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INTRODUCTION

Before agreeing lo participate in this research sludy. i is important that you read and
understand the lollowing explanation of the proposed research study. This consont
document deseribes the purpose, procedures, henefils, risks, discondorts and
procathions of the study. it also describes the allernative procedures that are available
to you and your nght to withdraw from the study at any lime  No guaraniees or
assurapces can be made as to the resulls of the study.

i you are not completely truthful with your study doctor regarding your health hislosy,
you may haom yourself by participating in this study.

The study is being conducied for Plizer Inc. Your study doctor is being paid by Plirer
Inc o conduct this study,

The study has heen approved by Schulman Associales Institutional Raoview Boaud, ne

(SAIRB). SAIRB 15 an mdependent committee established to help protect he rights of
research subjoeats

NATURE AND PURPOSE OF STUDY

You are baing ashed to take parl in a research drug study of the investigational druy,
Lanezuamab, because you have osteoarthrilis {arthrilis) and you have pa heipated my i
rescarch shudy in the lanezumab program.  An investigational diug s one that 1s not
approvexl by the United Slates Food and Drug Administration (F DA).
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Fancsumab is an antibody thal attaches 1o human nerve growth factor (NGF). An
antibody is a lype of protein produced by the immune system that helps protecl the
body against foreign compounds. NGF is a natural compound madle by the body that is
involved in causing a person to feel pain ltis thought that, by allaching to NGF,
tanezumab may prevent NGF from causing the subject to feel pain

The purpose ol this study s to detennine the long-term safely of he investigational
drug, tanezumab, in subjects with ostecarthritis. As of Aprid 19, 2010, approxamataly
6000 subjects with osteoarthritis and 1400 subjects wilh othor pain comditions have
received tanesumab in research studies,

Because this is o research study, tanesumab will be given to you only during your study
parlicipalion,

EXPECTED DURATION OF THE STUDY AND NUMBER OF SUBJECTS EXPECTED
TO PARTICIPATE

- L Approximalely 1800-2200 subjects will participate in this sludy at an estimatod 200

sludy centers i the United States.

If you quality and decide to participate in this study, you will have the option of
completing 1 or 2 years of study treatment. In order lo conlinue m the second year, you
will be required Lo 1ead and sign a new informed consent document i your decide to
participale for 1 year. your parlicipation will lasl approximately 64 weeks and will include

up 1o 11 visils o the study center and up to 7 scheduled telephone contacts with lhe
study centor

EXPLANATION OF PROCEDURES TO BE FOLLOWED

I you wish 1o participate in thus study, you will be asked to read and sign ths Inlormied
Consent document before any study tests or procedures are perfored. Deponding on

the lime: al which you enter this study from lhe parent study, this may be at the
Sereening Visit or al the Baseline Visii.

Pracedures to be conducted for entry into this study wilt depend on how you onded
parlicipation in Ihe provious study. If you enter this study from a dosing visi (o visit at
which you recewve study drug) in a previous research study. certain tlests ad
procedures will nat need 10 be performed at the beginning of yvour participabon in this
study. i you enler this study lrom other time points in the previous study, Bascline and

Screening Visits miay be needed. The study doctor will tefl you if you need to cotnplete
Baseline and Screenimny Vists,
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Screening Visit {If Required)

The following tesls and procedures imay be done to see if you qualily to parlicipate. As
mentioned above, if you have just completed these tests as part of your exit or end of
study visil, these tests may not need to be repeated:

s Review of your imedical and medication history, including your history ol tobacco,
alcohol use or dependency. and review of your mensirual poriod histoty (as
applicable)

* Review of any medications you have {aken since your last study visit
Mcasurement of your vital signs (heart rate, blood pressure, lemperature and
hreathing rate}, height and weight ‘

= Physical examination

o Neurological examination {evaluation of your level of awareness, strongth,
sensation, coardination and balance)

o X-rays of your right and lefl hips and your right and left shoulders. If you have
already completed the Baseline Visit {Day 1), the initial x-rays of both hips and
bath shoulders will occur at your next regularly scheduled chinic visil,

¢ Electrocardiogram (ECG - measures lhe electrical activity ol the heart)

» Collection of blood samples (about 10 teaspoons) for:

.+ Salety laboralory testing

o Hemaoglobin Ate lest (determines your average blood sugar level over the
past 3 manths)
Pregnancy test for women who are able to become pregnant. The result
of the pregnancy lest must be negative for you to qualily lo participate.

Collection of & urine sample for safety laboratory testing.

Your sludy doctor will decide on the appropriate pain medicalion for yourr ostecalhrilis,
if necessary.

