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Bevacizumab 15mg/kg

experience unpleasant side
effects up to 8 Total
Treatments.

Chemotherapy

Regimen* Schedule Maintenance Regimen
Paclitaxel 175 mg/m’ Every 21 days until cancer Bevacizumab 15 mg/kg every
Carboplatin AUC 5 goes away, gets worse or you | 21 days until progression or

toxicity precludes further
treatment.

Paclitaxel 175 mg/m’
Carboplatin AUC 5

Every 21 days up to 8 Total
Treatments

None

Gemcitabine 1000 mg/m2
dl & d8

Every 21 days until cancer
goes away, gets worse or you

Bevacizumab 15 mg/kg every
21days until progression or

HIVIKRTSF> AUC 5
RN X7 15me/ke

HBET, 21 BBICERA
TAH 8 EDAE

Bevacizumab 15 mg/kg . experience unpleasant side toxicity precludes further
Carboplatin AUC 4 day 1 effects up to 8 Total treatment.
Treatments.
Gemcitabine 1000 mg/m2 Every 21 days up to 8 Total None
dl & d8 Treatments
Carboplatin AUC 4 day 1
1EFHE 5+ RTZa=N B
N VEFEIL 175 EIE<E5. BOELT EBOETHULIEFEER
mg/m? 5. FEERREEMERD | ICX>TENLEDREN

AAREL LD E T, AN
AIXT7 15 mg/ke #21 HE

NOUEZFEIV 175

21 BBICRATHE 8 E

TUL

NN X7 15mg/ke
AIKRTSF> AUC 4
(188)

HHET, 21 HEICEK
THIT 8 EDAEE

mg/m? DBE

HIVKRFSF> AUC 5

SAIEZEA 1000 B x5, EBPBLT | EOETH UL IIFEHEH
mg/m* (1BE&L8HE) |5, FEEBFRGEMERD | IC&k> TENLIEOBREN

FAREBBET. A
%7 15 ne/kg %21 B

TFAEZEVT 1000
mg/m* (1HE&E 8 HE)
ANKRTSF AIC 4
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HOW LONG WILL I BE IN THE STUDY? (08/29/11)
HMEEDLSSVWOEBZOMRICBMTEIDOTL LOIM?

You will receive chemotherapy as long as there is evidence that you are benefiting from the therapy and
are not experiencing unacceptable side effects up to a total of 8 treatments. If you choose to receive
bevacizumab, you will receive this therapy in combination with chemotherapy. If you appear to be
benefiting from treatment and have reached a maximum of 8 cycles of chemotherapy, you will receive
bevacizumab as long as there is evidence that you are benefiting from the therapy and are not
experiencing unacceptable side effects. You will be followed by your study doctor for the rest of your
life. You can withdraw from the study at any time.

CORBRBEDOMRMVERN, D, FBETELRVEWERAMETWENWZ EPBBESHTHNIL,
BRATH 8 BETHEL TLREREZZTHLICRVET, INXXTDEREERT
B EEBRUEIBEICE. XOUSFRIVEANKRTSFoOFERELHAL TREZE
BlIIHILEICAHRYVET, RATH 8§ ADKREICEL TREOMELASNTVBIFRIC(I.
ZTDRBEDNRBAON, DD, FETELOEERANETOEWRY ., Hia/kEAns
ARTeHFEEL L THEL TR EY, BRSNS T > EHLBIDFBREE
TWET, HELBVWDTHIORRZFRTHILENTEET,

CAN I STOP BEING IN THE STUDY?
ARANDBMEMYUPHE LB TEETH?

Yes. You can decide to stop at any time. Tell the study doctor if you are thinking about stopping or
decide to stop. He or she will tell you how to stop safely.

