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Take a compelling side-by-gside look at
Healthcare professionals exchanging acute myeloid leukemia (AML) and its
information about their experiences on most distinct subtype, acute Waluable resources for download
the treatment of relapsed or refractory promyelocytic leukemia (APL), including educational presentations and
APL. patient materials.

Reimbursement Experts

TRISENOX

Delivers high rates of complete remission in relapsed or refractory APLZ-4
Induces molecular remission in the majority of patients in relapse so chemotherapy may not be required4
Was generally well tolerated in clinical trials, with manageable and reversible toxicities4.2
o Low rate of grades 3 and 4 myelosuppressionZ. @
o No alopeciat
o Mozt common adverze events uzually did not require interruption of TRISENOX® (ar=enic trioxide) injection®
Has multiple proposed mechanisms of action4.5-10
o In APL, TRISENOX targets PML/RAR-alpha translocation
O TRISENOX may target other leukemic pathways to induce apoptosis
Offers a manageable dosing schedule that does not require premedication®

To report an adverse event, contact Cephalon Medical Services at 1-800-898-5855 or usmedinfo@cephalon.com.
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TRISENOX iz indicated for induction of remiz=ion and cen=solidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the t{15;17) translocation or PML/RAR-alpha
0ENE EXPression.

Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed
APL included QTc interval prolongation (n=16}, APL differentiation syndrome (n=3}, hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperghycemia (n=2),
and torsade de pointes (n=1).

In clinical trials, most patients taking TRISENOX experienced some drug-related toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, ragh or itching, headaches, and dizzinezs. Theze adverse effectz have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastroi i , metabolic di , respiratory
dizorders, cardiac failure congestive, neuralgia, and enuresis. One case each of pulmonary edema and caecitis were considered serious reactions.

WARNING

Experienced Physician and Institution:

TRISENOX® (arzsenic trioxide) injection should be administered under the supervision of a physician who is experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effusions, with or
without leukocytosis. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at
the first suspicion of the APL differentiation syndrome and appear to mitigate signs and symptoms. At the first signs that could suggest the syndrome



(unexplained fever, dyspnea andior weight gain, abnormal chest auscultatory findings or radiographic abnormalities), high-dose steroids (dexamethasone
10 mg intravenously BID) =hould be immediately intiated, irrezpective of the leukocyte count, and continued for at least 3 days or longer until 2igns and
=symptoms have abated. The majority of patientz do not require termination of TRISENOX therapy during of the APL dif =yndrome.

ECG Abnormalities:

Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The risk of torsade de pointes is related to the extent of QT pri ion, concomitant administration of QT prolonging
drugs, a hiztory of torzade de pointes, pre-existing QT interval prolongation, congestive heart faiure, adminiztration of potassium-wasting diuretics, or
other that result in hy or hy One patient (alzo receiving amphotericin B) had torsade de pointez during induction therapy
for relapsed APL with arsenic trioxide.

ECG and Electrolyte Monitoring Recommendations:

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (potassium, calcium, and magnesium) and creatining
=hould be az=ezzed; pre-existing electrolyte abnormalities =hould be corrected and, if possible, drugs that are known to prolong the QT interval =hould be
dizcontinued. For OTc greater than 500 meec, corrective measures should be completed and the QTc reassessed with serial ECGs prior to considering
uging TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEg/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value > 500 meec should be reassessed and immediate action should be taken to correct
concomitant risk factors, if any, while the ri of continuing versus ing TRISENOX therapy should be congsidered. If syncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion.
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T AML vs APL: Information for You and Your Patients
Acute promyelocytic leukemia (APL) is one of the most distinct
subtypes of acute myeloid leukemia (AML). ==t
TRISENOX® (arsenic trioxide) injection is indicated for induction of remizsion and consolidation in RECII..IESl contact f|.'u.m asales rep or
patients with acute promyelocytic leukemia (APL) who are refractory to, or have relapsed from, Medical SC\E!‘ICE Liaizon (MSL}), or
retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the t request medical, reimbursement, or

............................. (15;17) translocation or PML/RAR-alpha gene expression. This information is intended to elucidate the clinical trials information

= similarities and differences between APL and ANL dizeases
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Overview

Pre-treatment cytogenetic analysis shows an abnormal karyotype in
nearly 60% of all AML patients. This diagnostic karyotype is a key
determinant of outcome. 1

* Average age is between 65 and 75 years?

» ANML makes up nearly 25% of all leukemias in adults in the Western
world?

# The mortality rate is higher in Caucasians than in African
Americans?
Mearly 8,850 Americans will die each year from AML4

# AMNL is the most common type of leukemia in adults and has the

highest mortality rate of all leukemiaz2

Molecular Characteristics

The last 15 years have seen major advances in predicting the outcome

of patients with newly diagnosed ANL, and these have informed

treatment approach.1

# The cytogenstic and molecular basis of AML helps provide a greater
understanding of the biology of the subtypes of dizease that
predominate in different age groups. In addtion, it provides major
ingights into the parameters underlying a number of long-established
prognostic factors1:

1. Age

2. Presenting white blood cell (WEBC) count

3. Whether AML arizes de novo or following an antecedent
hematologic disorder or chemotherapy/radiation exposure

Risk of Relapse

Evidence suggests that using minimal residual disease (MRD) detection

to direct the course of preemptive therapy helps provide the opportunity
to improve the overall survival of patients with AML. The predictive

value of MRD will help prevent the risk of relapse in those patients who

would be likely to relapse without addtional therapy.1

# Despite the substantial progress in the treatment of newly
diagnosed ANL, 20% to 40% of patients stil do not achieve
remizzion with etandard induction chemotherapy2

Hematologic Characteristics

s Low numbers of healthy blood cells and high numbers of leukemia
cells®

# Low numbers of white blood cells may lead to fever and frequent
infections®

» Low red blood cell numbers may cause anemia, =0 symptoms could
include feeling tired or weak, being short of breath, and looking
pale®

» Platelets control bleeding. Low numbers can lead to easy bleeding
or bruiging and tiny red =pots under the skin (petechiae}®

# Discomfort in bones or joints caused by the accumulation of
leukemic cells in the bone marrow4

Treatment
Once AML is diagnosed, a course of treatment iz usually started

immediately. &

Rarauss thare io a ranns nf freatment nntinne 7 #e imnnrtant fn cansk

Overview

Acute promyelocytic leukemia is a distinct subtype of acute myeloid
lzukemia in which a balanced reciprocal translocation betwesn
chromosomes 15 and 17 re=ultz in the union of portiens of the
promyelocytic leukemia gene with the gene for retinoic acid receptor
alpha &5

Median age of those with APL is 40 years?® -

APL makes up nearty 10% of all AML cases®

Approximatety 24% of Latine AML patients have APLE
Approximately 10% to 20% die either before or during
chemotherapy of bleeding attributable to disseminated intravascular
coagulation, fibrinolyziz, and proteotyzisT

APL can exist in 2 cell types: typical and microgranulari®

The life expectancy of an untreated APL patient is 3-4 months, but
70% to 90% of treated patients experience complete remizsiont. 11

Molecular Characteristics

Through molecular surveillance, there is evidence that suggests
preemptive therapy has benefits in patients with confirmed molecular
relapse. 12

The genetic hallmark of APL is the reciprocal translocation of
chromozomes 15 and 17 [t(15;17)], rezulting in a fugion of the
promyelocytic leukemia (PML) and retineic acid receptor o
(RAR-0) genes!2-15

The rezulting all-trans-retinoic-acid (ATRA)}-sensitive, PML/RAR-a
fusion protein functions as an aberrant RAR receptor with atered
DNA-binding properties and disrupts normal RAR-0 and PML
gignaling?4.18

Risk of Relapse

* Relapze =til occurs in 10% to 30% of patientz17-20

When striving to help prevent the rizk of relapse in patientz with
APL, platelet count cannot be ignored. This clinical presenting factor
consistently correlates to the rizk of relapse2!

Reverse transcriptazse polymeraze chain reaction (RT-PCR) allows
physicians to detect molecular relapse earty4

Hematologic Characteristics

Low numbers of healtthy blood cells and high numbers of leukemia
cellst

Low numbers of white blood cells may lead to fever, frequent
infections, and swollen glands#4

Low red blood cell numbers may cause anemia; symptoms could
include feeling tired or weak, being =hort of breath, and locking
palet

Platelets control bleeding. Low numbers can lead to excessive
bruizing, bleeding, frequent or severe nosebleeds, bleeding from the
gums, blood in the uring, and excessive bleeding during
menstruation or after needie sticks for blood draws#

Treatment
The treatment of APL differs from that for all other forms of AML. In
spite of the fact that APL is a subtype of AML, there are different

trastrmants availahls far AD matisnte that nffer hinh remiosinn ratas 4
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with an AML expert, Contact an expert in the treatment of APL via the APL Physicians'
Network.

More information on treatment options.
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TRISENOX ie indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the 1{15;17) translocation or PML/RAR-alpha
geEne expression

Serious adverse events, grade 3 or 4, were common. Thoze events attributable to TRISENOX in the phazse 2 study of 40 patientz with refractory or relapzed
APL included QTc interval prolongation (n=18), APL differentiation syndrome (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2}, hyperghycemia (n=2},
and terzade de pointes (n=1}).

In clinical trialz, most patients taking TRISENOX experienced some drug-related toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, ceugh, rash or tching, headaches, and dizziness. These adverze effects have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastroi inal disorders, metabolic disorders, respiratory
dizorders, cardiac failure congestive, neuralgia, and enuresis. One case each of pulmonary edema and caecitis were congidered serious reactions.

WARHNING

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide) injection =hould be adminiztered under the supervizion of a physician who is experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrate= and pleural or pericardial effusions, with or
without leukocytosis. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at
the first suspicion of the APL differentiation 2yndrome and appear to mitigate =igns and symptoms. At the first =igns that could =uggest the syndrome
(unexplained fever, dyspnea and/or weight gain, abnormal chest auscultatory findings or radiographic abnormalitie=), high-doze =teroidz (dexamethazone
10 mg intravenously BID) should be immediately initiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until =igns and
symptoms have abated. The majority of patients do not require termination of TRISENOX therapy during of the APL dif iation syndrome.

ECG Abnormalities:

Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The rizk of torzade de pointes iz related to the extent of QT prolongation, concomitant adminiztration of QT prolonging
drugs, a hizstory of torzade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potaz=ium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnesemia. One patient (alzo receiving amphotericin B} had torzade de pointes during induction therapy
for relapsed APL with arsenic trioxide.