Baseline Visit (Day 1)

Subjects who qualily to participate will have the following tesls and proceduies bejore
the: first dose of tanezumab. If you are entering this study al the preferred entry visit or
al ane of the other dosing visits in the previous study, some of these lests and
procedures may not need to be repealed:

s Completion of 4 questionnaires about your pain. sliffness and physical tunchion,
arthritis symploms and ability o do daily activities
-

Review of your medical and medicalion history. including your hislory of tubaceo.

aleohol use or dependency, and review of your menstrual period fustory (as
applicable)
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» Physical examination
s Nowrological examination
+ Rewview of any medicalions you have laken and any symptoms (side effects or
other problems) you have had since your last study visit
s Measurement of your vital signs, weight and height
e ECG
o Review ol birth control use (it applicable)
« Collaction of blood samples (approximately 10 teaspoons) {or
.. Safety laboratory testing
- Hemoglohin Alc tesl
«  Anti-drug antibodies (proleins made by the immune systam {o help proledd
the body from foreign compounds) testing. I enough of the biood sample
collected to test for anti-drug antibodies 15 left over afler this lest s
compleled, the left over blood will be used to measure the amount of NGF
(nerve growth factor) in your blood.
« Pharmacokinetic (PK) testing. PK testing studies the way a diug 1s
absorbed, distributed, broken down, and eliminated by the body.
« Slorage of a blood sample in case planned tests need 1o be repeated or
for possibie future testing for safely reasons
« Collection of a urine sample for safely iaboratory testing and a pregnancy test for

women who can hecome pregnant. The resuit of the pregnancy test must be
nagative for you lo qualify to participate.

1t you qualify for participation in the study, you will either continue on the dose of
lanezumab you received in the previous study or, if you received a placebo (innctive
substance) or NSAID (non-steroidal anti-inflammalory drug) only treatment, you will be
randomly assigned by chance (like lipping a coin) o one of three treatment (qroups

o Tanesummab 2 5 my, ot
o Tanesumab 50 mg, or
e Tanezumah 10.0 mg.

You have a 100% chance lo receive tanezumab at one of the three doses during this
study. However. neither you nor the study doctor will know the tanezumab dose you

are assigned to receve. The study doclor can get this information quickly if it is
neaded.

n the previous tanezumab study in which you parlicipated, you may have racoivedd
rescue medicalion or NSAIDs., Rescue medication is additional medication ofiered o
you if the study drug does not provide adequate pain relief. n this study. rescue
medication and NSADs are not provided.  Your sludy doclor will use tis/her medicat
judgment 1o decide the additional pam management medication that would be best (o
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manage your OA pain if needed. 1t is important that you telt the stucly doctor il you are
experiencing pain. If your study doclor determines you should take additional pain
medications, they will need fo be oblained by prescription or purchased over-lhe-
counter and billed to you or your insurance company.

You will receive lanczumab at your assigned dose as an infusion (through a needle in a
vein in your arm). This will take approximalely 5 minutes. After the infusion, you must
stay at the study doctor’s office for at least 1 hour. The following additional tesls and
procedures will be performed one hour after the tanezumab infusion:

«  Measurement of your blood pressure and hearl rate
v Review of side effecls, if any.

Weeks 2, 12, 20, 28, 36, 44, and 52 Visits (Days 15, 85, 141, 197, 253, 309, and 365)

The study staff will contact you by telephone during these weeks. During cach call, the
following will be discussed:

* Review of any medications you have taken and any symptoms you have had
since your last study visit

e Review of birth control use (if applicable).

Week 4 Visit (Day 29)
The following tests and procedures will be performed:

e Completion of 4 questionnaires aboul your pain, sliffness and physical lunction,
arthritis symploms and ability lo do daily activities

» Review of any medications you have taken and any symptoms you have had
since your last study visit

o Measurement of your vital signs

» Neurological examination

e X-rays of your right and left hips and your right and left shoulders. Il you have
aiready completed the Baseline Visit (Day 1}, the initial x-rays of both hips and
both shoulders will occur at your next regularly scheduled clinic visit,
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Weeks 8, 16, 24, 32, 40, and 48 Visits (Days 57, 113, 169, 225, 281, and 337)

The following lests and procedures will be parlormed at cach visit o a8 noted

Completion of 4 queslionnaires about your pamn, stiffiness and physical fiction,
arthilis symptoms and abilily to do daily activilies
Review of any medications you have taken and any symploms you have
swice your last sludy visil
e Measoement of your vital signs
= Noewrological sxamination
o OO (Weoks 8, 16, 24 and 48)
»  Collection of binod samiples for
= Bafoly faboratory testing
» Hamoglobwm Atc
o Anti-drug antibodies testing (Weeks 16, 24 and 40). L enough ol the
blood sample colleclnd to lesl for anli-drug antibodies is 1elt aver after this

testis compleled. the leflt over bload will be usad 1o measure Hhe Sunesund
of NGE in your blood,

o PR esting (Weeks 16, 24 and 40)
Collection of urine sonple for safety laboralory testing and

The resull of eachy arine pregnancy test must be negalive f
parhicipaie m s study

o Review of buth contiol use (if apphcable)

h('il' |

A pregunney fest
I yau to conlaw: o

= Infusion of your assigned dose of ainezumab., This will take approxunaicly &
mintles Aller the musion, you must slay al Ihe study doclors oifice lor at teast
1 hour - The lollowing addibonal tests and procedures will be paearmed ani: o
alten the tanczumaly intusion:
- Measarement of your Dlood pressure and heart rate
v Review of side offects, if any
o

