.

The next set of quesiions will help defermine if your child is eligible to join the study. The questions ask
about your child’s health now and in the past. Qkayif I go on?

If YES: Continue to Il. Screening Questions, Circle YES

If NO: Is there a better time for me to call you bock? o

Crif it sounds like they may be refusing: May 1 ask why? It might help us do our research better. Circle NG

Thank respondent and discontinue coll,

il. SCREENING QUESTIONS
First, if any of the questions ’'m asking make you uncomfortable, please tell me and | will fry to explain why
nead o know this. All the information you provide will be kept shicily confidential.

1. How old Is your child? _ {under 7 and over 18 excludes) 1a. Date of birth? / /

Za. Whatis your child’s height? __ (ininches) [If needed: Your best guess is fine ]

2b. ....and weight? {pounds) [Under 55 pounds would be a reason to call the study doctor
and check]

3a. Does your child have Type 1 diabetes? YES NO [f YES. ¢child is excluded. "Some of our tests use
medications just like what your child is faking for diabetes, so we wouldn't be able to tell what's reaily
happening during the sfudy. We'll contact your doctor and lef them know you won't be able to join the
study.” End call.

3b. What aboui Type 2 diabetes? YES NO
IF NO: Continue.
ver 10/13/2008 2



IF YES: [s your child taking medication for thise YES NO
IF YES on meds: What medicaticn is s/he toking:
Child may be excluded, depending on medication, Check with Study doctor.

IF NO meds: Okay to continue, Ask for more information, to find out if freatment is starting soon.,
orif they've fried and given up. efc,

4. How about low blood sugar or any other prablems with blood sugar? YZS NO
IF YES: Can you tell me more agbouf that?

Note: Thisis something to check with the study doctor about.

5. is vour child currently taking any medications, including prescriptions, vitamins, herb
any over-the-counter medicalions? YES NO

[FNO, SKIP to #6

IF YES: Can you tell me what they are and how much s/he is faking? Record type and dosages:

[OK fo suggest parent go and get medications to get accurate information, Aise good idea to ask how
medication is administered (by mouth, orally, nasal spray] in case it's not obvious from the name of the
medication, orif parent doesn’'t know medication nome for sure.]

‘!41
[T.]
a
O
o
L
3
e
=
;:’
o
-y

Has you child EVER taken Risperdal, Zyprexc or Abilify?

if yes, when and for what durafion2®
*Check with study doctlor to see if eligible.

Some inhalers are included and some are not. They need to be able to not take it for one month prior fo
freafment. If the inhaler is only for seasonal allergies and they do not currently need it, they can be
included in the study. Glucocorticoids like Flongse [nasal] are exciusions. Oral steroids taken by mouth ARE
exclusions, untess if's a short 5 day course for something like poison ivy. They would have fo wait until the
course is done before they can start the study. Inhalers are not exclusions.

I'lt need to check with the study doctor about fhese, okay?”

6. Has your child had any medication changes within the last 3 months? YES NO
iIF YES: Please fell me more about this.
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=~ Medicution changes within the lost three months would exclude them temporarily, up until it has been
three months since the change. The child may aiso have been taking medications within the last three
months, so parent would hove said NO to #5, so need to talk 1o study doctor. “I'll need to check with the
study doctor abouf these, okay?”

I have o few more detailed questions about your child's heaith,
7. Has he/she been dehydrated, nauseated, or running a lever in the past two weeks? That would be

fmenticn date two week prior to date of phone calll]  YES NO
iF YE£5: Please tell me more about that,

= An iliness or fever in the past twa weaeks would exclude them, but only femporarily.

POSSIBLE TEMPORARY EXCLUSICN EXPLANATION for parent: “We just want to make sure vour child is healthy
before we begin treatmeni. Your child can join the study as soon os it has been two weeks. we'll call yvour
doctor and lef them know there will be a delay in joining the study. I'd still like to go on and ask the rest of
the guestions...would that be ckaye”

If child s female and over ¢ veors old: [otherwiss, skip 1o next quesiion)
8. Has your daughter hiegun having menstrual periods? YES NO

it YES: She will have a routine urine pregnancy fest when she comes in for the OGTT and Clamp testing |
described before, This is because pregnancy hormones can change the resulis of the tests we do.

9. Has your child ever had a seizure? YIS NO
if yes: Please tell me more about that.

=Febrile seizures cre not an exclusion. If the child has ¢ seizure disorder that is being treated, thisis an
exclusion. If not being treated, check with study docior,

Exclusion expianation for parent: “With o seizure disorder thai’s being freated, 1t's hard for us fo know
what's related fo the seizures or fo something else, so we won’f be able to have you join our study. We'll
call vour dactor right away 1o let them know.™

10. Has your chlld ever had a head injury? YES NO

IFNO, continue to #11.

if YES: Was he or she unconscicus for more than § minutes? YES NGO
IFNQ: Continue to #11
E YES: Could you tell me more about thai? Did s/he go the emergency rocom or a doctor because of
it? Or have any problems because of it? Check with Study doctor to confirm if exclusion or not.
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IF PERMANENT EXCLUSION, EXPLANATION for parent: “With o head injury, it's harder to diagnose behavior
problems, so we won't be able to have you join our study. We'll call your doctor right away to let them
know.”

11, Has your child ever been hospilalized or had surgery? YES NO
¥ YES: Please tell me more about this. Get detdils for eqch event.

~ExClusions dre major surgeries like fransplants, heart surgery, brain surgery, etc.

POSSIBLE PERMANENT EXCLUSION: EXPLANATION for parent: it is really important to us to be sure your child
is satfe throughaout this study. Knowing obout any heaifh condifions will help us decide if it's ckay for your
child fo parficipate. We don'f want fo inferfere with any other freatment s/he might be receiving.”