ECG and El yte Monitoring

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (| ium, calcium, and ium) and c

should be assessed; pre-existing electrolyte abnormalities =hould be corrected and, if possible, drugs that are known to prolong the QT interval should be
dizcontinued. For QTc greater than 500 mzec, corrective =hould be ¢ and the QTc with =erial ECGs prior to conzidering

u=ing TRISENOX. During therapy with TRISENOX, potaz=ium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value = 500 msec should be reazsessed and immediate action should be taken to correct
concomitant rigk factors, if any, while the ri of conti VETEUS ing TRISENOX therapy should be considered. If syncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion
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Successful Therapy for Relapsed or Refractory APL

Clinical studies have demonstrated:

The impertant rele arsenic trioxide may have in the treatment of patients with relapsed or refractory

acute promyelocytic leukemia (APL). When initial therapies fail, TRISENOX® (arzenic trioxide) injection Request contact from a sales rep or

has shown to be a successful second-ling therapy. Medical Science Liaizon (MSL), or
request medical, reimbursement, or
clinical trials information

Current First-line Therapy for APL
In the past, APL was associated with a high rizk of early mortality, but with the intreduction of all-trans retinoic acid (ATRA), APL has become the most
curable subtype of acute myeloid leukemia (AML).1.2

Multiple studies have establizshed that the combination of ATRA and chemotherapy in newly diagnosed patients has increased the cure rate from 35% to 70%
in patients treated with chemotherapy alone.2

The incorporation of ATRA into the treatment regimen has more than doubled the survival rate of newly diagnosed patients over that achieved with
chemotherapy alone 27 Given thiz success, the current firet-line standard treatment given to patients with newly diagnozed APL consists of ATRA and
anthracycline-based cytotoxic chemotherapy.®

Daunorubicin and idarubicin are two commenty used anthracyclines shown to induce complete remission in 60% to 80% of APL patients 311

Relapse and Resistance
Despite improvements in remizsion and survival rates, 20% to 30% of patients relapse and are often resistant to further treatment with ATRA 1.2.8

Approximately 50% of the patients in first relapse presently have the chance to achieve long-lasting second remizsions and probably cure with salvage
regimens.1 Salvage therapy often involves high doses of cytotoxic chemotherapy, followed by either or tr ion. With this
approach, these patients are exposed to, and =ome patients may die from, the toxic effects of chemotherapy, an impoertant congideration in treating young or
elderly patients. TRISENOX may fill the critical need for therapeutic options in treating relapsed or refractory APL.2

The Role of Arsenic Trioxide

Studies of arsenic trioxide have demonetrated a high rate of complete remizsion, suggesting that TRISENOX is an important treatment option for patients who
have relapsed from, or did not respond to, initial therapy.2.12 According to the National Comprehensive Cancer Network (NCCN) guidelines for oncology,
arzenic trioxide iz the standard of care for patientz who have relapsed from, or did not rezpond to, their initial treatment. 12

To report an adverse event, contact Cephalon Medical Services at 1-800-895-5855 or usmedinfo@@cephalon.com.
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TRISENOX ie indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL iz characterized by the presence of the 1(15;17) translocation or PML/RAR-alpha
geEne expression

Serious adverse events, grade 3 or 4, were common. Thoze events attributable to TRISENOX in the phazse 2 study of 40 patientz with refractory or relapzed
APL included QTc interval prolongation (n=18), APL differentiation syndrome (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2}, hyperglycemia (n=2},
and terzade de pointes (n=1}.

In clinical trialz, most patients taking TRISENOX experienced some drug-related toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or tching, headaches, and dizziness. Theze adverse effects have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal disorders, metabolic disorders, respiratory
dizorders, cardiac failure congestive, neuralgia, and enuresis. One case each of pulmonary edema and caecitis were congidered serious reactions.

WARNING




LASH IGILGU FHy SILIan anu m s,
TRISENOX® (arsenic trioxide} injection =hould be administered under the supervigion of a physician who is experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effuzions, with or
without leukocytosis. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at
the first suzpicion of the APL differentiation syndrome and appear to mitigate signs and symptoms. At the first signs that could suggest the syndrome
(unexplained fever, dyspnea andfor weight gain, abnormal chest auscuttatory findings or radiographic abnormalities}, high-dose steroide (dexamethasone
10 mg intravenously BID) should be immediately inttiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until signe and
symptoms have abated. The majority of patients do not require termination of TRISENOX therapy during of the APL dif iation syndrome.

ECG Abnormalities:

Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The risk of torsade de pointes i related to the extent of QT prolongation, concomitant administration of QT prolonging
drugs, a history of torsade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potassium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnesemia. One patient (also receiving amphotericin B) had torsade de pointes during induction therapy
for relapsed APL with arsenic trioxide.

ECG and El yte Monitoring R dati

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (| i calcium, and i and

should be asseseed; pre-existing electrolyte abnormalities should be corrected and, if possible, drugs that are known to prolong the QT interval should be
discontinued. For QTc greater than 500 msec, corrective should be and the QTc with serial ECGs prior to considering

using TRISENCX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value = 500 msec should be reassessed and immediate action should be taken to correct
concomitant risk factors, if any, while the ri ofc i WErSUS ing TRISENOX therapy should be considered. If syncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion
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Efficacy and Safety

The Clinical Studies and Trials

Efficacy and Safety

TRISENOX® (arzenic trioxide) injection fulfilz an unmet medical need bazed on itz abilty to induce
complete remizsion in patients with relapeed or refractory acute promyelocytic leukemia (APL) as
demenstrated in clinical studies. TRISENOX delivered both high rates of remission and survival in this
type of leukemia, giving hope to APL patientz who have relapzed or who did not rezpond to their initial
therapy. Based on these data, TRISENOX was approved by the FOA, and the National
Comprehensive Cancer Network (NCCN) guidelings currently recommend arsenic rioxide therapy as

[Request Information]

[How TRISENOX Works] [Patient Home]

[Send to a Colleague] O\

Request contact from a sales rep or
Medical Science Liaison (NS

request medical, reimbursement, or
clinical trials information.

Thig site is intended for US-ba

d healthcare pro

the standard of care for patients with relapsed or refractory APL1TZ

In clinical studies, TRISENOX was generally well tolerated with manageable and reversible toxicities. TRISENOX works with minimal chemotherapy-related side
effects.

To report an adverse event, contact Cephalon Medical Services at 1-800- 55 or usmedinfo@cephalon.com

References:

1. TRISENOX® (arsenic trioxide) Injection [current approved prescribing information]. Frazer, PA: Cephalon, Inc.
2. Mational Comprehensive Cancer Network. Clinical Practice Guidelines in Oncology: Acute Myeloid Leukemia — v.2.2011.
http:ifviwew .ncon.orgfprofessionals/physician_gls/PDF/aml. pdf

TRISENOX ie indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL iz characterized by the presence of the 1(15;17) translocation or PML/RAR-alpha
gene expression.

Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed
APL included QTc interval prolongation (n=18), APL differentiation syndrome (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2}, hyperglycemia (n=2},
and torsade de pointes (n=1),

In clinical trials, most patients taking TRISENOX experienced some drug-related toxicty, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or tching, headaches, and dizziness. Theze adverse effects have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal diserders, metabolic disorders, respiratory
dizorders, cardiac failure congestive, neuralgia, and enureziz. One caze each of pulmenary edema and caecitis were considered =erious reactions.

WARNING

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide} injection should be administered under the supervigion of a physician who is experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms =imilar to a 2yndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effuzions, with or
without leukocytosis. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at
the first suzpicion of the APL differentiation syndrome and appear to mitigate signs and symptoms. At the first signs that could suggest the syndrome
(unexplained fever, dyspnea andfor weight gain, abnormal chest auscuttatory findings or radiographic abnormalities}, high-dose steroide (dexamethasone
10 mg intravenously BID) should be immediately inttiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until signs and
symptoms have abated. The majority of patients do not require termination of TRISENOX therapy during of the APL dif iation syndrome.

ECG Abnormalities:

Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The rizk of torzade de pointes iz related to the extent of QT prolongation, concomitant administration of QT prolonging
drugs, a history of torsade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potassium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnesemia. One patient (alzo receiving amphotericin B) had torsade de pointes during induction therapy
for relapsed APL with arsenic trioxide.

ECG and Electrolyte Monitoring Recommendations:

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (p , calcium, and i and

should be assessed; pre-existing electrolyte abnormalitiez should be corrected and, if possible, drugs that are known to prolong the QT interval should be
discontinued. For QTc greater than 500 meec, corrective should be and the QTc with eerial ECGs prior to considering
uging TRISENCX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value = 500 msec should be reassessed and immediate action should be taken to correct
concomitant risk factors, if any, while the ri of tinuing versus TRISENCX therapy should be considered. If syncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below 480 mzec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion
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Demonstrated Efficacy of TRISENOX

AML vs APL

} EFFICACY & SAFETY
* Efficacy
© Bafety Profile
~ Adverse Events

Demonstrated Efficacy

PRESCRIBING
CONSIDERATIONS In clinical studies, TRISENOX® (arsenic trioxide) injection has shown both high rates of remizsion
(complete and molecular) and high rates of survival for patients with relapsed or refractory acute
promyelocytic leukemia (APL).1 Request contact from a sales rep or
L Medical Science Liaizon (MSL), or
Remission

request medical, reimbursement, or
TRISENOX induced a high rate of molecular remission (MR)® in patients who achieved complete clinical triak information

remigzion (CR).1
~Definad 3= the sbhsence of FUMLIRAR-3lpha transeript 1

US Multicenter Trial/Prescribing Information®

70% 28/200  79%22/29)

Complete remission' Molecular remission*

-

Complete remissian, fined i

ibing Information: Absence of visible leukemic cells in bore marnow a

peripheral recovery of platelets and white blood cells with a
confirmatory bone mamow 2 3
In patients who met the oriteria

Published Results

Published remizsion rate data below have been adjusted based on the revised definition of remizsion. 3§

§ The
con

for complate remission, molecular remission menitored by reverse franscriptase-palymerase chain resction to detect PMLIRAR-slpha transcripts 2

"

ion was revis:

by the Intemational Working Group of investigatars in Mad

id, Spain, 2001. The definition given in the Prescribing Information, which requires a

1ow TRISENOX Work

ment.3

matory bone marow, is no longer o

Published US Multicenter Trial’

85% (34200  86% (25,29)'

Complete remission Molecular remission

Watch the video >

The US multicenter trial was an open-label, single-arm, noncomparative trial in 40 patients with APL who had either relapsed from or did not respond to
induction chemotherapy using anthracycline and at least one course of ATRA or S-cis retinoic acid. Patients could receive up to 60 doses of TRISENOX
0.15 mg/kg/day. Twenty-four patients were female; 35 were =18 years of age; 21 patients had 1 relapse; and 19 patients had =1 relapse.

llof those patients who schieved CR.

Survival
Over half the patients in the US mutticenter trial were alive at the 18-month follew-up, irrespective of the number of prior therapies andfor relapses.t
Survival estimates for relapsed or refractory APL patients treated with TRISENOXT:

Overall sunvival

00

o
5] a0
- .
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]
66% H 56%
At risk 1E-Manth - At risk Events 18-Month
40 Estimate L 3 13 Estimate
2
o a
I ¢ 12 m 24 a0 a ¢ 12 18 2 a0

Months after complete

Months after complete remission

To report an adverse event, contact Cephalon Medical Services at 1-800-896-5855 or usmedinfo@cephalon.com.
References:

1. Soignet SL, Frankel SR, Douer D, et al. United States mutticenter study of arzenic trioxide in relapsed acute promyelocytic leukemia. J Clin Oncol.
2001,15:3852-3860.

2 TRISENOX® (arzenic trioxide) Injection [current approved prescribing information]. Frazer, PA: Cephalon, Inc

3. Cheson BD, Bennett JM, Kopecky KJ, et al. Revieed recommendations of the International Working Group for diagnosis, standardization of rezsponse
criteria, treatment cutcomes, and reporting standards for therapeutic trials in acute myeloid leukemia. J Clin Oncol. 2003;21.4542-4549.

TRISENOX iz indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL iz characterized by the presence of the 1(15;17) translocation or PML/RAR-alpha
gene expression.

Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed
APL included QTc interval prolongation (n=18), APL differentiation syndrome (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2}, hyperglycemia (n=2},
and torsade de pointes (n=1),

In clinical trials, most patients taking TRISENOX experienced some drug-related toxicty, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or tching, headaches, and dizziness. Theze adverse effects have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.