X-1ys of your tight and left hips and your right and leflf shoulders 1t yoo have
aieady compleled the Basehne Visit (Day 1), the initial x-rays ol holhy hips ;i
bolh shoulders will oceur at your noxt regulary scheduted clinie visit
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Week 56 End of Treatment Visit (Day 393)
The following tests and procedures will be performed during this visif:

You wilt read and sign the Informed Consent Document for Year 2, il you wish 1o
continue lo paricipate. If you elect to exil the study you will complete the activilies
today for End of Trealment (see Week 56) and will be asked to return in eighi weeks for

the End of Study visil {see Wecek 64), otherwise you will complete the aclivities tisted
below:

»  Completion of 4 queslionnaires aboul your pain, stifiness and physical function,
arthritis symploms and ability to do daily activitics
= Review of any medications you have taken and any symploms yols have had
since your last study visit
* Neurological examination
Physical examination, including measurement of your vital signs
ECG
= Review of birth control use (if applicable)
o Collection of blood samples for:
n Safety laboratory lesling
~  Hemoglobin Alc lest
Anti-drug antibodies — If enough of the blood sample collected to test for
anti-drug antibodies is lefl over after this test is completed, the lefl over
blood will be used 10 measure the amount of NGF in your blood.
rr PK tesiing
o A pregnancy lest if you are a woman who is able lo became pregnant
o Collection of a urine sample for safety laboratory tesling.

Week 64 End of Study Visit (Day 449) or Early Termination Visit

The Week 64 Visit will be your last visit for this study. The following tesls and
procedures will be performed:

o Completion of 4 queslionnaires about your pain, sliffness and physical
tunction, arthritis symptoms and ability to do daily activities

> Review of any medications you have laken and any symptoms you have had

since your last study visit
Neurological examination
Physical examination, including measurement of your vitat signs and weight
°  X-rays of your right and left hips and your right and lefl shoulders

« ECG
s Review of birth control use (if applicable)
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« Collection of blood samples for:

o Safely laboratory testing

v Hemoglobin Alc lest

o Anti-drug antibodies — If enough of the blood sample collecled to test
for anli-drug antibodies is left over after this test is completed. the ieft
over blood will be used to measure the amount of NGF in your bioad.
PK testing

v A pregnancy test if you are a woman who is able to become pregnant

« Slorage of a blood sample in case planned lests need o be repeated
or for possible future tesling for safety reasons (if this is an Early
Ternmination Visit),

« Coliection of a urine sample for safety laboratory testing.

STUDY RESTRICTIONS / SUBJECT EXPECTATIONS

You are encouraged to nolify your primary care doctor about this study so thal you and
your primary doglor can discuss your participation.

You should maintain your normal daily routine including stable doses of permitted

medicalions and exercise program. It is important that you check with your study doctor
before initiating or altering exercise programs.

Some minor elective surgeries may be permitted, but it is important that you check with
your study doctor before having any procedures done. Knee or hip replacement
surgery is not permitted.

Tell a study doctor promptly if you have:

° A side effect
o Aninjury
° Any symptom or complaint.

If you have any side effect or event that leads to hospitalization for the 112 days after

you receive your fast dose of study drug injection, please tell the sludy doctor.
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POSSIBLE SIDE EFFECTS, RISKS, AND DISCOMFORTS

Tanezumab

As of April 19, 2010, approximalelv 6000 subjects with osteoanthritis and 1400 subjects
with other pain conditions have received tanezumab in research studies  These
studies involved subjects undergoing fool surgery (bunionectomy), subjects with chronic
low back pain, subjects with pain after a shingles infection, subjects with interslitial
cystitis (a painful bladder condition), subjects with endometriosis (a pamiul uterus
“congdition), subjects with prostatitis (a painful prostate condition), subjects with cancer
pain, subjects with arthritis of the knee and healthy subjects. Each subject receved the
study drug at least once; in one of the arthritis studies, subjects received doses of study
drug eight weeks apart for up lo one year.

Any medicine may have side effects. Side effects that may occur in this study, based
on the commonly reported experiences of subjects who have received tanezumab, e

o Arthnlis in the juints s Joint pain

= Bruising * Joint swelling

»  Bronchitis + Muscle pain

«  Burming or tingling sensation e Nausea

o Carpal tunnel syndrome o Numbness or lack ol sensation
o  Commaon cold symptoms "« Pain from a touch that is not

s Disziness normally painful

s Earpan o Painin the arms and legs

s Fover ¢

Swelling in the arms and leys

o Fluid in the joints * Unpleasant sensations on the skin
» Headache e Upper respiratory infeclion
s Increased sensitivity 1o touch + Unnary infection

Of the side effects listed above, some occurred more commonly than others The side
effects that were seen more frequently in subjects (1 oul of 10 subjects) treated with
tanesumab in earlier studies were burning or tingling sensations, headache. jomt pam,
pain the anus and legs, and swelling in the arms and legs.

Even though these side effects are expected to ocour in some subjects, few subjects
had to drop out of these studies because of side effects.
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There have heen a few side effects that have led to hospitatization or were considered
animporlant mexdical event that the study doclors believed may have been related to
taking lanesumab - As of March 31, 2010, a tolal of 483 serious adverse eventls were
reported in approximately 9400 subjects participaling in tanezumab clinical studies  Of

these. 23 were considered by the study doctars involved o be related to study drug
admimslration.