12. Has your child ever had any abnormal lab tests that your doctor told you about? YES NO
If YES: Please tell me more about that,

w=Exclusions would be any major iliness like HIV, o heart condition, cancer, etc. IF's determined on g case
by case basis.

POSSIBLE PERMANENT EXCLUSION, EXPLANATION for parent:  “Itis really important 1o us tc be sure your
child is safe throughouf the sfudy , so we need fo know as much as possible about his/her medical history.
We'll discuss any abnormal tab tests with the doctor and he will decide if it's safe to give your child one of
the medicines thai we're studying.

13. Has your child ever been freated for any serious medical conditions? YES NO
If YES: Please tell me more about this.

=Maojor ilinesses or surgeries would exclude, (L.e., heaort surgery, brain surgery, transpiant, etc.

POSSIBLE PERMANENT EXCLUSION, EXFLANATION for parent: “it is really important to us to be sure your child
is safe throughout this study. Knowing about any healih condifions wili help us decide if it's okay for your
child to participate. We don't want fo intaerfere with any other freatment sf/he might be receiving. We'll
check with the study doctor and he will decide if if's safe to give vour child one of the medicines that
we're studying.”

14a. Does your child have any physical or mental challenges, such as a birth injury like cerebral palsy?
YES NO
{E YES: 14b. Do you know your child's 1Q level? mSCOre Of 70 or less exciudes

[IF NEEDED TO CLARIFY] 14c. Is your child menially retarded?

=~Mental retardation or any kind of brain damaoge weuld exclude.
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PERMANENT EXCLUSION: EXPLANATICN for parent: “if o child is mentally retarded, s/he may not understand
the purpose of the sfudy, or nof be able fo answer our questions and follow directions safely.”

15. Does your child have serious difficully learning, like a diagnosed learning disability? YES NO
If YES: What grade is your child in? Look for more than one year behind tyoical grade level for
age of child

Can you tell me more about this?

w ANy type of brain domage or complicated medical problem or MR would exciuge.

IF MR If a child is mentally reforded, s/he may not understand the purpose of the study, or not be able
to answer our guestions and follow directions safefy.”

IF QTHER: "We need to make sure we're nat doing anything that could worsen any medical problems your
child has.”

16. Does your child have any permanent injuries from an accident? YES NO
{Mainly looking for brain damage or ancther complicated medical problem-check with study doctor)

iF YES: Can you feli me about this?

POSSIBLE PERMANENT EXCLUSION, EXFLANATION for parent: “"We need fo make sure we 're not doing
anything that could worsen any medical preblems your child has.”

ASK#17 ONLY [F NOT ALREADY KNOWN. CODE SILENTLY {F ALREADY KNGWN.,

i7. Who sees your child for the behavior problems that have brought you to the study? is ...
[Chack one]

A PSYCHIATRIST?

A PEDIAIRICIAN?

A FAMILY DOCTOR?

(Get name if not known)

18. When was he/she first diagnosed with a behavior problem? o
fif not sure, probe for time of year, like schoo! or summer .} mm dd Yyyy

19. What s the name of your child's diagnosis?

20a. Has your child ever had problems with alcohol, shreet drugs, or abuse of presciiption drugs?
YES NO
IF YES: Please tell me more about thal.

|7 NO, Skip te #21
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20b. What substances have been a problem?

20c. Has this been a problem in the last 3 monfhs, like af schoo! or with friends, or af his/her job?
IFNO, Continue to #20d.
IF YES: Can you tell me about this?

20d, Has he or she everreceived any treatment for this? YES NO

20e. Is s/he currenitly having problems relaled to the use of alcohol, street diugs, or prescription drugs?
YES NO

IF NOQ; Continue to #21.

IFYES: Can vou telf me about this?

not aclively infoxicated or in withdrawal, it might be okay. Contact Study doctor fo check.

POSSIBLE PERMANENT OR TEMPORARY EXCLUSION: “Drug or alcohol use can interfere with the fests we
need io conduct in this study. If your child is currently having problems with using these substances, it won't
be possible to have your child join the study right now, We’lf calf your doctor 1o let them know."

21, Has your child ever been suspended from school?
IF NO: Continue ta #22.
IF YES: Could you tell me more about this?

22. Has your chiid ever been treaied for depression? YES NO
23. Has your child ever threatened to hurt him/herself or atiempied sulcide? YES NO

IF NC: Continue to §24,
If YES: When did that happens

~An exciusion only if in the present or within the last 30 days.

24. Has your child ever tried fo harm someone else?
tF NO: Continue 1o exciusions/more information about the study.
IF YES: Could you tell me more about this?

If the child has tried ta serdously harm someone else, ke stabbing with knife, this is an exclusion for the
safety of study staff.

if a permanent exclusion applies, erd call by saying: “That's all the questions | have. From the information
you have given me, your child will not be able fo join the study. We will contact your referring doctor and
let him/her know, Thank you very much for your time.”

If TEMPORARY OR POSSIBLE exclusion applies, end call by saying: “That's all the questions | have for now. |
need to check with the Study doctor about some of the information you gave me, to see if i's okay for

your child to join the study. We will contact you very soon to let you knaw, {if TEMPORARY, ke fever within
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the last two week, make reference 1o femporary problem, and set fimeline for calling back te sea if
efigible at another fime. Tell parent we will cafl their doctor o lef them know of the slight delay in joining
the stuay.]

if not excluded based on above questions, continue.
MORE INFORMATION ABOUT STUDY

We'll be sending you a defailed description of the study in the mail, but if you have o few more minutes
right now, | can give you an overview of the siudy. Would that be okay?