In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal diserders, metabolic disorders, respiratory
dizorders, cardiac failure congestive, neuralgia, and enureziz. One caze each of pulmenary edema and caecitis were considered =erious reactions.

WARNING

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide} injection should be administered under the supervision of a physician who iz experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effusions, with or
without leukocytosie. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at
the firet suspicion of the APL differentiation syndrome and appear to mitigate signs and symptoms. At the first signs that could suggest the syndrome
(unexplained fever, dyspnea andfor weight gain, abnormal chest auscuttatory findings or radiographic abnormalities), high-d steroids

10 mg intravenously BID) should be immediately inttiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until signs and
symptoms have abated. The majority of patients do not require termination of TRISENOX therapy during of the APL dif iation syndrome.

ECG Abnormalities:

Argenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The risk of tersade de pointes is related to the extent of QT prolongation, concomitant administration of QT prolonging
drugs, a history of torsade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potassium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnesemia. One patient (alzo receiving amphotericin B) had torsade de pointes during induction therapy
for relapsed APL with arsenic trioxide.

ECG and El yte Monitoring R dati

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (| i calcium, and i and

should be assessed; pre-existing electrolyte abnormalities should be corrected and, if possible, drugs that are known to prolong the QT interval should be
discontinued. For QTc greater than 500 msec, corrective should be c and the QTc with serial ECGs prior to considering

using TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEg/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value > 500 mzec should be reassessed and immediate action should be taken to correct
concomitant risk factors, if any, while the ri ofc i WErSUS ing TRISENOX therapy should be considered. If syncope, rapid or
irregular heartbeat develops, the patient hould be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarity dizcontinued until the QTc interval regrezzes to below 450 mzec, electrolyte abnormalities are corrected, and the 2yncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion
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Safety Profile for TRISENOX

Discover Safety Profiles for Your TRISENOX

Proven Safety Profile

The =safety of TRISENOX® (arsenic trioxide) injection has been demonstrated in clinical trials:
& TRISENOX was generally well tolerated with manageable and reverzible toxicties 1.2

# TRISENOX exhibited low rates of grades 3 and 4 myelosuppressioni.2 Reguest contact from a 2ales rep or
# There was no incidence of alopecia® £ Medical Science Liaizon (MSL), or
= Most common adverse events usually did not require interruption of TRISENOX1 request medical, reimbursement, or

clinical trials information

QT Interval Prolongation and ECG Abnormalities

& OT prolongation iz an expected but manageable eventd

QT prolongation is reversibled

Sixteen of 40 patients had at least 1 on-study ECG that showed OTc prolongation®

Two of 40 patients had atrial dy=srhythmias1

For management of QT abnormalities, please see recommendations as noted in the BOXED WARNING

APL Differentiation Syndrome — Effectively Treated With Dexamethasone

* Ten of 40 patients developed symptoms suggestive of APL differentiation syndrome (3 were serious)’2

All 10 patients had leukocytosis and received dexamethasone (10 mg BID IV for =3 days)?

Eight patients required a brief therapy interruption (1 to 5 days)®

All 10 patients achieved complete remission3

= The management of the syndrome has not been fully studied, but high-dose steroids have been used to mitigate signs and symptoms

= Termination of TRISENOX was not required in the majority of patients?; interruption of therapy iz necessary if symptoms of APL syndrome do not rezpond
to steroid treatment

[s3n =iyl

Hyperleukocytosis — Resolved With Continuation of TRISENOX

* Of 20 patients who developed leukocytosis, 1 was severe (grade 3 or 4)f

= With the continuation of therapy with TRISENOX, leukocytosis resolved a median 10.5 days after peak
WEC count (range: 3 to 27 days)®

# Hyperleukocytosis was not treated with additional chemotherapy!

Other Events Typical of Chemotherapy
# MNeuropathy symptoms were mild, grade 1 in the majority?
# Ho =ignificant hepatotoxicity was ob=erved in the multicenter trial®

Drug Interactions

= Mo formal assessments of pharmacokinetic drug-drug interactions between TRISENOX and other
drugs have been conducted. The methyltransferases responsible for metabolizing arsenic trioxide
are not members of the cytochrome P450 family of isoenzymes (see PRECAUTIONS in the full
Prescribing Information )1

# Caution iz advized when TRISENOX iz coadminiztered with other medications that can prolong the QT
interval (&g, certain antiarrhythmice or thioridazine) or lead to electrolyte abnormalties (such as
diuretics or amphoetericin B)1

TRISENOX is contraindicated in patients who are hypersensitive to arsenic '
Click here to find out more about the medicinal role of arsenic.

To report an adverse event, contact Cephalon Medical Services at 1-800-896-5855 or usmedinfo@cephalon.com.
References:

1. TRISENOX® (arsenic trioxide) Injection [current approved prescribing information]. Frazer, PA: Cephalon, Inc.

2. Douer D, Talman MS3. Arsenic trioxide: new clinical experience with an old medication in hematologic malignancies. J Clin Oncol. 2005,23:2356-2410.

3. Soignet SL, Frankel SR, Douer D, et al. United States mutticenter study of arzenic trioxide in relapsed acute promyelocytic leukemia. J Clin Oncol.
2001,15:3852-3860.

4. Barbey JT, Pezzulle JC, Scignet SL. Effect of arsenic trioxide on QT interval in patients with advanced malignancies. J Clin Oncol. 2003;21:35608-3515.

TRISENOX iz indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the 1(15;17) translocation or PML/RAR-alpha
gene expression.

Serious adverse events, grade 3 or 4, were common. Thoee events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed
APL included QTc interval prolongation (n=18), APL differentiation syndrome (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2}, hyperglycemia (n=2},
and terzade de pointes (n=1}).

In clinical trialz, mozst patients taking TRISENOX experienced =ome drug-related toxicity, most commonly leukocytoziz, gastrointestinal (nauzea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or tching, headaches, and dizziness. Theze adverse effects have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal diserders, metabolic disorders, respiratory
dizorders, cardiac failure congestive, neuralgia, and enuresis. One caze each of pulmenary edema and caecitis were considered =erious reactions.

WARNING

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide} injection should be administered under the supervision of a physician who iz experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:
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(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effuzions, with or
without leukocytosis. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at
the firet suspicion of the APL differentiation syndrome and appear to mitigate signs and symptoms. At the first signs that could suggest the syndrome
(unexplained fever, dyspnea andfor weight gain, abnormal chest auscuttatory findings or radiographic abnormalities), high-d steroids

10 mg intravenously BID) should be immediately inttiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until signs and
symptoms have abated. The majority of patients do not require termination of TRISENOX therapy during of the APL dif iation syndrome.

ECG Abnormalities:

Argenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The risk of torsade de pointes i related to the extent of QT prolongation, concomitant administration of QT prolonging
drugs, a history of torsade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potassium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnesemia. One patient (alzo receiving amphotericin B) had torsade de pointes during induction therapy
for relapsed APL with arsenic trioxide.

ECG and El yte Monitoring R dati

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (| i calcium, and i and

should be assessed; pre-existing electrolyte abnormalities should be corrected and, if possible, drugs that are known to prolong the QT interval should be
discontinued. For QTc greater than 500 msec, corrective should be c and the QTc with serial ECGs prior to considering

using TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEg/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value > 500 mzec should be reassessed and immediate action should be taken to correct
concomitant risk factors, if any, while the ri ofc i WErSUS ing TRISENOX therapy should be considered. If syncope, rapid or
irregular heartbeat develops, the patient hould be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarity dizcontinued until the QTc interval regrezzes to below 450 mzec, electrolyte abnormalities are corrected, and the 2yncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion
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[ Adverse Events

AML vs APL

ABOUT TRISENOX

P EFFICACY & SAFETY
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Proven Safety Profile

PRESCRIBING
CONSIDERATIONS Adverse events (AEs) in the multicenter trial _
----------------------------- In clinical trials, most patients taking TRISENOX experienced some drug-related toxicity, most PHYSICIAN NEEDS
RESOURCES commonly leukocytosis, gastrointestinal (nausea, vomiting, diarrhea, and abdominal pain), fatigue, Request contact from a sales rep or
----------------------------- edema, hyperglycemia, dyspnea, cough, rash or itching, headaches, and dizziness. These adverse Medical Science Liaizon (MSL), or
effects have not been observed to be permanent or irreversible, nor do they usually require request medical, reimbursement, or
interruption of therapy. clinical trialz information

Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the
phase 2 study of 40 patients with refractory or relapsed APL included QT interval prolongation
(n=186), APL differentiation syndrome (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2),
hyperghycemia (n=2), and torsade de pointes (n=1).

®
In a pediatric cllnlcal trial of 13 patients (ages 4-20), additional drug-related toxicities included:
gastroi i , metabolic di , respiratory di , cardiac failure congestive,

neuralgia, and enuresis. Dne caze each of pulmonary edema and caecrts were congidered serious

Request reimbursement reactions.
stance and support for
you and your patients with See the drop-down arrow to the right of each heading below for a full list of adverse events.
CDR Cephalon Oncology
Reimbursement Expertise Adverse events (any grade) occurring in 25% of 40 patients with

APL who received TRISENOX (arsenic trioxide) injection at a
dose of 0.15 mg/kg/day.

System organ class

Watch the vic

General disorders and administration site conditions -

Adverse event
Fatigue
Pyrexia (fever)
Edema — non-specific

Rigors

Chest pain

Injection site pain
Pain — non-spedcific
Injection site erythema
Injection site edema
Weakness
Hemorrhage

Weight gain

Weight loss

Drug hypersensitivity

Skin and subcuta s fissue disorders

fatdinsm ST RN Tuu wen wisuviuoi >

MNervous system disorders
Respiratory hd

Skin and subcutaneous tissue disorders v
Cardiac disorders



Infections and infestation

v

Psychiatric disorders
Ocular disorders
Psychiatric disorders

Ocular disorders

Renal and urinary disorders

Reproductive system disorders

ar dis

References:

TRISENOX iz indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the 1(15;17) translocation or PML/RAR-alpha
gene expression.

Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed
APL included QTc interval prol tion (n=18), APL dif i syndrome (n=3), hyperisukocytosis (n=3), atrial dy=srhythmias (n=2), hyperglycemia (n=2},
and terzade de pointes (n=1}).

In clinical trialz, mozst patients taking TRISENOX experienced =ome drug-related toxicity, most c leukocytoziz, gastr (nausea, vomiing,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or tching, headaches, and dizziness. These adverse effects have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastroi i i , metabolic di: , respiratory
dizorders, cardiac failure congestive, neuralgia, and enuresiz. One caze each of pulmenary edema and caecitis were considered serious reactions.

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide} injection should be administered under the supervision of a physician who is experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effusions, with or
without leukocytosie. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at

the first ion of the APL dif i and appear to mitigate signs and symptoms. At the first signs that could suggest the syndrome
(unexplained fever, dyspnea andfor weight gan abnormal chest tatory findings or graphic abnormalities), high-dose steroids (dexamethasone
10 mg intravenously BID) should be i i intiated, irrespective of the leukocyte count, and for at least 3 days or bnger until sign= and
symptoms have abated. The majority of patients do not reguire termination of TRISENOX therapy during of the APL dif i 3

ECG Abnormalities:

Argenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prulnngabnn can lead to a tnrsade de pointes-type venh"»cl.liar
arrhythmia, which can be fatal. The risk of torsade de pointes is related tn the extent of QT p it i ion of QT p ging
drugs, a history of torsade de pointes, pre-existing QT interval p heart failure, I of asting diuretics, or

other conditions that result in hypokalemia or hypomagnesemia. One patient (alzo receiving amphotericin B} had torsade de pointes dumg rlductnn therapy
for relapsed APL with arsenic trioxide.