As of April 14, 2010, a total of 8 osteoarthnlis subjects were reporte by study duclors
to have developed osleonecrosis (death of bone lissue) of the hip {7 subjects) or
shoulder (1 subject) wnile participaling in one of the ten Phase 3 osteoarthntis chneal
research studies with tanezumab thal was a serious adverse event {(meaning it required
hospitalization or was considered medically important by the sludy doctor). On April 14,
2010 an independent panel of doctors who are experts in osteoarthritis and
osteonecrosis reviewed the clinical details of these 8 subjects including x-rays and MRJ
scans in some of the subjects. Importantly, none of these subjects were considered (o
have a diagnosis of osteonecrosis by the expert panel  For the cases in which x-rays
and MRI scans were available, the expert doclors diagnosed the subjects with
worsening osteoarthritis or possibly a rapidly progressive form of osteoarthritis. Ineach
case, the subject had been treated with lanezumab alone or in combination wilh
naproxen. Atthis lime, these serious side eflects have been reported only in subjects
with osteoarthnlis and not in subjects with olher chronic patn condittons bemy treated in
tanesumab climcal research studies. Over 9400 subjects are participaling in or have

participated in lane/sumab chinical research studies of osteoarthrilis or other chronic pain
condiions.

Although none of these subjects are considered to have developed osteonecrosis by
the expert panel, the worsening or rapidly progressing ostecarthritts was a serious
condilion. These subjects experienced increased, severe and persistent joml pain in
aither the ap or shoulder, had worsening of their hip or shoulder x-rays or MRIs and
required joint replacement surgery in at least 7 of the 8 subjects

If you experience increased, severe joint pain (for example i you hip. shoulder or
knee) lasting for at least 2 weeks, it is important to contact your study doctor o seo il
additional evaluation is needed  Your study doctor will determine if additional evaluation
1s needed and if so, this evaluation will include x-rays and possibly MRi stanning of the
painful joint and the same joint on Ihe opposite side of your body. A scan to determine
the densily of your bones may also be oblained. You may need o be e
orthopedic surgeon 1o see if surgery 1s needed lo freat your condition
reduires this additional evaluation, you wili not continue 1o receive the inlravenous study
drug. Your study doctor will recommend other treatments for your pam  Although you
wilt not receive additional study drug, you will be asked to remam in the study and
continue the safely evaluations specified by the study for at least as long as your
remammg bimean the sludy or until your symptoms mprove or stabihze al a level

Page 10 of 24

valuated by an
H your condition

Version Pate Lty 26, 2010 Subect Loty

Dake:



informed Consent SAIRB APPROVED
Protocol Nao.. A4001016 .

IRB #09-0137-0
{Year 1) DATE" July 26, 2010

acceptable to the study doctor, and Plizer agrees with thal assessiment. You will be
followexd! at the study site for the salety evaluations specified by the written study plan
for atleast as long as your remaning time on the study, provided you agree to this
follow-up at lhe study site. When you return to the study site for these follow-up visils,
all salely evaluations specified by the written study plan wilt be performed (for example,
review of adverse events, taboratory assessments, ECGs. neurologic exanunations) At
the point that you stop taking the study drug duc to this ncreased joint pain condton,
assessments of study drug effectiveness should no longer be conducted (either by daity
pain dianes or by questionnaires completed during the visit to the study site). If you do
not agree to continue with safety evaluations at the study sile, the study site staff will
contact you by telephone at the study-specified visil lime-points for at least as long as
your remaining time in the study to check on your condition, unless you do not agree to
these telephone calls. These follow-up telephone call visits will be conducted o
determine if you have expenenced any adverse events requiring hospitahzation or jont
replacement surgery since your previous visit {either in-person at the site or by
telephone contact) and to check on whether you have used any corticosterond
medication since the previous visit  If you discontinue the study early and report § during
a lelephone follow-up visit) thal you have had joint replacement surgery, you may be
asked to return lo the study sile for examination andfor for collection of diagnostic
information such as information about the diagnosis made prior to or af the time of the
surgery, such as x-rays or MRI scans. operative noles or pathology resuits from

biopsies taken during surgery. You will also be reminded about study requirements
related to the use of birth control {if applicable).

If you require additional evaluation because of increased, severe joint pain lasting at
least 2 wecks, the results of your evaluation will be sent to an independent expert panel
of doctors who will review your clinical information. and any diagnostic testing such as
x-ray or MRI scans, bone density scans and any samples taken from surgery if surgery
is needaed  The purpose of the expert panel is to provide an acaurate diagnosis of your
condition.  The diagnosis made by the export panel will be shared with your study
doctor who will be able to share this information with you

Some subjects in these studies reported abnormal sensations described as unusual
pain, a feehng like sunburn, sensitivity to touch or clothing, tingling or "pins and needies
sensation. Aboul 10-20% of subjects lreated with tanezumab reponed these side
effacts. These experiences were mote often mild or moderate in mtensity and generalty
stopped belore subjects completed the study. These kinds of events started most often
n the earhor part of the study. about 2 weeks after dosing, and generally went away 2

weceks laler. In some cases these side effects began later in the study and may have
lasted longer.
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Because of the way tanezumab is thought to act on the body, there s a possible nsk of
changes in blood pressure or heart rale in subjects who receive tanesumab These
changes have not been seen in the studies done to date.