We're doing this study to learn more about how the side effects of three anflpsychotic medicafions might
affect kids. The study will fake about 12 weeks. it's totally voluntary, and you can stop being in the study
at any point. Of course, we hope you will complete the entire study, because that will give us the most
helpfut iInformation. We'ill work with your schedule and your child's school schedule fo find fimes that will
work,

A week before the study begins, we will go over the study consent forms with you on the phone, A copy of
these consent forms will be mailed ahead of fime so that you have time to read it carefully. The consent
forms tell you all about the study in great detail, so you will know everything abaut the study before you
start,

While we are taiking about the consent forms on the phone, we want you to feel you can ask any
questions you have about the study. Talking about the consent forms and answering your questions can
take up fo an hour. i you and your child decide fo join the study, you will both be asked o sign the
consent forms and return them fo our office. We will send you an extra copy for you {o keep.

We will then schedule a fime to call again and ask more questions about you and your child. These
questions take a bit longer, abkout an hour and a half. First, we will talk to you and ask questions abaut your
child. Then we will call at another time to talk to your ¢hild and ask most of the same questions. If your
child is 11 years old or younger, we may ask your chiid to come inio our offices and answer these
questions in person with one of our frained child interviewers. This combined length of time for both you
and your child fo answer these questions is about 3 to 4 hours.

Approximately one week afier the phone questions are finished, your child will be asked to come o the
General Clinical Research Center (GCRC), and have an Oral Glucose Tolerance Test {OGTT). With this test,
your child wili be given a sweet drink and will have some blood tests to see how his/her body handies the
extra sugar. The night before you come in, your child will not be able to eat or drink anything overnight
except tap water before arriving at the hospital, including gum, candy, or breath mints, When your child
comaes In, he/she will lie in a reclining chair or bed, and a nurse will place an iV info the vein in one arm.
This feels a little like getling a shot, but we'll numb his/her skin first to help it hurt less. Once the IVisin, it
shouldn't hurt much at all. Your child will then drink a really sweet orange ar ilemon flavored drink, and
we'll use the IV fo get very small blood samples during the next two hours. The blood sampies check blood
sugar and some other routine blood tests. Your child can watch cable 1V or videos, or play video games,
or listen to music during this study, and we'll give him/her lunch when he/she is finished, affer about 2-3
hours.

When this test Is over your child will also have a DEXA scan and EKG done. The DEXA scan uses an
extremely small amount of x-ray energy, much less than a dental x-ray, o measure body fat. Your child
will lie flat while the machine takes pictures. This does nof hurt and you cannot feel the machine taking
pictures. Your child will wear his/her own clothes or a hospital gown for the test, This takes about 10
minutes.
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For the EKG, soft sticky pads will be placed on your child’s chest and @ machine will record how your
child's heart is working. The EKG produces a prinfout of how your child’s heart is functioning. This is a very
short test, lasting 10 to 15 minuies.

On the next visit, your child will come back in to have a different kind of Imaging scan or picfure taken to
measure body compaosition. This is called an MRI. Your child will lie on a table which is then placed in a
tube to have his/her fummy scanned. He/She will need fo lie still during this test to get the best picture.
The entire MRI process lasts about 20 minutes. The scan does not hurt and your child can wear earphones
and listen to music during the scan.

On the next visit, your child will come back to the General Clinical Research Center (GCRC) where he/she
will lie in a reclining chalr or bed, and a nurse will starf two IV lines, one in each arm. This test is called a
“clamp.” There is ho actual clamp involved, if's just @ word doctors use fo falk about keeping blood sugar
“clamped” in a normal range. Just like the first visii, your chiid will not be able to eat or drink anything but
tap water the night before and up unfil the test begins. This includes gum, candy, and breath mints like Tic
Tacs. It's okay for your child to take his/her regular medications with water out of the faucet.

In one arm, an IV will be used to give your child insulin (o hormone found in the body that lowers blood
sugar) and glucose {a type of sugar that will raise blood sugar), to keep your child's blood sugarin o very
normati range (the clamp). The other arm will have an IV that will be used to take very small biood
samples at various times to test your child’s blood sugar level. The clamp part of the visit takes about six
hours, plus 2 hours for preparation and discharge from the CGRC. Cable 1V, videos, video games, and
music will be avallable to keep your child occupied during this tesi. Your child will be provided with o late
lunch before he/she goes home. This session will last abeout 8 houys total.

Atthe end of this visit, we'll work with your child’s doctor to start your chlld on an anfipsychotic medication.
These medications have been FDA-approved for aduifs. Their use in children is now roufine with sympfoms
of aggression or canduct disorder, but their use is considered “off-label”.

We witl monltar your child closely by telephone and/or doctor’s office visits while he/she is taking the new
medication, and you will have phone and beeper numbers to call the study staff and doctors with any
conceins or guestions. He/She will receive exira care and aftention with reguiar visits with the study doctor
and child therapist, who will maintain close communication with your regular doctor,

On the next vislt, about hatiway through the study, we will ask your child to return ta the hospital to repeat
the OGTT biood fest, and DEXA and MRi scans.

After your child has been on the medicalion for about 12 weeks, your chiid will return to repeat all the tests:
the OGTT, the DEXA scan, the MRI, the EXG, and the Clamp.

You and your child will be reimbursed up to $780 in gift certificates for your time and inconvenience,
depending on how many portions of the study you dand your child are eligible to complete.