ECG and EN yte Monitori i

Prior to intiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes ( i calcium, and
should be pre—existing electrolyte abnormalities should be corrected and, if possible, drugs that are known to prolong the QT nterval should be
discontinued. For QTc greater than 500 msec, corrective should be and the QTc with serial ECGs prior to considering

using TRISENCX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value = 500 mzec should be reassessed and immediate action should be taken to correct
concomitant risk factors, if any, while the ri of i WErSUS ing TRISENOX therapy should be considered. If syncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarity dizcontinued until the QTc interval regrezzes to below 450 mzec, electrolyte abnormalities are corrected, and the 2yncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion.
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EFFICACY & SAFETY

P PRESCRIBING
CONSIDERATIONS

© Treating Patients Initiating TRISENOX Therapy for Your Relapsed or Refractory APL Patients

“ Patient Management

© RT-PCR Testing If patient= have not achieved remizsion following first-line therapy for acute promyelocytic leukemia
© Dosing and Administration (APL), TRISENOX® (arzenic trioxide) injection has proven to be an important second-line treatment
R option. Prescribing TRISENOX can give new hope to your relapsed or refractory APL patients. Request contact from a sales rep or
. . . . Medical Science Liaizon (MSL), or
RESOURCES R Studies have demonstrated the role of reverse transcriptase-polymerase chain reaction (RT-PCR) request medical, reimbursement, or

testing throughout treatment in the azzeszment of dizeaze progres=ion and the evaluation of therapy
management. -4 In thiz =ection you will learn more about RT-PCR testing and how it relates to
treatment of your APL patients.

clinical trials information

Proper patient management iz essential for success with TRISENOX therapy, including menitoring for differentiation syndrome, electrolyte imbalances, blood
chemistry abnormalitiez, QT prolongation, hyperieukocytoziz, rash, and other potential zide effects.

TRISENOX offers manageable treatment =chedules for you and your patientz. Therapy with TRISENOX does not require premedication, and TRISENOX can be
administered in an outpatient setting. t is given intravenously, usually over 1 o 2 hours.

To report an adverse event, contact Cephalon Medical Services at 1-300- 855 or usmedinfo@cephalon.com,
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TRISENOX iz indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL iz characterized by the presence of the 1(15;17) translocation or PML/RAR-alpha
gene expression.

Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed
APL included QTc interval prolongation (n=18), APL differentiation syndrome (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2}, hyperglycemia (n=2},
and torsade de pointes (n=1),

In clinical trials, most patients taking TRISENOX experienced some drug-related toxicty, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or tching, headaches, and dizziness. Theze adverse effects have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal disorders, metabolic disorders, respiratory
dizorders, cardiac failure congestive, neuralgia, and enureziz. One caze each of pulmenary edema and caecitis were considered =erious reactions.

WARNING

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide} injection =hould be administered under the supervigion of a physician who is experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effuzions, with or
without leukocytosis. Thiz syndrome can be fatal. The management of the syndrome has not been fully studied, but high-do=se steroids have been used at
the first suzpicion of the APL differentiation syndrome and appear to mitigate signs and symptoms. At the first signs that could suggest the syndrome
(unexplained fever, dyspnea andfor weight gain, abnormal chest auscuttatory findings or radiographic abnormalities}, high-dose steroids (dexamethasone
10 mg intravenously BID) should be immediately inttiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until signe and
symptoms have abated. The majority of patients do not require termination of TRISENOX therapy during of the APL dif iation syndrome.

ECG Abnormalities:

Arzenic trioxide can cause OT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointez-type ventricular
arrhythmia, which can be fatal. The rizk of torzade de pointes iz related to the extent of QT prolongation, concomitant adminiztration of QT prolonging
drugs, a history of torzade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potassium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnesemia. One patient (alzo receiving amphotericin B) had torsade de pointes during induction therapy
for relapsed APL with arsenic trioxide.

ECG and Electrolyte Monitoring Recommendations:

Prior to initiating therapy with TRISENOX, a 12-lead ECG =hould be performed and serum electrolytes (| , calcium, and and c
=hould be azseszed; pre-existing electrolyte abnormalitiez =hould be corrected and, if possible, drugs that are known to prolong the QT interval =hould be
dizcontinued. For QTc greater than 500 mzec, corrective should be p and the QTc with gerial ECGs prior to considering

using TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value = 500 meec should be reassessed and immediate action should be taken to correct
concomitant rigk factors, if any, while the ri of tinuing versus ing TRISENOX therapy should be considered. If eyncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion
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Finding the Right Patient

Selecting Patients for TRISENOX Therapy

TRISENOX® (arzenic trioxide) injection iz indicated for induction of remizsion and conzolidation in
patients with acute promyelocytic leukemia (APL) who are refractory to, or have relapsed from,
retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence ofthe t
(15;17) tranzlocation or PML/RAR-alpha gene expreszion

Request contact from a sales rep or
Medical Science Liaizon (MSL), or
reguest medical, reimbursement, or
clinical trials information.

The first congideration for patient =election iz determining where your patient iz in the APL treatment
sequence. If your APL patient has relapsed after initial therapy, or if he/she did not rezpond to initial
therapy, TRISENOX may be an appropriate option. TRISENOX provides the opportunity for complete

remizgion and high rates of survival in patients with refractoryirelapsed APL.1

According to the National Comprehensive Cancer Network (NCCN) guidelines for oncology, arsenic
trioxide iz the standard of care for relapsed or refractory APL patientz 2

To report an adverse event, contact Cephalon Medical Services at 1-300- 55 or usmedinfo@cephalon.com.

References:
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TRISENOX is indicated for induction of remizsion and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL ie characterized by the presence of the t{15;17) translocation or PML/RAR-alpha
gene expression.

Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed
APL included QTe interval prolongation (n=18}), APL differentiation syndreme (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2) hyperglycemia (n=2},
and torsade de pointes (n=1}.

In clinical triale, most patients taking TRISENOX experienced some drug-related toxicity, most commonly leukecytosis, gastrointestinal (nausea, vemiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or itching, headaches, and dizziness. These adverse effects have not
been observed to be permanent or irreverzible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal dizorders, metabolic disorders, respiratory
dizorders, cardiac failure congestive, neuralgia, and enuresis. One case each of pulmenary edema and caecitis were considered serious reactions.

VUARNING

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide) injection should be administered under the supervision of a physician who is experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrate= and pleural or pericardial effusions, with or
without leukocytosis. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at
the first suspicion of the APL differentiation syndrome and appear to mitigate signs and symptoms. At the first =igns that could suggest the syndrome
(unexplained fever, dyspnea and/or weight gain, abnormal chest auscultatory findings or radiographic abnormalities), high-d =steroids

10 mg intravenously BID) should be immediately inttiated, irespective of the leukocyte count, and continued for at least 3 days or longer until signs and
=ymptoms have abated. The majority of patientz do not require termination of TRISENOX therapy during of the APL dif iation =yndrome.

ECG Abnormalities:

Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The rizk of torsade de pointes is related to the extent of QT prolongation, concomitant administration of QT prolonging
drugs, a history of torsade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potassium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnesemia. One patient (also receiving amphotericin B) had torsade de pointes during induction therapy
for relapzed APL with ar=enic trioxide.

ECG and Electrolyte Monitoring Recommendations:

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (p , calcium, and
=hould be assessed; pre-existing electrolyte abnormalities should be corrected and, if possible, drugs that are knuwn to prolong the QT |nterva|shuubcl be
discontinued. For QTc greater than 500 msec, comrective should be ¢ and the QTc with serial ECGs prior to considering
using TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value = 500 msec should be reassessed and immediate action should be taken to correct
concomitant risk factors, if any, while the r ofc WErzus TRISENOX therapy should be considered. If =yncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes =hould be asseszed, TRISENOX therapy should be
temporarily digcontinued until the QTc interval regresses to below 460 mzec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion
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© Treating Patients Selecting Patients for TRISENOX Therapy

* Patient Management

“ RT-PCRTesting IManageable Monitoring Profile
© Dosing and Administration Proactive monitoring is essential to proper management of TRISENOX® (arsenic trioxide} injection
therapy. Request contact from a sales rep or
Medical Science Liaizon (MSL), or
RESOURCES ~ APL differentiation syndrome: Signs are subtle and sasy to request medical, reimbursement, or
overlook’ clinical triale information

= Weigh patient daily to detect weight changes

= Inztruct patient to immediately report fever, sudden weight gain (> 2 Ibs in 24 hours), musculoskeletal
pain, fluid retention, and/or dyspnea

At first signs of syndrome, administer dexamethasone 10 mg IV BID for a minimum of 3 days or longer
until gigne and symptoms have abated

In clinical triale, termination of TRISENOX was not required in the majority of patients?; interruption of
therapy is necessary if symptoms of APL syndrome do not rezpond to steroid treatment

Treat weight gain symptomatic of fluid overlead (in absence of differentiation syndrome) with
potassium-sparing diuretics

Electrolytes: Monitor throughout treatment’
* Induction: at least twice weekly, and more frequently for clinically unstable patients!
* Consolidation: at least weekly!
& Agsess serum electrolytes (potassium, magnesium, calcium) and creatinine; preexisting electrolyte abnormalities should be corrected
= Supplement electrobytes as nesded
O Maintain =erum potassium > 4.0 mEg/L
O Maintain serum magnesium = 1.2 mg/dL

If rash occurs™

# [nterruption of therapy with TRISENOX may not be necessary?
= Topical steroids may be effective; use topical antihistamines for pruritus!

Watch the video >

Blood chemistries: Monitor twice weekly during induction and weekly during consolidation
* TRISENOX may increase blood sugar levels?

= Exercize caution in patients with renal and hepatic impairment. Please refer to Prescribing Information?

s Transient increases in transaminase levels may occur. These events typically do not require dose reduction or interruption of therapy

Monitor 12-lead ECGs at baseline, then weekly'
= Monitor more frequently in patients at rizk for a cardiac event or if QT increases
= Avoid concomitant drugs that prolong QT interval; check online at azcert. org/medical-pros/drug-lists/drug-lists.cfm
= |f absolute QT is = 500 meec, immediately correct rigk factors, such as electrolytes and concomitant drugs
O If =yncope, or rapid or irregular heartbeat occurs, p and monitor ¢ , aszess and correct electrolytes. Hold TRISENOX until QTc iz
< 460 mzec and symptoms resolve
O Hyperieukocytosis?
& Usually =elf-limiting
= Additional chemotherapy may not be required
# Interruption of therapy with TRISENOX may not be neceszary

Click here to review the safety profile for TRISENOX.

To repert an adverse event, contact Cephalon Medical Services at 1-800- 55 or usmedinfo@cephalon.com.

References:
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TRISENOX iz indicated for induction of remigsion and consolidation in patients with acute promyelocytic leukemia (APL) who are refractery to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL iz characterized by the presence of the 1(15;17) translocation or PML/RAR-alpha
gene expression.

Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed
APL included QTc interval prolongation (n=16), APL differentiation syndrome (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2),
and torzade de pointes (n=1}.