Allergic reactions may occur wilh any druq, including tanezumab. As of Apnl 19, 2010,
no senous allergic reactions were reported in the approximately 7400 subjects treated
with tanesumab. o amimal studies, a possible allergic lype reaction was observed in 1
monkey i 4 study in which 30 monkeys receved weekly injections of tanezumab for up
to 6 months. This monkey died due to an acute reaction suspected to be assaciated
with the monkey's immune system responding to the tanezumab humanized antibody.
This type of reaction in a monkey might be expected when one species (the monkeyis
exposed o anbibody protein from another species (human). This type of reaction woulkd
not normally be expected when a human is exposed to a human anlibody such as
tlanczumab. This study showed hat, with the exception of the single monkey that died,
weekly injections of tanezumab for up to 6 months were well olerated i male and

female monkeys. Animal studies do not always predict the side effects humans may
axperience

Symptoms of an acule allergic reaction can range from mild 1o severe and can inchude:

+ Rash

»  Shoitness of breath
o Whuesing

» Low blood pressure.

You should get medical help and conlact the: study doctor or study staff if you have: any
of those or any other swde effects during the study.

As ol March 31, 2010, there have been a tolal of 10 deaths out of approxanately 9400
subjecls in either completed or ongoing tanezumab research sludios  Five (5) desaths
ocewred in subjects who received tanczumab, 4 deaths occurred in subjects on blinded
therapy (llis means (heir study treatment assigninent is not yet knuwn because the
study s still ongoing) and 1 death occurred in a subject receiving placebo treatment.
No deaths were considered by the study doctors 10 be related to the study drug.

Itis possible that you will form antibodies (o tanezumab An anlibody is a type ol
protem that helps protect the body from foreign compounds. (f you develop these
antibodies, there s a small possibilily that this drug or similar drugs will not work for yau
i the fulure  Production of antibodies o a drug is also a type of allergy that takes
longer o develep. The most frequent symptoms of drug allergy are sk rash, flu-hike
symptoms and joint pains. Alfergies lo a drug can be life-threatening  Such antibodios
may also cause other unknown symptoms or problems. You will be testoed for
antibodies o tanezumab, which are also calted Anti-Drug Antibodios.
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Discomforts

Possible side effects from blood drawing include fainlness, inflammation of the vein,

pain, bruising, or bieeding at the site of puncture. There is also a slight possibilily of
infection.

Skin irritation is rare but could occur during an ECG from the electrodes or gel that is
used.

The use of an intravenous calheter (1V) may cause pain, bruising, clotting, bleading,

leakage of drug solution, and possibly infection at the site of the intravenous catheter
placement.

An x-ray is a commonly used diagnostic procedure. This test exposes you 1o a small
dose of radiation. Although all radiation is cumulative over your lifetime, small doses
from x-rays should nol be significant.

The study doctor wilt explain lo you the risks of any additional pain medication hofshe
may prescribe you during your study participation.

UNFORESEEN RISKS

Since the study drug is investigational when taken alone or in combination with olher
medications, there may be other risks that are unknown. All drugs have a potenlial risk
of an allergic reaction, which if not treated promplly, could become life-threatening.

PREGNANCY RISKS / BIRTH CONTROL

Women

Because of the way tanezumab is thought 1o work in the body, there is a potentiai risk to
an unborn child. Use of the study drug may involve unknown risks lo a pregnanl
waman, an embryo, felus (unbom baby) or nursing infant. Therefore, if you are

pregnant, planning lo become pregnanl or are breaslieeding a child, you cannot
participate in this study.

In an ongoing animal study (as of August 2009), weekly injections of lanezumab 1o
pregnant monkeys throughout the entire period of pregnancy resulted in an mcrease in
the rate of miscarriages (dealhs of monkey embryos or fetuses) and slillbirths (infant
monkeys who were dead al the time of birth) compared to pregnant monkeys mjectad
with placebo (an inaclive substance). The effect of administration of tanezumab to
humans during the entire period of pregnancy has not been studied
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If you are a woman who could become pregnant, you must either be abstinent (not have
sexual intercourse) or you must use 2 forms of birth control during your study
participation and for 112 days after your last study drug infusion. You must use a
barnier method of birth control (such as a condom or diaphragm) in addition to another
form of birth control.  Your study doctor will discuss with you whether the immethods of
birth control you plan to use are acceplable for this study.