[T, CORBANDSNMIE. WOTHOHBIENTEET, SMERYLHIWERDN
felE, EZ, ©PHBRLEROEEE(T. BUEMICTHZRLS XD, EYEMIVER
ICHREDPIETESLOHBEEZNVELET,

It is important to tell the study doctor if you are thinking about stopping so any side effects/risks from
the treatment can be evaluated by your doctor. Another reason to tell your doctor that you are thinking
about stopping is to discuss what follow-up care and testing could be most helpful for you.

HBRAOSMEDRYPHI-NWEEZZTWBR I EEHTMHOIBBEMICIEA DD, BEIC
SUECHRMER/ARRICOWTHYNEMMDIREFITA ETETHEETY, T/ ik
DERDBEELEBREICODWTELEI EDHICHKIAZ LT,

The study doctor may stop you from taking part in this study at any time if he/she thinks it is best for
you, if you do not follow the study rules; or if the study is stopped.
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ThNRELEBDNS LE(F, BHHERMOHEICIY, HEANDSMELH TV L Z
EHHYET., HBROREYCZ t’&—ra’(’t\f;f FAEWSEPEEREDHDNFIEICE S/
BELRERTY.

WHAT SIDE EFFECTS OR RISKS CAN I EXPECT FROM BEING IN THE STUDY?
(06/22/09)(10/01/12)

CORBRICBMT B ETEIHEMERAPCPYRIICE, EDESBHOBHBYETH?

You may have side effects while on the study. Everyone taking part in the study will be watched
carefully for any side effects. However, doctors don’t know all the side effects that may happen. Side
effects may be mild or very serious. Your health care team may give you medicines to help lessen side
effects. Many side effects go away soon after you stop taking carboplatin, paclitaxel, gemcitabine and, if
applicable, bevacizumab. In some cases, side effects can be serious in that they can be long lasting, may
never go away, may result in hospitalization, or may result in death.

BER(ICE, BHEAMSECSFEEMEMNH Y T, HARMAMPREIVUE2TOEWERZ T
TEDEL(IRYVEHAN, TOLOILBEICHEA T, TERKHENTTONET, BIFEAIC
[T, BEOCHEBOPEELLDBHY T, HEDEERS v 7. BWERZBHEE5
EDICFHHICEEEZFERTSIEHHYET, Z<OEMERIE. XOUSFEIL. ALK
TSFo. TAVIE, EEEANATTOHREEZ1EDHD ETHODICHELET,
LML, ZOWANAENTIIH Y ETH,. REBEA>7ZY. ARBBLELA /Y., KAW
[CEHWEY, FEEBEICEREBHYET,

You should talk to your study doctor about any side effects that you have while taking part in the study.

MEICSEMLUTOWSRBICASHOBERNEZ 2 /58 I1C12. Ha/=0BLEMETIEL
&5 ENKYITY,

Carboplatin:
HIWKRFTSF

Likely:
e Low white blood cell counts - this may make you more open to infection
Low platelet count - this may make you bruise more easily and bleed longer if injured
Low red blood cell count which may cause tiredness, shortness of breath or fatigue
Fatigue
Loss of appetite and weight loss
Diarrhea, constipation, nausea and vomiting, and abdominal pain
Skin rash
Changes in taste
Changes in electrolytes in the blood such as magnesium and potassium
Decrease in kidney or liver function
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Hair loss

SEEDEVEEA

BIMERBURAD-BRBE Y P T<AYET,

MMRERD-T B TERT<Eo72Y. GHSDHNNREIEZET,
FIBRBIRD-EN O T <oy, BUNBLEY., FDEEHEEZRLET.
RREE. BREDRED

TH. Bk, HEFCET. BE

RS

BREDZEL

MRPDIRSIEE (RIXRVAYPHUDA)

BHeE. FTIEEEDET

BRE (ETOENPKITEDDLEHHD)

Less likely, but serious:

Numbness or tingling in fingers or toes

Ringing in the ears and hearing loss

Allergic reactions

Chills and fever with aches and pains

Sores in mouth and throat (that can lead to difficulty swallowing and dehydration)
Altered vision