Do you have any quesiions or concerns at this time?
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if the parents and child are interested in the study and the child meeis basic eligibility criteria, ask for
contact information:

Mother's Name:

Faier's Name:

Child's Name: Child's DOB [if not obtained eardier}
Address: _ o
Phone number: Besi Doy and Times to call;

Alternate phone;

Referring physician name: ... Phones#

Thank you.
if need to chack with study doctor: I'll check with the study docior and call you back as socn as possible.

If eligible: We'll be in fouch very soon 1o setl up your first appointment. {okay to explain who will be calling
them for the next step.]
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For more information or a more detailed brochure please contact

Martha Hessler (888) 363-2423

o
2

Visit us on the web at wwrw.childhealthsivdy org

APPROVED

. MD. .
cutive Chair

660 5, Euclid
Campus Box 8134
St. Louis, MO 63110
(888) 363-2423
www.childhealthstudy.org
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TheChildren’s Health Care Study

This stucly was designed by Dr. John Newcomeat, MD, inresponse 1o a need for more information about ihe effects
n children of a type of medicalion calied atypical or second-genaration antipsychotics.  Second-generaticn
antiosychotic medications are most often used in adults to trea? cerfain emotional and mental problems. They're
cafled ctypical becouse they cause less of the “iypical” nervous system side effects of the alder, first-generation
anfipsychotic medicafions. These medications are being used more and more often in children fo Ireat
amotional ond mental problems, although these uses are not curently approved by the FDA, Doctors and
scientists want fo learn more cbout the use of these medications in childran, inciuding how children’s bodies
respond to them. For 1his study we are inferested in learming how these medications might affect three things:
weight gain, risk for diabetes, and cholfestero!l prolems. The specific anfipsychotic medications we are sfudying
are Abilify {arpiprazole). Zyprexa (olanzapine), and Risperdal {risperidone].  Our study includes children ages 6-18
who have been diagnosed by ther doctor with various problems that can result in increased aggressiveness.

A Growing Problem

The prevaience of cbesky, insulin resistance and Type || diabates melitus are increasing, particuiary in chiidren,
with the Centers for Disease Control worming of egidemic rates of these conditions in children in the United Stales.
increased weighi and reiafed mefabelic changes are major risk factors for tong term medical problems such s
increased risk of heart attack and stroke as weil as the deveiopment of high blood sugar, elevated lipid leveis
(cholesterc! and triglycerides) and cardiovascuiar disease.

Led by Dr. Jchn Newcamer ab Washington University Schoal of Medicine, The Children's Health Care Study,
funded by the Nationdl Institute of Mental Health, will measure sensitive metabolic changes that can occur wilh
some antipsychotic medications in children with aggressive symptoms relatfed fo various psychiakic conditicns.
Researchers will be looking ot how three medications affect weight gain, risk for diabetas and cholesteral.
Antipsychotic medications are exfensively used in childrer, but with different cutcomes. Some produce greater
increasas in weight! and overall body fat than other drugs commoenty used in this age group. It remains unciear
why children are especially vulnerable fo weighf gain with these medications and how such metabeiic change
{changes in fat versus lean muscle mass and changes in insuidn action versus secrefion) are associaled with
specific antipsychotics. Untii now, no study has measured the metabalic effects of widely used atypical
antipsychotic medications in children.

Dr. Newcomer performed a pilot study last vearin 11 children which showed that it was possibie o obtain
meataboic measuras in children with behavior disorders related to psychiatric canditions, Children in the piiot
study readily taleraied blood tests lasting longer than 6 hours, This study has provided evidence of the feqsiniliby of
using these measures in a larger study of anfipsychctic drug effects on weight and metabolic factors it a
populalion of children with aggressive sympioms reloted to psychiatic conditicns. The current study will provide
critical mformation and relevant dota to guide pediatricians and child psychiairists in clinical therapy and basic
research, to identify meadical dsks for children receiving these medications, and to guide regulatory decisions
regarding the use of atypical ontipsvycheotic medications in children,

The Research Process

Measuring the changes in metabolism, blood sugar and body composition is an extensive process. Parlicipants
will make five study-related visits during the course of the study. The visits invoive blood testing which measures
how well the child's body metabolizes sugar, MRI and DEXA scans which teid us more about where and how much
overall body fal the chitd has, and finaily an EKG fo meniter the child's cardiovascular functioning. These tests
are done once af the beginning of the study and then again af the end to determine what effect the
medicalion had on dll of these measurements. Participants are closely monitored for twelve weeks and receive
exirg medica core and gitention during this time,  All testing is completed in a specialized unit of the haspilal,
called the General Ciinical Research Center (GCRC],

Qur study docters work closely with the participants' physicians and wit maks chonges to the freaiment as
needed. Dr. Newcomer and colleagues are first and foremost concemed with the hedlth and safety of each
particioant.




To_refer a patient or i vou have anv guestions, please call:

Martha Hessler-Study Coordinator
314.362-2423 {office)
314-740-2093 (ccll)
hessierma@psvehiatry wisil odu
Julie Schhweiger-Project Manager
314-362-3153 (office)
314-366~1532 {celly
schweivlgipsychialry wusil.edu
Joha Newcomer-PT

314-362-2461 (office)
314-378-0112 (el
newsomej@psyehiairy wustl.eda
Ginger Nicol MD

314-362-4290 (office)
314-283-9621 (zell)
nicclgidpyychiatry. wustleduy

Inchusion/Exclusion Critcria

-Ages 6 through 18

-Axis I diagnosis with aggressive symptoms

{e.g. autism, pervasive developmental disorder,
Asperger disorder, conduct disorder, Q1M}, ADHD,
bipolar disorder, schizophrenia)