Before entering the study, a pregnancy test will be done for all women who are able to
become pregnant. This test might not delect an early pregnancy. Pregnancy tests will

be repeated during the study. If you think you are pregnant. tell the study doctor
promptly

Pregnancy will be a reason lo stop study treatment. If you become pragnant durig the
study. you will be discontinued from study participation for safety reasons. If you
become pregnant within 112 days after receiving your last infusion of tanezumab, we
ask that you contact your study doctor for safety monitoring. n either case, please
make your obstetncian aware of your study parlicipation. Your study doctor will ask that
you. or your obstelrician, provide updales on the progress of your pregnancy and ifs

outcome. The study doctor will make this information available to the study sponsor for
safely monitoring follow-up.

it alive buth results from a pregnancy that occurred while you were recewing the study
drug or within 112 days alter receiving your last infusion of study drug, the study doctor
will ask you for permission to follow the development of your infant up to 15 months of
age  Particpalion in the 15 monlh follow-up is optional. The follow-up will involve:
neurological examinations {(assessment of cenlral nervous system development) and
evaluations of cognitive (thinking/mental) development performed by a pediatric
neurologist and climcal psychologist chasen by the sponsor. These evaluations will
take place at binth (0-2 months), 8 months, and 15 months of age

Men

Because of the way tanezumab is thought to work in the body, there is a patential nsk to
an unborn child. Use of the study drug may involve unknown risks to a pregnant
woman, an embryo, fetus (unborn baby) or nursing infant. If you are sexually active and
your female parlner(s) is able to become pregnant, you must use 2 forms of birth control
during your study parlicipation and for 112 days after your last study drug infusion You
or your paitner(s) musl use a barrier method of birth control (such as a condom or
draphragim} in addition to another form of birth control used by your female partner

Your study doctor will discuss with you whether the methods of birth controf you and
your female partner{s) plan to use are acceplable for this study. You must tell your
female partner(s) about these birth conltrol requirements.
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I your spouse or partner thinks she is pregnant during the study or within 112 days aftor
you have received your infusion of tanezumab, tell your study doctor immediately At
thal time, you will be given an authorization form that you should provide to your female
partner for her to complete and return to the study doclor. The form will seek her
pernussion o contact her obstelrician for follow-up information regarding her pregnancy.
The mformation relating to her pregnancy will be used for safety monitonng of the study
product. If your partner completes the form, provides the requested authorization and
returns the form in the envelope provided, the sludy staff will contact her and/or her
obstetncian to collect updates on the progress of the pregnancy and its oulcome.

In an ongoing ammal study (as of August 2009), weekly injections of tanc umab o
pregnant monkeys throughout the enlire penod ol pregnancy resulted in an increase in
the rate of miscarriages (Jeaths of monkey embryos or fetuses) and stillbirths (infant
monkeys who were dead at the time of birth) compared 1o pregnant monkeys injected
with placebo (an inactive substance). The effect of administration of lanezumab to
humans during the entire period of pregnancy has not been studied.

i & live birth results from a spouse/partner’s pregnancy that occurred while you wore
receiving the sludy drug or within 112 days aller receiving your last infusion of study
drug. the sludy doctor will ask you and the mother of the infant for permission to follow
the development of your infant up to 15 months of age. Padicipalion n the 15 month
follow-up is optionat. The follow-up will involve neurclogical examinations (assessmont
of central nervous system development) and evaluations of cognmitive (thinking/mental)
development performed by a pediatric neurologist and clinical psychologist chosen by

the sponsor. These evaluations will take place at birth (0-2 months), 8 months, and 15
months of age

As a subject in this study you agree {0 inform your female sexual pariner(s) that the
effects of the study drug on pregnant women and unborn children are nol known. You
futther agree to provide your female sexual partner(s) with the information contamed

willi this section of the informed consent document enlilled PREGNANCY / BIRTH
CONTROL.

ALTERNATIVE TREATMENTS

You do not have Lo parlicipate in this study to receive trealment for your osteoarthritis
pam. There are FDA-approved treatments available (o treat pam associated wilh
osleoarthritis - Other trcatments that are available include pain medic
Tylenol, non-sterosdat anti-inflammatory drugs (NSAIDs) and oprods Surgery may also
be an option  Your study doctor will discuss with you the nsks and benefits of other
availlable trealiments for your pain due to osteoartliritis

ations such as
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NEW FINDINGS

Any new imporlant information that is discovered during the study and which may

mfluence your willingness to continue participation in the study will be made available to
you as soon as possible.

POSSIBLE BENEFITS OF THE STUDY

You may benefil as a resull of your participalion in this study. There 1s, however. no
guarantee thal you will benefit from your parlicipation in this study. Resuits from this
study may benelit others in the fulure.

COMPENSATION FOR PARTICIPATION

For your time and inconvenience related to your participation in this study, you will be
paid for the study wisils you complete according to the following schedule: $40.00 for
each study visit. If you do not complete the study. for any reason, you will be paid for
each study visit you do complete according o lhe schedule above.

It you have any queslions regarding your compensation for parlicipation, please contact
the study doctor at the lelephone number listed on page one of this consent docuanent.