In clinical trials, most patients taking TRISENOX experienced some drug-related toxicity, most commonly leukecytosiz, gastrointestinal (nausea, vemiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or tching, headaches, and dizziness. These adverse effects have not
been obeerved to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patientz (ages 4-20), additional drug-related toxicities included: gastrointestinal dizerders, metabolic dizorders, respiratory
dizorders, cardiac failure congestive, neuralgia, and enuresie. One case each of pulmenary edema and caecitie were considered serious reactions.

WARNING

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide} injection should be administered under the supervision of a physician who iz experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effusions, with or
without leukocytosis. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at



the first suspicion of the APL differentiation syndrome and appear to mihigate SIgns and symptoms. At the first signs that could suggest the syndrome
(unexplained fever, dyspnea andfor weight gain, abnormal chest auscuttatory findings or radiographic abnormalities), high-d steroids

10 mg intravenously BID) should be immediately intiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until signs and
=symptoms have abated. The majority of patientz do not reguire termination of TRISENOX therapy during of the APL dif iation syndrome.

ECG Abnormalities:

Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The rizk of torsade de pointes is related to the extent of QT prolongation, concomitant administration of QT prolonging
drugs, a history of torsade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potassium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnesemia. One patient (alzo receiving amphotericin B) had torsade de pointes during induction therapy
for relapsed APL with arsenic trioxide.

ECG and El yte Monitoring R dati

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (| i calcium, and i and ci

should be assessed; pre-existing electrolyte abnormalities =hould be corrected and, if possible, drugs that are known to prolong the QT interval should be
discontinued. For QTc greater than 500 msec, comrective should be ¢ and the QTc with serial ECGs prior to considering

using TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value = 500 msec should be reassessed and immediate action should be taken to correct
concomitant risk factors, if any, while the r ofc WErzus TRISENOX therapy should be considered. If =yncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes =hould be asseszed, TRISENOX therapy should be
temporarily digcontinued until the QTc interval regresses to below 460 mzec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion
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RT-PCR Testing for TRISENOX

AML vs APL

EFFICACY & SAFETY

P PRESCRIBING
CONSIDERATIONS

© Treating Patients Tracking APL Progress With RT-PCR Testing

“ Patient Management

*®* RT-PCR Testing Testing dizease status helps to predict relapse and potentially improve cutcomes for acute
© Dosing and Administration promyelocytic leukemia (APL) patients.1-#

Request contact from a sales rep or
Medical Science Liaizon (MSL), or
request medical, reimbursement, or
clinical trials information

o One method of assessing APL status is reverse transcriptaze-polymerase chain reaction testing, or
RESOURCES RT-PCR testing. RT-PCR testing presents the opportunity fo detect impending relapse rather than wait
Sormmmmssssssssssssss s for =igns of clinical relapse. Bazed on a review of the literature, Tallman and colleagues concluded
that a reazonable echedule of testing is to obtain at least 2 successive marrow samples at the end of
treatment performed every 3 months for the first 2 years of CR, and then every 8 months for the next
2to 3 years.1

Genetic testing can help track dizeaze =tatus, predict relapse, and improve cutcomes.

RT-PCR testing analyzes the chromozome abnormalities that define APL =pecifically. APL iz usually marked by a tranzlocation of genes between
chromesomes 15 and 17, represented as t{15;17).52 Part of the promyelocytic leukemia PML gene transfers to chromosome 17 and part of the RAR-alpha
(retincic acid receptor-alpha) gene transfers to chromosome 15. The result is a fusion protein product with characteristics of both the PML gene and the RAR-
alpha receptor protein 58

Exprezsion of the fusion produced by the translocation of genes between chromosomes 15 and 17 iz detected with the RT-PCR test, which offers the
following 2 benefits.

1. The test is predictive of relapse and survival.

A positive PML/RAR-alpha test after consolidation therapy reliably predicts subsegquent hematologic relapse, whereas repeatedly negative results are
associated with long-term survival in the majority of patientz.7 In one study, 163 newly diagnosed APL patients were induced into remizsion by ATRA
combined with chemotherapy, and were tested at reqular intervals after the end of treatment. Twenty of the 21 patients who converted to a positive PCR
relapzed within a median of 3 monthe, whereas the 3-year estimate of relapse rizk of patientz who tezted negative at least twice after conzsolidation was less
than 10%.%.2

2. Test results can guide therapy, leading to improved patient cutcomes.

Patients who convert to a positive PCR can be salvaged early with chemotherapy prior to overt disease. .2 This results in a significantly improved outcome
compared to delaying treatment until morphelogic evidence of relapse. it iz anticipated that therapy at the time of molecular relapse will be as=sociated with a
lower mortality rate than that observed with reinduction of overt disease. 1.2 In one study, 14 APL patients were prospectively menitored after consolidation
therapy with the AIDA protocol (al-trans retinoic acid [ATRA] plus idarubicin). Patients were treated at the time of molecular relapse (defined as 2 successive
RT-PCR positive samples), rather than at clinical relapee. Early treatment for relapse with 30 days of oral ATRA followed by 4 daily courses of chemotherapy
with cytarabine and mitoxantrone resulted in achievement of a second molecular remission in 12 patients (856%).2

Watch the video >

Click hers to review how TRISENOX may work to achieve remission for your relapsed or refractory APL patients.

To report an adverse event, contact Cephalon Medical Services at 1-500- 55 or usmedinfo@cephalon.com,
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TRISENOX iz indicated for induction of remiz=ion and conzelidation in patientz with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the t{15;17) translocation or PML/RAR-alpha
gENE EXPression.

Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed
APL included QTc interval prolongation (n=18), APL differentiation syndrome (n=3), hyperleukocytosis (n=3), atrial dysrhythmias (n=2}, hyperghycemia (n=2},
and torsade de pointes (n=1}.

In clinical trials, most patients taking TRISENOX experienced some drug-related toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or tching, headaches, and dizziness. These adverse effects have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastroi inal dizorders, metabolic disorders, respiratory
disorders, cardiac failure congestive, neuralgia, and enuresis. One case each of pulmonary edema and caecitis were considered serious reactions.

WARNING

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide) injection should be administered under the supervision of a physician who is experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effusions, with or
without leukocytosis. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at
the first suspicion of the APL differentiation syndrome and appear to mitigate signs and symptoms. At the first =igns that could suggest the syndrome
(unexplained fever, dyspnea and/or weight gain, abnormal chest auscuttatory findings or radiographic abnormalitie=), high-dose steroids (dexamethasone
10 mg intravenously BID) =hould be immediately intiated, irre=spective of the leukocyte count, and continued for at least 3 day= or longer until 2igns and
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ECG Abnormalities:

Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The risk of torsade de pointes is related to the extent of QT prolongation, concomitant administration of QT prolonging
drugs, a hizstory of torzade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potaz=ium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnezemia. One patient (alzo receiving amphotericin B) had torzade de pointe= during induction therapy
for relapsed APL with arsenic trioxide.

ECG and El yte Monitoring

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (| ium, calcium, and ium) and c

=hould be azseszed; pre-exizting electrolyte abnormalitiez =hould be corrected and, if possible, drugs that are known to prolong the QT interval =hould be
dizcontinued. For QTc greater than 500 mzec, corrective =hould be ¢ and the QTc with =erial ECGs prior to conzidering

using TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value = 500 msec should be reazsessed and immediate action should be taken to correct
concomitant rigk factors, if any, while the ri of conti VETEUS ing TRISENOX therapy should be considered. If eyncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion
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Manageable Dosing, Sensitive to Patient Needs

TRISENOX® (arsenic trioxide) injection offers manageable administration schedules for patients and
heatthcare providers:

= TRISENOX does not require premedication

# TRISENOX can be adminiztered in an outpatient setting®

= TRISENOX is administered intravenoushy®

Request contact from a sales rep or
Medical Science Liaizon (MSL), or
request medical, reimbursement, or
clinical trials information

Recommended treatment schedule

Induction Treatment VWith TRISENOX: Consolidation Treatment With TRISENOX:

= Ina multicenter study, the median time to bone marrow = Complete appropriate consolidation dosing regimen to
remission (BMR) in relapsed or refractory patients treated obtain optimal clinical benefits?

with TRISENOX was 44 days; median time to onset of CR was = Administer TRISENOX intravencusly at a dose of 0.15 mg'kg daily for
53 days! 25 do=es over a period of up to 5 weeks!
# Total induction treatment with TRISENOX can consizt of up to 80 # Beqgin TRISENOX treatment 3 to 6 weeks after completion of induction

doses, ! offering flexibilty in treatment to CR and MR
- i TRISENOX intravenously at a dose of 0.15 mg/kg daily until -
BMR (total induction dose =hould not exceed 60 doses) negative for the presence of PML/RAR-alpha tran=cript after induction
To achieve optimal clinical benefits, complete appropriate induction (n=14} or subsequent consolidation (n=11)2
dosing regimenZ O Based on revized International Working Group criteria (79%
based on Prescribing Information definition)

therapy!
In & multicenter trial, 35% of patients who achieved CR converted to

To repert an adverse event, contact Cephalon Medical Services at 1-300-

5855 or usmedinfo@cephalen.com,
References:

1. TRISENOX® (arsenic trioxide) Injection [current approved prescribing information]. Frazer, PA: Cephalon, Inc.
2. Soignet SL, Frankel SR, Douer D, et al. United States mutticenter study of arsenic trioxide in relapsed acute promyelocytic leukemia. J Clin Oncol.
2001,15:3852-3860.

TRISENOX iz indicated for induction of remiz=ion and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the 1{15;17) translocation or PML/RAR-alpha
gene exprezsion

Serious adverse events, grade 3 or 4, were common. Thoze events attributable to TRISENOX in the phazse 2 study of 40 patientz with refractory or relapzed
APL included QTc interval prolongation (n=18), APL differentiation syndrome (n=3), hyperieukocytosis (n=3), atrial dysrhythmias (n=2}, hyperghycemia (n=2},
and terzade de pointes (n=1}).

In clinical trialz, most patients taking TRISENOX experienced some drug-related toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough, rash or tching, headaches, and dizziness. Theze adverze effectz have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastroi | dizorders, metabolic disorders, respiratory
dizorders, cardiac failure congestive, neuralgia, and enuresis. One case each of pulmenary edema and caecitis were considered serious reactions.

WARHNING

Experienced Physician and Institution:
TRISENOX® (arsenic trioxide) injection =hould be adminiztered under the supervizion of a physician who is experienced in the management of patients with
acute leukemia

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effusions, with or
without leukocytosis. This syndrome can be fatal. The management of the syndrome has not been fully studied, but high-dose steroids have been used at
the first suspicion of the APL differentiation 2yndrome and appear to mitigate =igns and =ymptoms. At the first 2igns that could =uggest the =yndrome
(unexplained fever, dyspnea and/or weight gain, abnormal chest auscultatory findings or radiographic abnormalitie=), high-doze =teroidz (dexamethazone
10 mg intravenously BID) =hould be immediately intiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until gigns and
symptoms have abated. The majority of patients do not require termination of TRISENOX therapy during of the APL dif syndrome.

ECG Abnormalities:

Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular
arrhythmia, which can be fatal. The risk of torzade de pointes is related to the extent of QT prolongation, concomitant administration of QT prolonging
drugs, a hizstory of torzade de pointes, pre-existing QT interval prolongation, congestive heart failure, administration of potaz=ium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnezemia. One patient (alzo receiving amphotericin B) had torzade de pointe= during induction therapy
for relapsed APL with arsenic trioxide.