-About to start their {irst course of antipsychotic
treatiment

-Mot currently treated with a stimulant higher than
the equivalent of 2 mgkg/day methylphenidate

-Presence of any serious medical disorder that may
confound the assessment of refevant biologic
measures {please call with specilic d/o)

-Not currently weated with glucose or lipid lowering
medication



Fohn W. Newcumer, M.DL
Profussor of Psychiatry, Psvehology and Medicine
Medical Dircctor, Cernter for Clinteal Research

aa_u?&k.w. mgmszaa.zb.
Rescatch Physician Washington University
School of Medicine
660 S. Euclid Ave.
Box 8134

St. Louis, MO 63110

Martha Hessler Karen Tlavin, RN Jubie Schweiger . i
Project Coordinator Wutsiag Mapage: Project Manager ; M d _..w T a I mmmw er
: _ (888) 363-2423
(314) 362-2423

www.psychiatry.wustl.edu/chcs

Pelhaz Clark o QO:.Rm: iy
Rescarch Coordinator Research Assisrant



“brchure presends information desiened jo belb you decide abost your child's participation in

2 Children's Health Care Study at Washington University School of Medicine. 1t contains

starled informalion abont the siudy, ii itaff and vur interests in providing grality care for
chifdren through cargful research,

nts: The rescarch described in this Lrochure may be of interest IF vow and /ot

farmily, your child’s doctor, or teachers are concerned about vour child’s

essive ot irntable behavior, and cutrent medication or behavioral therapy don’t

1to help. Specifically, this brochure may be of interest if vowr child’s dactor,

iplst, or counsclor has sugrpested thae your child might benefir from raking one

e newer antipsychotic medications,

study was designed by De. John Newcomer in response to 2 need for

s informaton about the effects in children of a pe of medication catled

ical or second-generation antipsychotics, You'll read more about Dr.

comer and the other staff involved in this stady later in this brochure)
nd-pencration antipsychotic medications arc maosr often used in adalts o rrear
in emotional and menral problems. They'te called atypical because they cause
of the “rypical’” nervous system side effects of the older, first-generation
rsychotic medications. These medications are being used more and more

110 children to treat emotional and mental problems, although these uses are
sutrently approved by the FBA, Doctors and scientists want to learn more
it the use of these medications in children, including how children’s bodics
ond to them. For this study we are interested in learning how these

ications might affcer three things: weight gain, risk for diabetes, and

esterol problems. ‘The specific antipsychotic medications we are studyityr arc
ity {ardpiprazole), Zyprexa (olanzapine), and Risperdal {risperidone).

study includes children ages 6-18 who have been diagnosed by their doctor
various problems that can result in increased agpgressiveness. Your child’s

or may have suggested that vour child stact on one of these medications.

ng our study will mean that your child will take one of these medications and
ve extra medical care and attention for at least three monihs. Your child will
ared for and monitored by a team of doctors and nurses who will stay in close
act with your child’s doctor. This study’s goal is not only to learn new

mmacon, but to care for your child while doing so.

a

]

r child will be paid up to $780 in gift certificates o stores and local

tctions, depending upon how much of the study your child completes,
urally, we hope your child completes the entire study because that will
ride us with the best information,

On the next visit, about halfway through the stady {six weeks after be-
mnning the new madication), we will ask vour child ro return to the
PRU to repeat the OGTT test and DEXA scun.

Afrer vour child has been on the medication for about 12 weeks, yvour
child will teturn to repeat all the tests: the OGTT, the DEXA scan, the
MR, the BKG, and the insulin sensitivity test.

The Washington University School of Medieine General Clinical Research
Center ut St Louis Childrer’s Hospital

Mediczl testing for this stady will be done at The Washington University
School of Medicine General Clinical Research Center (GCRC). This federally
supported reseasch resource, now in its 45th year, s made of an Adult and
Pediatric Uaie. Both are capable of providing care for children and both units
are available for our use in this study. Making both units available gives us
greater Hexibility n scheduling a convenient time for you and your child.
Both vnits are specialized areas available only to research participants.

The Adualt Unit 1s located on the 4th and 5th
Hoors of Barnatd Hospital. The Pediatric
Elnit is tocated on the 11th flone of St. Louis
Children's Hospital,

Washington Liniversity Schoo! of Medicine,
ircluding the pediatric, psychiatric and
endocrinclogy contributions tw this project,
is a consistent leader in Natonal Institutes of
Health (NIH} funding, Washington
University School of Medicine ranks 4th
nationally in National Institutes of Health
grant funding,




Qo the next visi, your child will come back to the Pediastic Researeh Unir
(PRU} where he/she will lie in a reclining chair or hed, and a nurse

otl] start two TV Knes, one in each arm. This test is called an insulin sensitivity
test. Just like the first visit, your child will not be able to eat or drink
anything but tap warer the night before and up undl the test begins. This
means 1o food after bedtime the night before, inelnding no gnm, candy, and
breath mints like Tic Tacs, Again, iUs okay for your child to take his/her
regular medications with plain tap water,

Durmg this visil, an IV will be placed in one arm ro give your child insulin {a
natugally oceutring hormone produced in the body to contrel blood sugar)
and glucose (2 type of sugar found in many foods and drinks), to put your
child’s blood sugar into the normal range. The other arm will have an TV that
will be used to take very small blood samples at various times to understand
how your child’s body responds to sugar. This patt of the visit-a very
importarit part of our study- eakes about six hours, plus two hours for
preparation and dischatge from the PRU. Cable TV, videos, video games,
and music will be available to keep your child occupied duting this test. Your
child will be provided with a late lunch before he/she goes home. ‘this
session will last about 8 hours total.