CONFIDENTIALITY

Records of your participation in this sludy will be held confidential excepl as disclosure
is required by law or as described in this informed consent document (under
“Confidentiality”) or m the attached “Authorization to Use and Disclose Protected Health
Information” document. The sludy doctor, the sponsor or persons working on behalf of
the sponsor, and under certain circumstances, the United States Food and Drug
Adnursstration (FDA) and the Institutional Review Board (IRB) will he able to inspect
and copy confidential study-relaled records, which identify you by name. Therefore.
absolute confidentiality cannot be guaranteed. if the results of this study are published
or presented al meelings, you will not be identified.
The sponsor will use and disclose your information only for research or regulatory
purposes or o prepare research publications. In addition to using il for this study, the
sponsor may reanalyze the study data at a later date or combine your information with
information from other studies for research purposes not direclly related 1o thus study.
The goal of any such research would be Lo learn more about drugs or diseases o to
help design better studies in the future. Your name will never appear in any Sponsor
reports or publications, or in any future disclosures by the sponsor.
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The ways your sludy doctor will use your study-related health information and the
people who may receive il are identified in a separate form entitled "Authorization to
Use and Disclose Protected Heallh Information.” You will be asked to sign that form (o
show that you give permission for these uses and sharing of your information.

not have o sign the authorization form. However, if you do not, you will not be
participate in the study.

You do
able {o

COMPENSATION FOR INJURY

If you experience a research injury, the study doctor will provide or arrange Tor medical
treatment al no cost to you. Pfizer will cover the costs of this treatment. A rescarch
injury is any physical injury or iliness caused by your participation in the study Il you
are injured by & medical treatment or procedure that you would have received evon i
you were nol in the study, thal is not a research injury. Payment for such things as lost
wages. expenses other than medical care. or pain and suffering is not available. To
help avoid injury, it is very important to follow al study directions. You will not lose any
of your legal rights or release the sponsor, the study doclor, the study staff, or study site
from hability for nustakes or intentional misconduct by signing this consent document.

If you are injured during Lhis study, your study doclor will discuss with you the avaltable
moedical treatiment oplions.

COSTS

There will be no charge to you for your parlicipation in this study. The study drug,

study-refated procedures, and study visils will be provided at no charge to you or youl
INSUrance company.

All sludy trealments and procedures described in this informed consent document are
paid for by Pfizer  Other treatments or procedures you may receive during your
participation in this study that are not identified in this informed consent are ot paid for

by Pfizer, with the exception of any that are required 1o treal a research njury (see
Section Compensation (or Injury).

EMERGENCY CONTACT / IRB CONTACT

Before you sign this document, you should ask queslions about anything that you o not

understand. The study staff is available to answer questions before, during. and after
the study.

If you have questions about this study or how it is being run, or i you think you may

have suffered a rosearch-related injury. you should conlact the study doctor af the
telephone number listed on page one of this document.
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If you have any questions about your rights as a research subject or complainis
regarding this research study, you should write Schulman Associates Institutional
Review Board, Inc. (SAIRB), 4290 Glendale-Milford Road, Cincinnali, Ohio 45242, ur
call toli-free 1-888-555AIRB (1-888-557-2472) during business hours Monday - Friday
8:00 a.m. lo 4:30 p.m. EST. SAIRB is an independent commitiee established to help
protect the nghts of research subjects.

VOLUNTARY PARTICIPATION / WITHDRAWAL

Taking part in this study is up to you. You may choose to not take part or yOu may
leave the study at any time. Choosing to not take part or leaving the study will not result
in any penalty. You will not lose any benefits to which you are othenwise entitled.  Your
decision will not affect your access to medical care in the future.

Upon withdrawatl from the study, samples already taken will be analyzed as planned
unless you state that you will not allow this at the time of leaving the study.

The study doclor or Plizer may decide to take you out of the study without your consent
if.

a. You do not follow the directions of the study doctor

b You develop a serious illness that is not related o taking part in the study
The: study doctor decides that the study is not in your best inlerest

. Plizer or responsible regulatory authority decides to stop the study

£

2. You become pregnant, intend to become pregnant or are nursing a child ¢
this study

f Administrative reasons.

ing

If you end the study carly for any reason, you will be asked to return o the study conter
o complete the tests and procedures described for the End of Study/Early Termination

Visit. The tests are to protecl your safety and to collect study information. These tests
may mciude the following:

Complelion of 4 questionnaires about your pain. stiffness and physical function,
arthiitis symptoms and ability to do daily activities

Review of any medications you have taken and any symptoms you have had
since your last sludy visit

»  Noewologic examination

Physical exanination including measurement of your vital signs and weight
e Xerays of nght and left hips and nght and left shoulders
s ECG
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s Collection of blood samples for;
o Salely laboralory testing
o Hemoglobin Alc test
Anti-drug antibodies - If enough of the blood sample collected 1o test for
anti-drug antibodies is left over after this test is completed, the left over
blood will be used to measure the amount of NGF in your bloogd
o PKlesting
« Starage of a blood sample in case planned tests need to be repealed or
for possible future testing for safety reasons
< A pregnancy test if you are a woman who is able to become pregnant,
Piease remember that if you are a woman who could bhecome pregnant,
you must either be abstinent (not have sexual intercourse) or you must
use 2 forms ol hirth controf during your study participation and for 112
days after your last study drug infusion.
« Collection of a urine sample for safety laboratory testing.

Your sludy doctor may also recommend other treatments for your condition.
PRIMARY CARE PHYSICIAN / SPECIALIST NOTIFICATION OPTION

Please indicate below whether you want us to nolify your prim

ary care physician or your
specialist of your participation in this study.