SEEIXEVND, BEOAER

FRDEBOLUN., VYUY &

HIEY, BEAET

7 UIVF-RIG

BHEHESER., BR

ADHPHBEOFES (BRHFALEPRBLEGYUBRKEREZEREI T LPHD)
HERE

Rare, but serious:

Seizures

Secondary cancers such as acute leukemia which may be fatal
Kidney failure requiring dialysis

Deafness

Death

EEICENLD. EVEIER

[FOvhA
SHAanKELEEHENEZZFDOMDBA
BHEVLELTIELRS
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ZEE
ET

Paclitaxel (Taxol):
NoYSFEI

Likely:

Low white blood cell counts - this may make you more open to infection

Low platelet count - this may make you bruise more easily and bleed longer if injured

Low red blood cell count which may cause tiredness, shortness of breath or fatigue

Mild to severe allergic reaction which may be life-threatening with hives, wheezing and low
blood pressure

Numbness and pain of the hands and feet that sometimes worsens with additional treatment and
may not disappear after the drug is stopped. This may lead to difficulty walking, buttoning
clothes, etc.

Hair loss

Muscle weakness and muscle loss

Muscle and joint aches

Sores in the mouth or throat (that can lead to difficulty swallowing and dehydration)

HEDS VEIER

BB A-BRESR U TSRV ET,

M/MRERA-7 P TER T oY, (INICLBPENMRESIEET,
FRMBREGED-EhPT<AZoEY. BUh, BEFENSLEVULET,
BENSBEREDT UIF—RI5- CAELA. WE, EMEEH£D. £6ICEDS
AREESH Y £,

FREOLUNDEA- EMEESTELRL. EREPFIELUTHERSEERLANWI &
BHUET, ChiITkUHWEY, FROKRY VEBHHDOHBHLLLLEMHBLNE
A,

FES

BRNET. BIREDED

RS, EBENE

ODHPRHBEDEH (RFFAL T ENRE LB YBRKEREREZTIESH D)

Less likely, but potentially serious:

A slowing of the heart rate (a slow pulse is not harmful; however if you should develop any
other irregularities in heart rate during treatment, an EKG and other tests may be required.)
Irregular heartbeats

Heart attack

Nausea and/or vomiting

Diarrhea

Fatigue

Lightheadedness
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Headaches

Kidney damage

An increase in triglycerides (a blood lipid) levels which could increase risk of hardening of the
arteries

Liver damage

Confusion; mood changes

Skin tissue damage if some of the drug leaks from the vein while it is being given
Changes in taste

Irritation and swelling of the skin in an area previously treated with radiation therapy
Rash

Inflammation of the colon, pancreas or lungs

Blurred vision or other changes in eyesight such as sensation of flashing lights or spots

HERASEWY, BEEICAESAIENNHSEER

DIEBYHKVICES (RPPo K VICASZEBAKEIFEETIEIHY FHAD, 8E
HAREI R [T DO AREIRDSH S NFRICIE. LERCHMOBRENZTEIVLENH I 0D
LhEtA. )

RER

L IEFEE

i & SOIEM

;]

NP NEY

GRS

BHEEDES

fUZUESA REWS MBEROPHEEHFOED LFH. BLUEIRELLDOY XHD L
ﬁ .

FrigDESE

BHNZEL. fRa0ZEE

REREE (FBHOBREPRICERHSOENSBNEIES)

BREDZE(L
LART (S SRR E Z (S /- BRALOD R DRIBAER L < &
R

KB5. 9 OB EDREE
AEE-FPITE. SRTHIACEADBRADLIBREERE

Rare, but serious:

Liver failure
Swelling of the brain
Seizures

Death
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FEBICENLED, EVEHEA
o A%
o BT H
e FTULVNhARE
o T