At the end of this visit, we'll work with your child’s doctor to starr your child
on an antipsychotic medication. As noted ahove, these medications have been
FD A-approved for adults, While their prescription by doctors for children with
varions mental conditions is now common and growing, this use is considercd
“oft-iabel” or not FDA approved.

We will mouitor your child closely during stady visits, study doctor visits, and by
telephane while he/she is takiag the new medication. In addition, you witl have
phone and beeper numbers to call the study staff and doctors with any concerns
or guestions. Your child will receive cxtra care and attention with regular visits
with the study doctor, who will maintain close communication with you child’s
regular doctot.

Usually during visit one, but sometimes duting visit two, your child will have a
different kind of imaging scan or picture taken to measure hody €at, focusing on
the abdomen (tummy). This is called an MRT Magnetic Resonance imaging).
Your child will fic on a table, which is then placed in a tube to have his/her
tummy scanned. He/She will need to lie still during this test to pet the best
picture. The entire MRI process [asts about 20 minutes. The scan does not
huet and your child can wear carphones and listen to music duting the scan.

Deoes my child have to participate?

This study is totally voluntary and your decision will nor affect the health case your
child reccives from his/her docror. You abways have the righe 1o say "no" loa
rescarch stady. 3f vou do say "yes," vou may take your child out of the study at any
ume. However, you should discuss this with the research team first, so your child
can be withdrawn in the safest way possiblc.

Why Include Children in Research?

You may wonder why children are included in research at all. After all, research
involves some uncertainty and some risks. Why not do research only on adulrs,
whe can decide for themselves if they want (o parsticipate? In fact, when possible,
research IS usually done first on adults. However, this also means thar many
medicines and treatments have only been carcfully srudied in adults and remain iess
srudied in children. Children often don’t respond to medicines the same way adults
do, so research in chuldten Is very imporiant.

Sometimes chiddren need rrearment for a condidon where the most promising snd
doctor recommended medicadons have mosdy been studied in adults. Those
medications can also he given during a stady thar earefully measures benefits and
side cffeets. When medicines are given in the settng of a study, scientsts and
docrats can learn more about them. At the same tme, chiidren, theis familics, and
personal physicians can benefit from the close supervision provided by the stady
and infommation collected ahout an individual child’s response to their medication
can be used to guide future treatment decisions by families and physicians.

In addition to any persoual benefit that may come from a study medication, or any
beneli that cotes from the careful monitoring involved in a research srady,
patticipauion in rescarch can also benefit others, Many children today are
beneftung from research thae was done on childrea in the past. 1or example, the
corcent treatments {or tpany childhood cancers and for cystc fibrosis arc based on
past research. Hopcfully, the rescarch done on children today will heip children in
the future i a similar way.

What will my child be asked to do?

We are intetested in how these medicstions might affect weight gain, risk for
diabetes, and problems with cholesterol. To measure these things we will ask your
child to do two kinds of bload tests and two kinds of scanning tests. We'll do these
tests hefare s/he starts medication, again about halfway through the stdy, and
apain when the study is over | about 12 weeks after the start of the medication.

You will have between five and six smudy-relared visits plus medication check-ups
with the study doctor over the telephone ot in person. You can be with your child
dhring all of the testing.

All of these visits and tests are scheduled at the convenience nf you and your child.
We are able to work around school, work, spotrs, and ather activity schedules us
needed. If you need it, we can also arrange for a cab rde to and from your home
for any part of the study.

Please read on for more information about each phone call, visit, and tesi.



Thc first contact you will have with the stady staff will be a2 phone call.

During this call we will tell you about the seady and ask a few general
questions about your child’s health o make sure it's okay for him/her to
participare. (This takes about 20-30 minotes,) You can ask any
questions you want af this time, in fact, we encourage you to do so.

If the stady sounds like something you’re interested in we will send oue
some consent forms ro you and vour child. Consent forms are similar
ko permission torms. They rell you about a seudy in writing and in great
detail so you and your child know whar is involved befote you begin and
asks for your permission to be included in the study. This process is
designed w help parents nnderstand the study before they decide
whether or not their child should participare.

Our Srudy Coordinator, Martha Flessler, will go over the study consent forms
with you on the phone. Again, we encourage familics to ask questions. To
continue with the study, you and your child will both be asked to sign these
torms and return them to our office. We will also send you an extra copy

for you to keep for your records.
Evaluation with a Child Psychiatrist

Lf your child qualifies for the study, the next step is an evaluation with one of
our child psychiatrists (Dr. Robert Brady or Dr. Ginger Micol). We will schedule
this appointment as saon as possible. The child psvehiatrise will do 2 full
diagnostic evaluation. Based on the evaluation, if your child qualifies and you
wish to participate, we will schedulc the first eoro baseline visits.

Telephone Interview

Oae of our study coordinators will call to schedule a convenient tme for you to
atiswer more questions ahout your child over the phone. These questions take 2
vit longer, about an howr and 2 half, and ask mere about your child’s health,
behaviors, and emotions. Firse, we will tatk to you and ask questions about your
chdd. “Thea we will call at another ime 1o tafk to your child and ask most of the
same questions. The combined length of time for both you and your child to
answer these guestions s abour 3 to 4 hours,

For the first visit, vour child will be asked to come to the Pediatric Research
Unit (PR} and bave an Oral Glucose Tolerance Test (OGT'TY. With

this test, vour child will be given a sweet drink and will have sorme blood
tests to see how his/her body handles sugar {glucose). The night before you
come in, your child will not be able to eat or drink anything after hedvme
except tap water before arriving ar the hospital. This includes no breakfust,
guun, candy, chewable vitamins, or breath mints. It is okay for vour child to
take his/her regular medieation with piain tap water.