Yes. | want the study doctor o inform my primary care physician/specialist
of my participation in this sludy

No. I do not want the study doctor to inform my primaly care
physician/specialist of my participation in this study

do not have a primary care physicianispecialist.

The sludy doclor is my primasy care physicianispecialist.
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CONSENT

» I have read (or someone read to me) and understand this Informed Consent
Document, which describes the purpose and nature of this study.
s | have had time to review this information.

= 1 have been offered a chance to ask questions.
o | received satisfaclory answers (o my questions.
» Ift do not take part in the study, | will not lose any benefits.
 Iftleave lhe sludy, | will not lose any benefits.
-* 1 will not lose any legal rights by signing this consent document.

* My participation in this study is voluntary,
I agrec lo participate in this study.

I will receive a copy of this signed informed consent document,

I musl tell the study doctor about alt changes in my physical or mental heaitl during the
study.

Men

P will provide my female sexual partner(s) with the information contained within this
informed consent document seclion entitled PREGNANCY / BIRTH CONTROL .

Sh[ﬁed Initials

Printed Name of Subject

Signalure of Subject T Date

Please date your own signature at the time of signingy.

Page 20 of 24
Version Dale  July 26, 2010 Subject Inlials:

Dale:



Informed Consent SAIRB APP VED
Protocol No.: A4091016 ROVE

Proto IRB #09-0137-0
(Year 1) DATE: July 26, 2010

Signature of Impartial Winess - Date

Aot applicable

Printed Name of Person Conducling Consent
Discussion

Signdture of Person Conducting Consent Date

Discussion
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AUTHORIZATION TO USE AND DISCLOSE
PROTECTED HEALTH INFORMATION

During your participation in this research study, the study doctor and study
staif will collect or create personal health information about you (for
example, medical histories and results of any tests, examinations or
procedures you undergo while in the study) and record it on study forms.
The study doctor will keep this personal health information in your study-
related records (that we will refer to as “your study records™). In addition,
the study doctor may obtain, and include in your study records, information
regarding your past, present and/or future physical or inental health and/or
condition. Your study doctor may ask you to sign a separate authorization
to oblain some or all of your medical records from your dogctor. Your sludy
records may include other personal information {such as social security
number, medical record numbers. date of birth, elc.), which could be used
to identify you. Heallh information that could identify you is called
"Protecled Health information” (or "PHI").

Under federal law (the "Privacy Rule"), your PHI that is created or obtained
during this research study cannot be "used” to conduct the research or
"disclosed" (given to anyone) for research purposes without your
permission. This permission is called an "Authorization ™ Therefore, you
may not participate in this study unless you give your permission lo use
and disclose your PHI by signing this Authorization. By signing, you are

agreeing 1o allow the study doctor and staff to use your PHI to conduct this
study.

By signing this Authorization, you also are agreeing 1o allow the study
doctor to disclose PHI to:

o The sponsor of this study and anyone working on behalf of the
sponsor to conduct this study (referred to as "the sponsor”). The
sponsor will analyze and evaluate the PHI and may use il to develop
new lests, procedures and commercial products. The sludy siaff will
assign a code number and/or letters to your records which means
that you will not ordinarily be identified in the records sent to the

sponsor. The sponsor may, however, look at your complete study
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records that identify you. In addition, the sponsor may visit the study
site o oversee the way the study is being conducted and may review
your PHI during these visits lo make sure the information is correct.

o The Institutional Review Board {"IRB") may have access to your PHI
in relation to its responsibilities as an Institutional Review Board

The study doctor or sponsor may disclose your PHI to the United States
Food and Drug Administration ("FDA”) or similar regulatory agencies in the
United States and/or foreign countries.

These disclosures also help ensure that the information related 1o the
research is available 1o all parties who may need it for research purposes.

Excepl for the disclosures described above, your PH! will not be shared
with others unless required by law. If your PHl is given to the parlies listed
above and/or to others who are not required to comply with the federal law,
your PHI will no longer be protected by this law and could possibly be used
or disclosed in ways other than those listed here.

You have a right to see and make copies of your PHI. You are agreeing,
however, by signing this form, not to see or copy some or all of your PHi
until the sponsor has completed all work related to this study. At that time,
you may ask to see your records.

This Authorization will never expire unless and until you revoke {cancel or
withdraw) il. If you sign this Authorization in the states of California or
Washington, however, it will expire 50 years from the date you sign it
unless you revoke (cancel or wilhdraw) it sooner.

You have a right lo revoke your Authorization at any time. If you revoke il.
your PHI will no longer be used for this study, excepl to the extent the
parties to the research have already taken action based upon your
Authorization or need the information to complete analysis and reporis for
this research. To revoke your Authorization, you must write to the study
doclor, staling that you are revoking your Authorization to Use or Disclose
Protected Health Information. If you revoke this Authorization, you will not
be allowed to continue to be in this study.
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You will receive a copy of this Authorization after you have signed it.

Signature of Subject Date

Please date your own signature at the time of signing.

Printed Name of !mpaﬂiéivWilness

Signalure of Impartial Witness Date -

ot applicable

Printed Name of Person Explaining Authorization

Signature of Person Explaining Authorization Date N
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