If you experience a severe allergic reaction to paclitaxel that cannot be overcome with standard anti-
allergy medications, or numbness or tingling in your hands or feet which would cause
discontinuation of paclitaxel, then the drug docetaxel (Taxotere) will be substituted for paclitaxel.
‘Docetaxel has been found to be as effective in patients with ovarian and primary peritoneal cancer as
paclitaxel. Docetaxel is from the same chemical family as paclitaxel and generally have the same
types of side effects as paclitaxel with some important differences. When compared to paclitaxel,
docetaxel has been found to cause less tingling and numbness in the hands and feet but has been
found to cause lower white blood cell counts and higher risk of infection and a chance of severe
fluid retention (see below). It has also been found that some patients who experience allergic
reactions to paclitaxel do not demonstrate allergic reactions to docetaxel

BEMBMT UINF—EZ2EAL THEESE#E LN VST ENICHTEIEEDOT LV
WF—RIER®. WoOUSFEIDRIEBHEERBBEIIBFERDD TERPLUNDRIR
LBa,. BESFEIL (§FVYTF—IV) ZROVGFEIIORDYICERTEEN
HYET, REZFEINENZUSFEILEREE. PEPACEREEENSADEES
WICHEDHZZEB D> >TVWET, REZFEVENRIUSFEIVERLCEEDOS
HIEL., WSDOMEWIHDIHDD., —MIICIINI UEF I EUML - /BIHER
BHYUET, "oV FEIVEEBELEE. FEIFEIVIFEDS TERLUINES]
ERCTENVAENW—AT, BONEBEELEFI SR ITEMNHY ., BPEPELED
HBREIFBOYRIBENZ EBADL->TVWET (TiesR) . £, BEIATHRSY
FFLIVICHTBT7VINF—RIGERLUEATH, RESFEIVICHTETLILF—
RIGIZERCZHBVWADBNS LB B> TWET,

Docetaxel (Taxotere):

e A e | %

Likely:

e Low white blood cell counts - this may make you more open to infection

e Low platelet count - this may make you bruise more easily and bleed longer if injured

¢ Low red blood cell count which may cause tiredness, shortness of breath or fatigue

e Mild to severe allergic reaction which may be life-threatening with hives, wheezing and low
blood pressure

e Numbness and pain of the hands and feet that sometimes worsens with additional treatment and
may not disappear after the drug is stopped. This may lead to difficulty walking, buttoning
clothes, etc.

e Hair loss
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Muscle weakness and muscle loss; muscle and joint aches
shortness of breath

skin irritation(including hives and itching if allergic reactions)
low or high blood pressure

nausea and/or vomiting

diarrhea

mouth and throat sores

fatigue

excessive tearing of the eyes

chills; fever

AEOE VEIER
o BIMEREURA-BESRIVUPTLAVET,

o M/MREUBA-ZYUDBTERTSAoAEY., FHVICLZEMPBESIZET,

RIMEREGRAD-ENR T <oV, BUh, EFRBRBLEVYLET,

BENSEEOT VI F—RI-CAELA. RE., ENEZHN, £6HICEEHSHE

BEMDHYET,

FREOLUNPEA-EMESTELL. EREPRIELUTHEKRMNEELENWI &P

HUET, CNICKUBWVEY., FROKRSY EBDHIOBELLLBESIDHLIEY

Ao

BRE

BHIET. BRABDREY ; HRE. BEE

B{ih

REOHHMER (FUINF—REDIEEIE. CAEFLACEERESD)

{EMEE A ZEMmME

HESOIEM

T

D POHRDTEH

o JEHER

RDENM

o TR ; RE

Less likely, but serious:

e A slowing of the heart rate (a slow pulse is not harmful; however if you should develop any
other irregularities in heart rate during treatment, an EKG and other tests may be required.)

e Fluid retention, in the form of weight gain, poorly tolerated swelling of the legs, arms, tissues
beneath the skin, sometimes fluid collections in the chest causing shortness of breath and strain
on the heart, and sometimes fluid collections in the abdomen (ascites) which can cause
abdominal discomfort, distention and indigestion.

e Irregular heartbeats

e Heart attack

e Nausea and/or vomiting
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Diarrhea