ECG and Electrolyte Monitoring Recommendations:

Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (| , calcium, and and ci

should be assessed; pre-existing electrolyte abnormalities =hould be corrected and, if possible, drugs that are known to prolong the QT interval should be
discontinued. For QTc greater than 500 mzec, corrective =hould be ¢ and the QTc with =erial ECGs prior to conzidering
u=ing TRISENOX. During therapy with TRISENOX, potaz=ium concentrations should be kept above 4 mEq/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value = 500 msec should be reasseszed and immediate action =hould be taken to correct
concomitant rigk factors, if any, while the ri of tinuing versus TRISENOX therapy should be congidered. If syncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion




Site Map | Contact Us | Cephalon.com| Cephalonencolegy.com

This site is intended for US-based healthcare professionals only. ©2010 Cephalon, Inc. Al rights reserved u cel] a]
1C0

o




[Prescribing Information] [Reimbursement] [Request Information] [How TRISENOX Works] [Patient Home]

Trisenox: (~

arsenic trioxide
( iniecn‘ol? el

TO REPORT SIDE EFFECTS: 1-800-8
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PHYSICIAN HOME The APL Physicians’ Network
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Resources

Useful Tools and Information

Resources Qverview

Efficacy and Safety in Patients With Relapsed or
Refractory Acute Promyelocytic Leukemia
Watch Movie »

APL Physicians' Network
Contribute to this community of heatthcare
professionals dedicated to the exchange of
information about their experiences on the
treatment of relapsed or refractory APL.

APL Physicians’ Network »

Patient Checklist
.. Download PDF »

i Managing Relapsed or Refractory Acute
Promyelocytic Leukemia (APL)
1 .. Download PDF »

taragng

o ety

Aenin Prompsyic
Loskema ()

Your Goal: Molecular Remission

% Download PDF »

TRISENOX is indicated for induction of remigsion and congolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have
relapsed from, retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the t(15;17) translocation or PML/RAR-alpha
gene expression

Serious adverse eventz, grade 3 or 4, were common. Those events attributable to TRISENOX in the phaze 2 study of 40 patients with refractory or relapzed
APL included QTc interval prolongation (n=16}, APL differentiation syndrome (n=3}, hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2),
and torsade de pointes (n=1).

In clinical trials, most patients taking TRISEMOX experienced some drug-related toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain}, fatigue, edema, hyperglycemia, dyspnea, cough, rash or itching, headaches, and dizziness. Theze adverse effects have not
been observed to be permanent or irreversible, nor do they usually require interruption of therapy.

In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal disorders, metabolic disorders, respiratory
disorders, cardiac faiure congestive, neuralgia, and enuresis. One case each of pulmonary edema and caecitis were considered serious reactions.

WARNING

Experienced Physician and Institution:
TRISENOX® (arzenic trioxide) injection should be administered under the supervision of a physician who is experienced in the management of patients with
acute leukemia.

APL Differentiation Syndrome:

Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia
(RA-APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infitrates and pleural or pericardial effusions, with or
without leukocytosis. Thiz =yndrome can be fatal The management of the =yndrome has not been fully =tudied, but high-do=e =teroidz have been used at
the first 2uzpicion of the APL differentiation syndrome and appear to mitigate =igns and symptoms. At the firzt =igns that could suggest the syndrome
(unexplained fever, dyspnea andior weight gain, abnormal chest auscultatory findings or radiographic abnormalities), high-dose steroids (dexamethasone
10 mg intravenously BID) should be immediately initiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until =igns and
symptoms have abated. The majority of patiente do not require termination of TRISENOX therapy during treatment of the APL differentiation syndrome.

ECG Abnormalities:

Arsenic trioxide can cause QT interval prolengation and complete atrioventricular block. QT prolongation can lead to a torzade de pointes-type ventricular
arrhythmia, which can be fatal. The rizk of torzsade de pointes iz related to the extent of QT prolongation, concomitant administration of QT prolonging
drugs, a history of torsade de pointes, pre-existing (T interval prolengation, congestive heart failure, administration of potassium-wasting diuretics, or
other conditions that result in hypokalemia or hypomagnesemia. One patient (alkzo receiving amphotericin B) had torsade de pointes during induction therapy
for relapsed APL with arsenic trioxide.

ECG and Electrolyte Monitoring Recommendations:
Prior to initiating therapy with TRISENOX, a 12-lead ECG should be performed and serum electrolytes (potassium, calcium, and magnesium) and creatining
should be az=ezzed; pre-existing electrolyte abnormalities =hould be corrected and, if possible, drugs that are known to prolong the QT interval should be



dizcontinued. For OTc greater than 500 meec, corrective measures should be completed and the QTc reassessed with serial ECGs prior to considering
uging TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above 4 mEg/L and magnesium concentrations should be kept
above 1.8 mg/dL. Patients who reach an absolute QT interval value > 500 meec should be reassessed and immediate action should be taken to correct
concomitant risk factors, if any, while the ri of continuing versus ing TRISENOX therapy should be considered. If syncope, rapid or
irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion.
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Monitoring to detect minimal residual disease or molecular relapse is
the strongest predictor for clinical relapse and relapse-free survival®

Important Safety Information

WARNING

Experienced Physician and Institution: TRISENOX (arsenic trioxide) injection should be administered under
the supervision of a physician who is experienced in the management of patients with acute leukemia.

APL Differentiation Syndrome: Some patients with APL treated with TRISENOX have experienced symptoms
similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia (RA-APL) or APL differentiation
syndrome, characterized by fever, dyspnea, weight gain, pulmonary infiltrates and pleural or pericardial
effusions, with or without leukocytosis. This syndrome can be fatal. The management of the syndrome has
not been fully studied, but high-dose steroids have been used at the first suspicion of the APL differentiation
syndrome and appear to mitigate signs and symptoms. At the first signs that could suggest the syndrome
(unexplained fever, dyspnea and/or weight gain, abnormal chest auscultatory findings or radiographic
abnormalities), high-dose steroids (dexamethasone 10 mg intravenously BID) should be immediately initiated,
irrespective of the leukocyte count, and continued for at least 3 days or longer until signs and symptoms have
abated. The majority of patients do not require termination of TRISENOX therapy during treatment of the APL
differentiation syndrome.

ECG Abnormalities: Arsenic trioxide can cause QT interval prolongation and complete atrioventricular
block. QT prolongation can lead to a torsade de pointestype ventricular arrhythmia, which can be fatal.
The risk of torsade de pointes is related to the extent of QT prolongation, concomitant administration of
QT-prolonging drugs, a history of torsade de pointes, pre-existing QT interval prolongation, congestive
heart failure, administration of potassium-wasting diuretics, or other conditions that result in hypokalemia or
hypomagnesemla One patient (also receiving amphotericin 'B) had torsade de pointes during induction therapy
for relapsed APL with arsenic trioxide.

ECG and Electrol g'te Monitoring Recommendations: Prior to initiating therapy with TRISENOX,
12Jead ECG should be performed and serum electrolytes (potassium, calcium, and magnesium) and
creatinine should be assessed; pre-existing electrolyte abnormalities should be corrected and, if possible,
drugs that are known to prolong the QT interval should be discontinued. For QTc greater than 500 msec,
corrective measures should be completed and the QTc reassessed with serial ECGs prior to considering
using TRISENOX. During therapy with TRISENOX, potassium concentrations should be kept above
4 mEqg/L and magnesium concentrations should be kept above 1.8 mg/dL. Patients who reach an absolute QT
interval value >500 msec should be reassessed and immediate action should be taken to correct concomitant
risk factors, if any, while the risk/benefit of continuing versus suspending TRISENOX therapy should be
considered. If syncope, rapid or irregular heartbeat develops, the patient should be hospitalized for monitoring,
serum electrolytes should be assessed, TRISENOX therapy should be temporarily discontinued until the QTc
interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular
heartbeat cease. There are no data on the effect of TRISENOX on the QTc interval during the infusion.

« Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of
40 patients with refractory or relapsed APL included QTc interval prolongation (n=16), APL differentiation syndrome
(n=3), hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2), and torsade de pointes (n=1)

e In clinical trials, most patients taking TRISENOX experienced some drug-elated toxicity, most commonly
leukocytosis, gastromtestlnal (nausea, vomiting, diarrhea, and abdominal pain), fatigue, edema, hyperglycemia,
dyspnea, cough, rash or itching, headaches, and dizziness. These adverse effects have not been observed to be
permanent or irreversible, nor do they usually require interruption of therapy

« A differentiation syndrome, like retinoic acid syndrome, has been reported with the use of TRISENOX for the
treatment of malignancies other than APL from postmarketing surveillance. Due to unknown population size, it is
not possible to provide precise estimates of frequency

* In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal
disorders, metabolic disorders, respiratory disorders, cardiac failure congestive, neuralgia, and enuresis. One
case each of pulmonary edema and caecitis were considered serious reactions

Please see accompanying Prescribing Information, including BOXED WARNING.

References: 1. Diverio D, Rossi V, Awisati G, et al. Early detection of relapse by prospective reverse transcriptase-polymerase chain reaction analysis of the PML/RAR« fusion gene in patients
with acute promyelocytic leukemia enrolled in the GIMEMA-AIEOP multicenter “AIDA” trial. Blood. 1998;92:784-789. 2. Soignet SL, Frankel SR, Douer D, et al. United States multicenter study of
arsenic trioxide in relapsed acute promyelocytic leukemia. J Clin Oncol. 2001;19:3852-3860. 3. TRISENOX® (arsenic trioxide) injection [current approved prescribing information]. Cephalon, Inc.
4. Cheson BD, Bennett JM, Kopecky KJ, et al. Revised recommendations of the international working group for diagnosis, standardization of response criteria, treatment outcomes, and
reporting standards for therapeutic trials in acute myeloid leukemia. J Clin Oncol. 2003;21:4642-4649. 5. NCCN Clinical Practice Guidelines in Oncology™: Acute Myeloid Leukemia—V.1.2011.
National Comprehensive Cancer Network. http;//www.ncen.org/professionals/physician_gls/PDF/aml.pdf. Accessed August 19, 2010. 6. Grimwade D, Jovanovic JV, Hills RK, et al. Prospective
minimal residual disease monitoring to predict relapse of acute promyelocytic leukemia and to direct pre-emptive arsenic trioxide therapy. J Clin Oncol. 2009;27:3650-3658. 7. Douer D. Acute
promyelocytic leukemia: a target for preemptive strike? Blood. 2004;104:1913-1914
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TRISENOX (arsenic trioxide) is indicated for induction
of remission and consolidation in patients with acute
promyelocytic leukemia (APL) who are refractory to,
or have relapsed from, retinoid and anthracycline
chemotherapy, and whose APL is characterized

by the presence of the t(15;17) translocation or
PML/RAR-alpha gene expression.

Please see accompanying Prescribing
Information, including BOXED WARNING.



Estimates of relapse risk based on RT-PCR testing for PML/RAR-o*
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Adapted from Diverio D et al. Blood. 1998;92:784-789.!
*Promyelocytic leukemia/retinoic acid receptor alpha.
TReverse transcriptase—polymerase chain reaction.
+Kaplan-Meier estimates of the relapse risk according to PCR analysis of PML/RAR-c.
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STUDY DESIGN?