When your child comes in, he/she will lie in a reclining chair or hed, and 2
nurse will place a plastic tube IV carheter) into a vein in one arm. This feels a
tirtle like getting a shot, brat we ase a special cream o numb the skin first to
help it hurt less. Once the 1V is in, it shouldn’t hurt at all. Your child will
then drink a very sweer orange or lemon flavored drink, and we'lb use the TV
to get very small blood samples during the next two hours. The blood
samples check blood supar and some other enutine blood tests. Your child
can watch cable TV or videos, play video games, of listen to music during this
rest, and we'll give him/her breakfast when he/she is finished, after aboat 2
to 3 hours.

Or the same day, when this test 13 over your child will also have 2 DEXA
(Dual Fnergy X-Ray Absorptiometty) sean and ECG (Electrocardiogram)
donte. The DEXA scan uses an extremely small amount of x-ray energy (so
much less than a dental x-ray that 2o shicld or apron is required for your
child or cven the operator who uses the machine every day) in arder 1o
measure total body far. Your child will lie flac while the machine takes
pictutes. This does not hurt and you cannot fecl the machine taking the
pictures. Your child will wear his/her own clothes ora hospiral gown for the
test. This takes about 10 minutes,

For the ECG, soft sticky pads will be
placcd on your child’s chest and a
machine will record how your child’s
heart is working. The ECGisa
standard test that many parents have
had. It produces a printour of how the
build-in electrical activity of vour child’s
heart is performing. This is a very short
test, lasring 10 to 15 minutes.




CHILDREN’S HEALTH CARE STUDY

The Children’s Health Care Study at Washington University school of Medicine was
designed by John W, Newcomer, MD and colleagues in response to a need for mare
information about the effects in children of medications called atypical or second-
gencration antipsychotics. These medications are frequently used in children to treat
emotional and mental problems, although many of these uses arc not currently approved
by the FDA.

Doctors and scientists want to learn more about how children’s bodies respond to these
medications. We are especially inferested in learning how these medications might affect
weight, risk of diabetes, and cholesterol problems.

‘The specific antipsychotic medications are studying are Abilify (aripiprazole), Zyprexa
(olanzapine), and Risperdal (risperidone).

F Sl

Qualified Participants

This study includes children ages 6-18 who have been diagnosed by their doctor with
various problems that can result in increased aggressiveness,

Benefits of Participation
< For their time and inconvenience, participants will be compensated with gift
cards to stores and local attractions. Transportation for all study visits is

provided as needed.

% Joining our study will mean that your child will take one of these medications
and receive extra medical care and atiention for at least three months.

-
""'l

Your child will be cared for and monitored by a team of doctor, therapists, and
nurses who stay in close contact with vou and your chuld’s doctor.

** This study’s goal 1s to learn new information and to care for your child.

For more information or a more detailed brochure ahout the Children’s Health
Care Study at Washington University School of Medicine please contact

Martha Hessler APPROVED
(888) 363-2423

660 S. Fuchid
Campus Box 8134
St. Lowis, MO 63110
www.childhealthstudy.orp

Jonathan M. Green, M.D,
sociate Dean and Executive Chair

Schw (}f Mﬁdmme



APPROVED

i Washington University in St.Louis
SCHOOL OF MEDICINE

August 24, 2010

Dear Commuanity Members/Advocares:

If you are considering rreatment with an antipsyehotic medication for your child or for a child you care for, [
would like you to know about the Children’s Healeh Care Study ar the Washington Universicy
School of Medicine as an option o receive additional medical care.

'The Children’s Health Care Study is funded by the National [nstitute of Mental Health to study the
metabolic effccts of antipsychotics in children, focusing on three second generation antipsyehatic
medications (Zyprexa. Abilify, and Risperdal; thar are used in children ages 6-18 for aggreassive
behavior. in order to kaow more about the effeet of these medicines on body weighe, cholesterol and
sugar. Reasons for interest and concern:

*  Antipsychotic medications are often being used by doctors to treat aggresion and irritability in
children, with FDA approvid for some but not all uses, and growing use in the community {need
NY [imes links)

¢ TheCenters for Pisease Controd (C1C) has noted an “epidemic” of childhood obesity and
diabetes (blood sugar problems) (hrtpy/Awww edegrov)

« The American Diabetes Association (AIDA) has noted that antipsychotic medications can
sometinies contribute to weight gain and increased risk of diabetes and cholesterol problems,
ADA recommends regular measurement of weight/far, and blood sugar and cholesterol during
antipseyhotic therapy (httpz//eare.diabetesjourpals. ore/eolenntent/ull/ 2772/ 000

* Many persons can take antipsychotic medications and not get these problems. but
regular measurenent of weight/fat and blood sugar and cholesterol is important to make sure that
risk remains low during trearmet, but this monitoring is often not done in the community

«  This study provides carctul and derailed safery monitoring of antipsyehotic treatment, more than is
available fram doctor's offices and clinics

= Children in this study receive careful diagnosis and addidonal medical care and psychiatric support
ar no cost, and they are reimbursed for time and travel.

«  Wework closely with families and health care providers to give the best poassihle care for children
in the study, offering supplernental visits and extra family attention required ta stahilize children on
the new antipsychotic therapy.

*  We perform all needed assessments, while providing chiid’s physicians and other important care
providers with progress notes and the resulrs of reses, as familics and physicians direet.