Sores in the mouth or throat (that can lead to difficulty swallowing and dehydration)
Fatigue

Lightheadedness

Headaches

Kidney damage

An increase in triglycerides (a blood lipid) levels which could increase risk of hardening of the
arteries

Liver damage

Confusion; mood changes

Skin tissue damage if some of the drug leaks from the vein while it is being given
Changes in taste

Irritation and swelling of the skin in an area previously treated with radiation therapy
Rash

Inflammation of the colon, pancreas or lungs

Blurred vision or other changes in eyesight such as sensation of flashing lights or spots
Infection and/or bleeding complications as a result of decreased blood counts

EWnA, EVEER

SREE(S

MEHELS S (RPESZDZLEFETEHY AL, REHBRICHROFR
BIRICASEBECE. LEEPROREZZRIIDZLENSHSDHBLNERA, )
KSDEFB-ERERCDEFLEDEYH. RTHENL< A, AEEMOETHERNS.
BRICHHICEE > TEUN P LEADEIBLALGY, BICEIERMICEEY (BEK) EE
FRECIEHE, HEFRZIIEECT,
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PP NY -
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o MEL(-IIPITS, ARTEHIAPHEIADVRZADLILRELRE

o MEKEAICK > THIERI T B RPEAE® HIM
Rare, but serious:

e Liver failure

e Swelling of the Brain

e Seizures

e severe allergic reaction resulting in development of a rash, difficulty breathing , and low

blood pressure

JERICENLL, EfEAEER

. FFE

o RIDEX

o FTULVhARME

o K. WREE. EOFEZ3IEEIEELT VILF—RD
Gemcitabine: (10/01/12)
ThiHES
Likely:

e Low white blood cell counts that could lead to infection

e Low red blood cell counts that could cause anemia

e Mild nausea

o Fatigue

e Hair loss

e Numbness or tingling in the hands and/or feet
HEOEVEIER

o HIMBKEREAICKDHRER

o FRIMIKERAICKSEM

o BEMHER

o EHR

o ME

o FREOLUN, VYTUUR
Less Likely

o Flu-like symptoms such as fatigue, muscle aches, fever lasting 1-2 days after gemcitabine

treatments

¢ Infection requiring treatment with medicines

e Low platelets that could lead to bleeding

¢ Nausea and vomiting

e Diarrhea or constipation
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Mouth sores may occur; you will be given treatment to make them more tolerable. Mouth sores
improve over time.

Abnormalities in the blood tests that measure liver function

Fluid retention in the feet, legs, and weight gain

Kidney function abnormalities, with the appearance of protein or blood in the urine

Rash may occur, involving the body and/or legs.

Changes in taste, or a metallic taste

HEDEWEIER

LI ESERERICI~2BDDLKEFR. BRB. RBOLS5BA 7T Y
BEDAEIR

REREPVE LD RPE

M /MREA 1T & 5 i

ESOIEH

THIOER

ORRDTEBSREEEDN DY, BAHAEMZS-DDEEETHEBbHYET, OR
ROBHIBRLICHKELET,

MERETOFEERS

HEADKS IR E L MEEREMN

FREBPmMREHS BHEERSE

AR A O I B DRZ

BREOELLPLLERERLS

Rare but serious

Confusion, hearing problems, heart failure, abnormal heart rhythms, high blood pressure, low
blood pressure, blood clots in the legs or lungs, bowel obstruction, bleeding, severe infections
leading to death. The relationship of these events to the administration of the chemotherapy
drugs has not been proven, since all patients who have received these drugs have underlying
cancer, which may cause some or all of these effects by itself.

Rarely, severe lung damage has occurred in patients being treated with the combination of
gemcitabine and docetaxel. In most cases the lungs got better when the treatments were stopped.
Rarely, a condition affecting the blood and kidneys called hemolytic uremic syndrome has
occurred. When this happens the kidney damage can sometimes be permanent.