¢ Prospective RT-PCR analyses were performed from 1993-1997 at diagnosis and during
follow-up on bone marrow samples of 163 patients with newly diagnosed PML/RAR-o-
positive APL enrolled in the GIMEMA AIDA trial

¢ Treatment consisted of all-trans retinoic acid (ATRA) + idarubicin for induction, followed
by 3 polychemotherapy consolidation courses

¢ RT PCR assay sensitivity for PML/RAR-o. was 10+

J

o Twenty-one of the 163 patients tested PCR-positive at least once during follow-up.
Of these 21 patients, 95% underwent hematologic relapse within a median of 3 months
(range 1-14 months) from the first PCR test!
— 81% of these conversions were within 6 months of postconsolidation!

CHOOSE TRISENOX® (ARSENIC TRIOXIDE) INJECTION TO DELIVER

MOLECULAR REMISSION AFTER RELAPSE

Single-agent TRISENOX achieves molecular remission in relapsed
or refractory APL%3

US Multicenter Trial/Prescribing Information®

§ Complete remission, as defined in the Prescribing
Information: absence of visible leukemic cells in bone
marrow and peripheral recovery of platelets and
white blood cells with a confirmatory bone marrow

Published US Multicenter Trial? el

"In patients who met the criteria for complete
Published remission rate data below

remission, molecular remission was monitored by
reverse transcriptase-polymerase chain reaction to
have been adjusted based on the revised
definition of molecular.*7

detect PML/RAR-« transcripts.?
1The definition was revised by the International
Working Group of investigators in Madrid, Spain,
2001. The definition given in the prescribing
information, which requires a confirmatory bone
. i i 4
Please see NCCN Guidelines for marrow biopsy, is no longer current.

N > 3 *#Of those patients who achieved complete
instructions on testing for molecular response and had assessable assays (n=29/40).2
remission and relapse using RT-PCR.>

STUDY DESIGN?

¢ A US multicenter, opendabel, single-arm, noncomparative trial in 40 patients with APL who had
either relapsed from, or did not respond to, induction chemotherapy using an anthracycline and
at least 1 course of ATRA or 9-cis retinoic acid

¢ Patients could receive TRISENOX 0.15 mg/kg/day, up to 60 doses during induction

¢ Twenty-four patients were female; 35 were 218 years of age; 21 patients had 1 relapse; and
19 patients had >1 relapse

Normalization of coagulopathy?

e At the time of study enrollment, 83% of patients (n=40) had evidence of coagulopathy:
48% clinical, 35% subclinical

e Following the initiation of TRISENOX, coagulopathy resolved over a median of 11 days
(range 4 to 28)

TRISENOX allows you to achieve your goal of molecular remission in
patients with relapsed or refractory APL23

Indication and Important Safety Information

» TRISENOX s indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia
(APL) who are refractory to, or have relapsed from, retinoid and anthracycline chemotherapy, and whose APL
is characterized by the presence of the t(15;17) translocation or PML/RAR-alpha gene expression

 Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase
2 study of 40 patients with refractory or relapsed APL included QTc interval prolongation (n=16), APL
differentiation syndrome (n=3), hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2), and
torsade de pointes (n=1)

* In clinical trials, most patients taking TRISENOX experienced some drug-elated toxicity, most commonly
leukocytosis, gastrointestinal (nausea, vomiting, diarrhea, and abdominal pain), fatigue, edema, hyperglycemia,
dyspnea, cough, rash or itching, headaches, and dizziness. These adverse effects have not been observed to
be permanent or irreversible, nor do they usually require interruption of therapy

« In a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal
disorders, metabolic disorders, respiratory disorders, cardiac failure congestive, neuralgia, and enuresis. One
case each of pulmonary edema and caecitis were considered serious reactions

Please see accompanying Prescribing Information, including BOXED WARNING.



Rise above resistance by staying the
course with TRISENOX

A multicenter study demonstrated that, when treating
patients with relapsed or refractory APL, completing the
full 5-week consolidation course of therapy with TRISENOX
helped patients achieve overall and relapse-free survival.?

100

More than half of
the patients in a
multicenter study
were alive at 18
months, irrespective
of the number

40 of prior therapies
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WARNING

Experienced Physician and Institution: TRISENOX (arsenic trioxide)
injection should be administered under the supervision of a physician
who is experienced in the management of patients with acute leukemia.

APL Differentiation Syndrome: Some patients with APL treated
with TRISENOX have experienced symptoms similar to a syndrome
called the retinoic-acid-acute promyelocytic leukemia (RA-APL) or APL
differentiation syndrome, characterized by fever, dyspnea, weight
gain, pulmonary infiltrates and pleural or pericardial effusions, with or
without leukocytosis. This syndrome can be fatal. The management
of the syndrome has not been fully studied, but high-dose steroids
have been used at the first suspicion of the APL differentiation
syndrome and appear to mitigate signs and symptoms. At the first
signs that could suggest the syndrome (unexplained fever, dyspnea
and/or weight gain, abnormal chest auscultatory findings or
radiographic abnormalities), high-dose steroids (dexamethasone 10 mg
intravenously BID) should be immediately initiated, irrespective of
the leukocyte count, and continued for at least 3 days or longer until
signs and symptoms have abated. The majority of patients do not
require termination of TRISENOX therapy during treatment of the APL
differentiation syndrome.

ECG Abnormalities: Arsenic trioxide can cause QT interval
prolongation and complete atrioventricular block. QT prolongation
can lead to a torsade de pointes-type ventricular arrhythmia, which
can be fatal. The risk of torsade de pointes is related to the extent
of QT prolongation, concomitant administration of QT-prolonging
drugs, a history of torsade de pointes, pre-existing QT interval
prolongation, congestive heart failure, administration of potassium-
wasting diuretics, or other conditions that result in hypokalemia or
hypomagnesemia. One patient (also receiving amphotericin B) had
torsade de pointes during induction therapy for relapsed APL with
arsenic trioxide.

ECG and Electrolyte Monitoring Recommendations: Prior to
initiating therapy with TRISENOX, a 12-lead ECG should be performed
and serum electrolytes (potassium, calcium, and magnesium) and
creatinine should be assessed; pre-existing electrolyte abnormalities
should be corrected and, if possible, drugs that are known to
prolong the QT interval should be discontinued. For QTc greater than
500 msec, corrective measures should be completed and the QTc
reassessed with serial ECGs prior to considering using TRISENOX.
During therapy with TRISENOX, potassium concentrations should

be kept above 4 mEq/L and magnesium concentrations should be
kept above 1.8 mg/dL. Patients who reach an absolute QT interval
value >500 msec should be reassessed, and immediate action
should be taken to correct concomitant risk factors, if any, while
the risk/benefit of continuing versus suspending TRISENOX therapy
should be considered. If syncope, rapid or irregular heartbeat
develops, the patient should be hospitalized for monitoring, serum
electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below
460 msec, electrolyte abnormalities are corrected, and the syncope
and irregular heartbeat cease. There are no data on the effect of
TRISENOX on the QTc interval during the infusion.

Please also see Important Safety Information.

Recognizing Initial Treatment
Failure in APL

Second-line treatment options do exist
for relapsed or nonresponding patients!

Any failure of firstline treatment to achieve complete,
long-lasting remission warrants changing to a second-line
therapy.! NCCN Guidelines recommend arsenic trioxide for
those patients who are refractory to, or have relapsed from,
retinoid and anthracycline chemotherapy.!

Complete Remission Criteria Checklist'*

To qualify as complete remission (CR) all of the
following must be met and maintained"*:

Patient achieves a morphologic leukemia-free state

o Bone marrow <5% blasts in an aspirate with spicules

o No detectable blasts with Auer rods or persistence
of extramedullary disease

AND

o Absolute neutrophil count >1000/uL

o Platelets >100,000/uL

o No residual evidence of extramedullary disease

o Morphologic CR—patient independent of transfusions

o Cytogenetic CR—cytogenetics normal (in those with
previously abnormal cytogenetics)

o Molecular CR—molecular studies negative*

Patients failing to achieve a complete response
are considered treatment failures!

*Clinically relevant only in APL and Ph+ leukemia.

Rise Above Resistance

Think APL first—identifying APL in the AML population
can make all the difference

Relapsed or refractory APL is a medical emergency?
Molecular testing can quickly and definitively diagnose APL!

Arsenic trioxide is the standard of care in
relapsed or refractory APL!

TRISENOX induced a high rate of MR in those patients
who achieved CR3

TRISENOX demonstrated overall and relapse-free survival
in relapsed or refractory APL patients?

Optimal benefits are achieved when a full 5-week consolidation
course of therapy is administered?

— Median time to bone marrow remission in patients treated
with TRISENOX was 44 days®

— Median time to onset of CR was 53 days®
Indication and Important Safety Information

 TRISENOX is indicated for induction of remission and consolidation in
patients with acute promyelocytic leukemia (APL) who are refractory to, or
have relapsed from, retinoid and anthracycline chemotherapy, and whose
APL is characterized by the presence of the t(15;17) translocation or
PML/RAR-alpha gene expression

e Serious adverse events, grade 3 or 4, were common. Those events
attributable to TRISENOX in the phase 2 study of 40 patients with
refractory or relapsed APL included QTc interval prolongation (n=16),
APL differentiation syndrome (n=3), hyperleukocytosis (n=3), atrial
dysrhythmias (n=2), hyperglycemia (n=2), and torsade de pointes (n=1)

e |n clinical trials, most patients taking TRISENOX experienced some drug-related
toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea,
cough, rash or itching, headaches, and dizziness. These adverse effects have
not been observed to be permanent or irreversible, nor do they usually require
interruption of therapy

* A differentiation syndrome, like retinoic acid syndrome, has been reported with
the use of TRISENOX for the treatment of malignancies other than APL from
postmarketing surveillance. Due to unknown population size, it is not possible to
provide precise estimates of frequency

e |n a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related
toxicities included: gastrointestinal disorders, metabolic disorders, respiratory
disorders, cardiac failure congestive, neuralgia, and enuresis. One case each
of pulmonary edema and caecitis were considered serious reactions

Please see BOXED WARNING and accompanying full
Prescribing Information.

References: 1. NCCN Clinical Practice Guidelines in Oncology™: Acute Myeloid Leukemia—V.2.2010. National
Comprehensive Cancer Network. http://www.nccn.org/professionals/physician_gls/PDF/aml.pdf. Accessed
February 10, 2010. 2. Lo-Coco F;, Ammatuna E. The biology of acute promyelocytic leukemia and its impact on
diagnosis and treatment. Hematology Am Soc Hematol Educ Program. 2006:156-161. 3. Soignet SL, Frankel SR,
Douer D, et al. United States multicenter study of arsenic trioxide in relapsed acute promyelocytic leukemia.

J Clin Oncol. 2001;19:3852-3860. 4. Cheson BD, Bennett JM, Kopecky KJ, et al. Revised recommendations of the
international working group for diagnosis, standardization of response criteria, treatment outcomes, and reporting
standards for therapeutic trials in acute myeloid leukemia. J Clin Oncol. 2003;21:4642-4649. 5. TRISENOX®
(arsenic trioxide) injection [current approved prescribing information]. Frazer, PA: Cephalon, Inc.
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Managing Relapsed
or Refractory

Acute Promyelocytic
Leukemia (APL)

TRISENOX: An effective,
recommended option for rising
_above treatment challenges'

TRISENOX (arsenic trioxide) is indicated for induction

of remission and consolidation in patients with acute
promyelocytic leukemia (APL) who are refractory to,

or have relapsed from, retinoid and anthracycline
chemotherapy, and whose APL is characterized by the
presence of the t(15;17) translocation or PML/RAR-alpha
gene expression.

Refer to BOXED WARNING and accompanying full
Prescribing Information.