'The Research Process: Participation in this project is approximarely 12 weeks. During tha time,
participants arc evaluated ar least weekly when thev start roedication, and have carcful medical evaluations
during five visits to the Washingron University School of Medicine’s Pediatric Clinical Rescarch Unit
FPCRUD and/or Clinica) Research Unit (CRU) at Barnes-Jewish and Children's Hospitals, The medical
tests are done once at the beginning of the study, again at 6 weeks, and then again three months after
starting the medicine.

[f you and your child’s physician ave considering treatment with an antipsychotic medication for the first
time, please contact us for more information abont the study, You can call our studly coordinator, Martha



Hessler, at (314) 362-2423 or (888) 363-2423 or cmail at hesslermag@psyeliaty.wust.edy. You can
also check our website ar vwoww childlcalthstudy org for details.

Sincerely,

i
S

//
John W Noeweomer, M.,

Gregory B. Couch Professor of Psychiatry, Psychology and Medicine

Director, Clinical Triats Unit, Institute of Clinical and '{'ranslational Sciences (1CTS)
Co-Director, Regulatory Support Center, JCTS

Medicat Dircetor, Center for Clinical Studies
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APPROVED

donathan M. Green, M.D,
SCHOOL OF MEDICINE atgmidgan and Executive Chair

August. 2010

Dear Colleague:

Greetings and thank you for your help in the continued suceess of the Children's ITealth Care Study
(CHCS) at Washington University School of Medicine! As you may have alrcady heard, the CHCS.,
funded by the Nartional Institute of Mental Health, studies the metabolic effects of antipsychotics in
children, focusing on three second generation antipsychotic medications (Zyprexa, Abilify, and Risperdal)
that arc uscd in children ages 6-18 for aggressive behavior. We are nearing the end of our fourth
year, and have enrolled more than 200 participants towards our target goal of 240 over the course of § vears,

Pediaryic patients can experience changes in weight and metabolism during treatment with these
medications. and more information regarding rreatment-emergent effects in children is desperately needed,
The goal of the CHCS is to ultmately produce the data needed to guide prescribing practices while at the
same time providing safery monitoring for children who are currently in need of these medicarions. Since
we know making the decision to use an atypieal antipsyehatic in a child is not simple, CHCS provides
careful evaluation by highly trained doctors specializing in child and adolescent psvchiatry, supplemented
with the use of well-validated diagnostic assessments to ensure an accttrate diagnosis.

Further

* In the last decade, there has been an alarming increase in the number of
overweight children and adolescents in the U.S. (Ogden et al, JAMA 2006, 205013011540~
55, PDF attached). Many studies have shown thar carlier onset of obesity leads to higher rates of
morbidity and mortality from obesitv-related illnesses, such as diabetes and cardiovascubar discase,

+ Antipsychotic medications are increasingly prescribed to trear aggresion and
irritability in children, with I'DA approval for some, but not all uses (New York | imes. June
oot Use of Anrpsvehoties in the Younge Rose Fivefold), These medications have been
associated with changes in weight, cholestero! and blood sugar in adults (Newcomer &
Hennekens, JAMA 2007, 20805): 170406, PDE artached). Children treared with these
medications are showing conceraing changes in these measures as well.

* Rates of metabolic monitoring in patients treated with antipsychotics is
alarmingly low, despite clear evidence of increased cardiovascular risk and monitoring
recommendarions jointly endorsed by the American Diabetes Association (AIDA) and the
American Psychiatric Association (APAJ. Recently, a national studv of monitoring rates in patients
taking antipsychotics showed that children receive the least monitoring of all (Morrato et al, J Clin
Psychiatry 2008, 69(2):316-22, PDEF arcached),

« Many children can take antipsychotic medications without developing these
problems. but regnlar measurement of weight/body-fat, blood sugar and cholesterol are necessary
to make sure thar risk remains low during treanmet. CHCS provides more detailed safery
monitoring of anti psvchotic treatment than is available in most comumunity clinic scrtings.

Benenfits of involvement in the CIICS include;
*  Carcful and timcly psychiatric evaluation by child and adolescent psychiatrists with diagnosis using
hoth extensive clinical asscssmoents and validared diagnostic tols.




*  Mocdical monitoring performed by study doctors and nurses using state-of-the-art rechnigues to
assess for metabolic changes during trearment.

+  Close communication with referring/treating providers regarding treatment response and side
effects,

*  Assistance with arranging appropriate treatment for those children who are not cligible for study
participation, anc reforrals for follow-up treatment at study completion prior to exiting GHCS.

+  Reimbursement for time and travel.

The Research Process: Participation in this project is approximarely 12 weeks. During that time,
participants are evahmated at least weekly when they start medication, and have carefid medical evaluations
during five visits to the Washington University School of Medicine’s General Clinical Rescarch Center
(GORC) at St Louis Children's Hospital. recognived as 2 top-c Children’s Hospital by U.S. News and
World Report (LIS News and World Report, August zoor). "The medieal tests are done once at the
beginning of the study, again av 6 weeks, and then again three months after starting the medicine,
Children who experience significant changes in merabolic parameters may be asked to return for 2. 6 month
follow-ap visie and fasting labs.

If you are considering rreatment with an antipsychotic medication for the first dme. please contact our
study coordinaror, Martha Hessler. at(314) 362-2423 or (888) 363-2423 oremail at
hesslermaggpsvoehiatry wustLedu for more informaton, You can also check our website at

www chitdhealthstudy.org tor decails. We are looking forward to working with you!

Sincerely,

T

Tohn W Newcomer, M.

Greprory B. Couch Professor of Psychiatry, Psvehology and Medicine

Dircetor. Clinieal Trials Unir, Institure of Clinical and Translarional Sciences (1ICTS)
Co-Director, Regulatory Support Ceneer, I1CTS

Medical Dircctor, Center for Clinieal Studics