EEICENLL. BEVEIER

BHAEEL. BERE, 0f2. AREA0AY XA, BIE. ElFE. BEPRHT
DInte. FRRAZE. I, FEICESEREDBRIE, {(LEEEFRSERITTHVSN\TH
DEESADERKEOEDY. TOESINEDEREZFESECTIRENH D7D,
EREMNFEEFRORS LOBRIEABENTHERA.
ENICTALIEE RS FRIIVGRARBREREL BB S AICEEDIIEED
ROSNTVET, FEAEDIRR, BREFIET S LMEIREESNET,
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ENICHMBERSEERE ETENINBSSVBRERTRBEIEEL T LD
HUET, COERZRDD L. BELTEEICDAE > TERREDERENH < ATEEH
BHYET, :

Bevacizumab: (08/23/10) (12/19/11)
AN RXRT

Likely

Loss of the normal functioning of the ovaries in a woman that can result in temporary or
permanent menopause; the impact on fertility (temporary or permanent) is unknown
High blood pressure

HEOSVEIEA

—ERE /2 (ZABRIICAR £ 125 K D IR RBREDH K ; 1R (—BrIELITokE:
H9) ~DFE(IFH
= M/E

Less Likely

Lack of enough red blood cells (anemia)

Fever associated with dangerously low levels of a type of white blood cell (neutrophils)
Fast heartbeat usually originating in an area located above the ventricles

Feeling of spinning or whirling

Belly pain

Inflammation (swelling and redness) of the large bowel (colon)

Constipation

Diarrhea

Heartburm

Bleeding in some organ(s) of the digestive tract

Blockage in an organ(s)/part(s) of the digestive tract

Partial or complete blockage of the small and/or large bowel. Ileus is a functional rather than
actual blockage of the bowel.

Irritation or sores in the lining of the mouth

Nausea or the urge to vomit

Vomiting

Fatigue or tiredness

Reaction that can occur during or following infusion of the drug. The reaction may include
fever, chills, rash, low blood pressure, and difficulty breathing.

Chest pain not heart-related

Pain

Allergic reaction by your body to the drug product that can occur immediately or may be
delayed. The reaction may include hives, low blood pressure, wheezing, swelling of the throat,
and difficulty breathing.

Infection
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Infection (collection of pus) around the rectum

Premature opening of a wound along surgical stitches after surgery

Increased blood level of a liver enzyme (ALT/SGPT)

Increased blood level of a liver or bone enzyme (alkaline phosphatase)

Increased blood level of a liver enzyme (AST/SGOT)

Increased blood level of a liver pigment (bilirubin) often a sign of liver problems

Increased blood level of a heart muscle protein (troponin I) indicating damage to the heart
muscle

Decreased number of a type of white blood cell (neutrophil/granulocyte)

Weight loss

Decrease in the total number of white blood cells (leukocytes)

Loss of appetite

Joint pain

Abnormal changes in the growth plate that may affect the growth of long bones in very young
children. This side effect appeared to be reversible after the treatment was stopped but has not
been assessed with long-term use of the bevacizumab drug.

Muscle pain

Destruction or death of jawbone

Dizziness (or sensation of lightheadedness, unsteadiness, or giddiness)

Headache or head pain

Inflammation (swelling and redness) or degeneration of the peripheral nerves (those nerves
outside of brain and spinal cord) causing numbness, tingling, burning

Fainting

Blood in the urine

More protein leaking into the urine than usual, often a sign of kidney disease

Bleeding in the vagina

Stuffy or runny nose, sneezing

Cough

Shortness of breath

Nose bleed

Hoarseness

Itching

Skin rash with the presence of macules (flat discolored area) and papules (raised bump)
Hives

Formation of a blood clot that plugs the blood vessel; blood clots may break loose and travel to
another place, such as the lung

SEEDEVEER
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Rare, But Serious

Damage of or clots in small blood vessels in the kidney that can cause complications, some of
which are serious including abnormal destruction of red blood cells (hemolysis) or platelets (that
help to clot blood) and kidney failure

Collection of signs and symptoms that indicate sudden heart disease. in which the heart does not
get enough oxygen. Sudden symptoms such as chest pain, shortness of breath, or fainting could
indicate heart disease and should be reported right away. Signs such as abnormal EKG and
blood tests can confirm damage to the heart.

Heart failure: inability of the heart to adequately pump blood to supply oxygen to the body
Decrease in heart's ability to pump blood during the "active" phase of the heartbeat (systole)
Heart attack caused by a blockage or decreased blood supply to the heart

Irregular heartbeat resulting from an abnormality in the one of the lower chambers of the heart
(ventricle)

Ventricular fibrillation: irregular heartbeat that involves the lower chambers of the heart
(ventricles) that results in uncoordinated contraction of the heart; life threatening and potentially
fatal, needing immediate attention

Gastrointestinal fistula: Abnormal hole between an organ of the digestive tract and another
organ or tissue

Gastrointestinal perforation : A tear or hole in the stomach or gut that can lead to serious
complications and may require surgery to repair

Sore (ulcer) somewhere in the digestive tract

Serious, life-threatening allergic reaction requiring immediate medical treatment by your doctor.
The reaction may include extremely low blood pressure, swelling of the throat, difficulty
breathing, and loss of consciousness.

Leakage from stomach due to breakdown of an anastomosis (surgical connection of two
separate body structures)

Bleeding in the brain

Stroke caused by decreased blood flow to the brain

Abnormal changes in the brain that can cause a collection of symptoms including headache,
confusion, seizures, and vision loss associated with MRI imaging findings (RPLS)

Sudden decrease of kidney function

A condition in which the kidneys leak a large amount of protein into the urine that can cause
complications including swelling and kidney failure
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Abnormal hole between part of the urinary system and another organ or tissue

Abnormal hole between the vagina and another organ or tissue

Abnormal hole between the lower breathing tube and the body cavity that surrounds the lungs
Bleeding from the lungs

Hole in the wall that separates the nostrils of the nose

Abnormal hole between the breathing tube (windpipe) and the tube that goes from mouth to
stomach through which food passes (esophagus). This is life-threatening and potentially fatal.
Blockage or narrowing of a blood vessel (artery) that can cause damage or loss of function
including a heart attack or stroke
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Bevacizumab is an experimental drug. Possible side effects of bevacizumab listed above are based on
studies of bevacizumab in humans. These side effects may be a minor inconvenience or could be severe
enough to be life threatening or fatal. In addition, there is always the risk that you could experience
other presently unknown side effects. You will be watched closely for any side effects and if serious
side effects occur the drug will be stopped and you will be treated appropriately.
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Bevacizumab affects the growth of new blood vessels in the body. It is hoped that by stopping the
growth of new blood vessels in your tumor, Bevacizumab will stop the growth and spread of the tumor
itself. Bevacizumab may affect several organs (or parts) of your body, in addition to the possible effect
it may have on your tumor. The following side effects have been seen in clinical studies and may be
related to the drug: headache, protein in the urine which may indicate kidney damage, surface and deep
vein blood clots and blood clots in the lungs, fever and chills, nose bleeds, high blood pressure.
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In other research studies using bevacizumab along with chemotherapy drugs, patients have experienced
abnormal liver function, specifically reversible, marked increases in liver enzyme levels (bilirubin and
transaminase). It is unclear what causes this abnormality. It is possible that when bevacizumab is
administered with chemotherapy drugs that the risk of side effects involving the liver are increased;
other additional side effects may also occur when bevacizumab is given with chemotherapy drugs.
However, it cannot be ruled out at this time that bevacizumab administered alone may cause these
abnormalities.
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A few patients have experienced “bowel perforation” and “bowel anastomotic dehiscence”. Bowel
perforation occurs when an opening exists in the bowel wall allowing bowel contents to spill into the
abdomen. Bowel anastomotic dehiscence is a breakdown in the surgical connection between two pieces
of bowel. These events can be life-threatening. In addition, there have also been a few reports of
surgical wounds healing slowly or poorly. We do not know at this time if these side effects are related
to treatment with bevacizumab or if they are due to other factors such as worsening of the patient’s
cancer, chemotherapy, or previous surgery or radiation.
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Patients treated with bevacizumab have experienced problems with internal bleeding. Usually this has
occurred at the site of specific tumors, most notably lung. In rare cases, patients with lung cancer
receiving treatment with bevacizumab began spitting blood which resulted from fatal bleeding in the
lungs. If you note bleeding from your gums, in your stool or urine, or you develop nosebleeds, you must
inform your doctor right away. You will be monitored with blood tests if indicated by any sign of
bleeding, and your treatment with bevacizumab may be stopped if any significant bleeding occurs.
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Neutropenia (decrease in white blood cells) is a common side effect of chemotherapy drugs; the
incidence of this event may be increase when bevacizumab is added to chemotherapy. In some clinical
studies of bevacizumab plus chemotherapy, there was also an increase in neutropenia-related fever and
infections, including rare incidents of infections with fatal outcomes.
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Reproductive risks: You should not become pregnant while on this study because bevacizumab can
affect an unborn baby. It is important you understand that you need to use birth control while on this
study. Check with your study doctor about what kind of birth control methods to use and how long to
use them. Some methods might not be approved for use in this study. Women should not breastfeed a
baby while on this study because bevacizumab can affect infants. Also, because bevacizumab remains in
your body for weeks to months, you should continue to avoid nursing a baby for at least six months
after your last dose of bevacizumab.
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Precautions will be taken to try to prevent side effects from occurring, and medicines are available to
treat many side effects if they do occur. For example, you may develop signs of an allergic reaction
during any given treatment with bevacizumab, which could be severe or life threatening. The symptoms
of the allergic reaction may include: rash, sweating, swelling of the skin, itching, change in heart rate,
difficulty breathing, low blood pressure and abdominal, back, arm or leg pain. If these symptoms
develop, you will be treated promptly with medications to control the allergic reaction. You may need
to be put into the hospital if the allergic reaction becomes severe or life threatening. For any further
treatment with bevacizumab, you will receive three medications prior to each bevacizumab treatment to
try to prevent an allergic reaction.
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Although there are no planned major operative procedures specified in this protocol after initiating
chemotherapy, surgery may be indicated if you develop certain conditions such as a bowel obstruction,
abscess or other infections, or symptomatic tumor recurrence. Since bevacizumab affects the way new
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blood vessels form, delayed, abnormal or incomplete healing may occur if you are taking this agent and
you undergo surgery. Depending on type of wound healing complication, the recovery from these
complications may take weeks to months and may require additional surgery. It is usually recommended
that elective surgery be delayed in order for your body to clear this agent. However, this may not be
possible based on your condition. Although little information is available to accurately determine the
risk of wound complications from surgery once receiving chemotherapy and bevacizumab, it is generally
considered increased above the risk assumed from surgery during chemotherapy alone. Your phy31c1an
will inform you of these risks and the timing for intervention if necessary.
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ARE THERE BENEFITS TO TAKING PART IN THE STUDY?
ERAREERICSMT B LALFRNEILBHBYETH?

There may or may not be direct medical benefits to you from taking part in this study. The potential
benefit of taking part in the study is control of your disease but it is possible that your condition may
worsen despite treatment. The benefit of the study to society may be the use of information gained on
the toxicity and effectiveness of the study treatment for patients in the future.
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WHAT OTHER CHOICES DO I HAVE IF I DO NOT TAKE PART IN THIS STUDY?
(10/01/12)

HULIORRICSBMLEDL /5. RICEAR Eﬁ&ﬁ&UiTm?

Your other choices may include:

e Getting treatment or care for your cancer without being in a study. This could include treatment
with the combination of carboplatin and paclitaxel or gemcitabine alone.
e Taking part in another study.
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