Trisenox
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Think APL First

Identify relapsed or refractory APL
patients quickly and definitively

Recognizing APL in your acute myeloid leukemia (AML)
patient population can make all the difference.

APL should be your first differential diagnosis for
any patient with its signs and symptoms

Prompt treatment of relapsed or refractory APL has
the potential to improve patient outcomes?3

Relapsed or refractory APL is a medical
emergency,? so timing is crucial

Molecular testing can quickly and definitively
diagnose APL!

It is essential to determine APL markers—M3 cell
morphology and t(15;17) translocation or PML/
RAR-alpha gene expression—as soon as possible
and to evaluate for the possibility of M3 variant!

Please see the National Comprehensive Cancer
Network (NCCN) Guidelines for details of
recommended reverse transcriptase-polymerase
chain reaction (RT-PCR) testing!

Appropriate and
timely diagnostic
» testing is key

Think TRISENOX for
Relapsed or Refractory APL

Successful patient management with
complete courses of induction and
consolidation treatment

TRISENOX induced a high rate of molecular remission
(MR)* in patients who achieved CR.3

*Defined as the absence of PML/RAR-alpha transcript.3

US Multicenter Trial/Prescribing Information®

70%28/200  79% (22/28)

Complete remissionf Molecular remission*

fComplete remission, as defined in the Prescribing Information: absence of visible
leukemic cells in bone marrow and peripheral recovery of platelets and white blood
cells with a confirmatory bone marrow >30 days later.>

#In patients who met the criteria for complete remission, molecular remission
monitored by reverse transcriptase-polymerase chain reaction to detect
PML/RAR-alpha transcripts.®

Published results

Published remission rate data below have been adjusted
based on the revised definition of remission.*s
SThe definition was revised by the International Working Group of investigators

in Madrid, Spain, 2001. The definition given in the Prescribing Information, which
requires a confirmatory bone marrow, is no longer current.*

Published US Multicenter Trial®

85% 34400 86% (25/29)

Complete remission Molecular remission

The US multicenter trial was an open-label, single-arm, noncomparative trial
in 40 patients with APL who had either relapsed from or did not respond

to induction chemotherapy using anthracycline and at least one course of
ATRA or 9-cis retinoic acid. Patients could receive up to 60 doses of
TRISENOX 0.15 mg/kg/day. Twenty-four patients were female; 35 were

>18 years of age; 21 patients had 1 relapse; and 19 patients had >1 relapse.

lIOf those patients who achieved CR.

Induction Treatment With TRISENOX

In a multicenter study, the median time to bone marrow
remission (BMR) in patients treated with TRISENOX was 44
days; median time to onset of CR was 53 days®

Total induction treatment with TRISENOX can consist of up to 60
doses,® offering flexibility in treatment to CR and MR

Administer TRISENOX intravenously at a dose of 0.15 mg/kg daily
until BMR (total induction dose should not exceed 60 doses)®

To achieve optimal clinical benefits, complete appropriate
induction dosing regimen?

Consolidation Treatment With TRISENOX

Complete appropriate consolidation dosing regimen to
obtain optimal clinical benefits®

Administer TRISENOX intravenously at a dose of 0.15 mg/kg daily
for 25 doses over a period of up to 5 weeks?®

Begin TRISENOX treatment 3 to 6 weeks after completion of
induction therapy?®

In a multicenter trial, 86% of patients who achieved CR converted
to negative for the presence of PML/RAR-alpha transcript after
induction (n=14) or subsequent consolidation (n=11)

Indication and Important Safety Information

* TRISENOX is indicated for induction of remission and consolidation in patients
with acute promyelocytic leukemia (APL) who are refractory to, or have relapsed
from, retinoid and anthracycline chemotherapy, and whose APL is characterized
by the presence of the t(15;17) translocation or PML/RAR-alpha gene expression

* Serious adverse events, grade 3 or 4, were common. Those events attributable
to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed APL
included QTc interval prolongation (n=16), APL differentiation syndrome (n=3),
hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2), and
torsade de pointes (n=1)

* In clinical trials, most patients taking TRISENOX experienced some drug-related
toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting,
diarrhea, and abdominal pain), fatigue, edema, hyperglycemia, dyspnea, cough,
rash or itching, headaches, and dizziness. These adverse effects have not
been observed to be permanent or irreversible, nor do they usually require
interruption of therapy

* A differentiation syndrome, like retinoic acid syndrome, has been reported with
the use of TRISENOX for the treatment of malignancies other than APL from
postmarketing surveillance. Due to unknown population size, it is not possible to
provide precise estimates of frequency

* |n a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related
toxicities included: gastrointestinal disorders, metabolic disorders, respiratory
disorders, cardiac failure congestive, neuralgia, and enuresis. One case each of
pulmonary edema and caecitis were considered serious reactions

Please see BOXED WARNING and accompanying
full Prescribing Information.




Optimal Convenience
Patient Checklist for TRISENOX® (arsenic trioxide) injection Therapy
Patient Date

Patient ID# Diagnosis
TRISENOX Treatment Schedule

Wt: kg X dose in mg/kg = mg (dose of TRISENOX) (kg = Ibs + 2.2)\

Monitoring Guidelines

Monitor 12-lead ECGs at baseline, then weekly \
» Monitor more frequently in patients at risk for a cardiac event or if QT increases

* Avoid concomitant drugs that prolong QT interval; check online at ]
www.azcert.org/medical-pros/drug-ists/drug-lists.cfm. Please note that this may

[ Premedications are usually unnecessary when administering TRISENOX.
However, consult your practice or institutional guidelines for more information

not be a comprehensive list of all drugs = gir!llltec\il\litlh 100 mLJé)PZ%% mL 5% Il)\?xtrosel Inje§t|i10n, USITDh or ?-9% Sgdium
« If absolute QT is >500 msec, immediately correct risk factors such as electrolytes oride Injection, USP. Administer IV over 1 to 2 hours. The infusion duration
and concomitant drugs. The risk/benefit of continuing versus suspending TRISENOX may be extended up to 4 hours if acute vasomotor reactions are observed

therapy should be considered

- If syncope, or rapid or irregular heartbeat occurs, hospitalize and monitor
continuously; assess and correct electrolytes

Review side effectst with patient (see nurse’s notes)

~ Hold TRISENOX until QTc is <460 msec, electrolyte abnormalities are corrected, Most significant
and the syncope and irregular heartbeat cease O Differentiation syndrome: Signs include unexplained fever, weight gain,
Check medications* dyspnea, abnormal breath sounds. Patient’'s weight should be checked daily
* Current medications should be checked for QT-prolonging effect (some drugs that ~ Intervention: Dexamethasone 10 mg IV twice daily X 3 days or longer
cause QT prolongation are listed at www.azcert.org) until signs and symptoms abate
Electrolytes: Monitor throughout treatment I Hyperleukocytosis: Intervention with additional chemotherapy is not
* Monitor at least twice weekly during induction, then at least once weekly during recommended ' . o
consolidation. Clinically unstable patients should be monitored more frequently I QT prolongation: Monitor electrolytes and concomitant medications carefully
- Supplement electrolytes as needed .
e Maintain serum potassium >4.0 mEq/L Most common adverse reactions .
* Maintain serum magnesium >1.8 mg/dL O Leukocytosis O Hyperglycemia
Other blood tests [0 Abdominal pain [1 Dyspnea
* Hematologic and coagulation profiles should be monitored at least twice weekly [J Nausea/vomiting (mild) [0 Cough
and I;Tlmge frequently |f_gr clinically unstable patients during induction, and at least [ Diarrhea ] Rash
weekly during consolidation O Fati
) gue [J Headache
o TRISENOX may increase blood sugar levels O Edema O Dizziness

e Exercise caution in patients with renal and/or hepatic impairment

* Patients with severe hepatic and/or renal impairment should be closely monitored for
toxicity when treated with TRISENOX, and a dose reduction may be warranted in the

\__ case of severe renal impairment Y, \_ Y,

*Medications should be checked with each dose and at baseline.
"Adverse events are normally reversible and generally do not require interruption of therapy.

TRISENOX is indicated for induction of remission and consolidation in patients with acute promyelocytic leukemia (APL) who are refractory to, or have relapsed
from, retinoid and anthracycline chemotherapy, and whose APL is characterized by the presence of the t(15;17) translocation or PML/RAR-alpha gene expression.

IMPORTANT SAFETY INFORMATION

WARNING

ExgerlenﬁedkPhyswlan and Institution: TRISENOX (arsenic trioxide) injection should be administered under the supervision of a physician who is experienced in the management of patients
with acute leukemia

APL Differentiation Syndrome: Some patients with APL treated with TRISENOX have experienced symptoms similar to a syndrome called the retinoic-acid-acute promyelocytic leukemia (RA-
APL) or APL differentiation syndrome, characterized by fever, dyspnea, weight gain, pulmonary infiltrates and pleural or pericardial effusions, with or without leukocytosis. This syndrome can
be fatal. The management of the syndrome has not been fuIIy studied, but high-dose steroids have been used at the first suspicion of the APL differentiation syndrome and appear to mitigate
signs and symptoms. At the first signs that could suggest the syndrome (unexplained fever, dyspnea and/or weight gain, abnormal chest auscultatory findings or radiographic abnormalities),
high-dose steroids (dexamethasone 10 mg intravenously BID) should be immediately initiated, irrespective of the leukocyte count, and continued for at least 3 days or longer until signs and
symptoms have abated. The majority of patients do not require termination of TRISENOX therapy during treatment of the APL differentiation syndrome.

ECG Abnormalities: Arsenic trioxide can cause QT interval prolongation and complete atrioventricular block. QT prolongation can lead to a torsade de pointes-type ventricular arrhythmia,
which can be fatal. The risk of torsade de pointes is related to the extent of QT prolongation, concomitant administration of QT-prolonging drugs, a history of torsade de pointes, pre-existing
QT interval prolongation, congestive heart failure, administration of potassium-wasting diuretics, or other conditions that result in hypokalemia or hypomagnesemia. One patient (also receiving
amphotericin B) had torsade de pointes during induction therapy for relapsed APL with arsenic trioxide.

ECG and Electrolyte Monitoring Recommendations: Prior to initiating therapy with TRISENOX, a 124ead ECG should be performed and serum electrolytes (potassium, calcium, and
magnesium) and creatinine should be assessed; pre-existing electrolyte abnormalities should be corrected and, if possible, drugs that are known to prolong the QT interval should be
discontinued. For QTc greater than 500 msec, corrective measures should be completed and the QTc reassessed with serial ECGs prior to considering using TRISENOX. During therapy with
TRISENOX, potassium concentrations should be kept above 4 mEg/L and magnesium concentrations should be kept above 1.8 mg/dL. Patients who reach an absolute QT interval value
>500 msec should be reassessed, and immediate action should be taken to correct concomitant risk factors, if any, while the risk/benefit of continuing versus suspending TRISENOX therapy
should be considered. If syncope, rapld or irregular heartbeat develops, the patient should be hospitalized for monitoring, serum electrolytes should be assessed, TRISENOX therapy should be
temporarily discontinued until the QTc interval regresses to below 460 msec, electrolyte abnormalities are corrected, and the syncope and irregular heartbeat cease. There are no data on the
effect of TRISENOX on the QTc interval during the infusion.

 Serious adverse events, grade 3 or 4, were common. Those events attributable to TRISENOX in the phase 2 study of 40 patients with refractory or relapsed APL included QTc interval
prolongation (n=16), APL differentiation syndrome (n=3), hyperleukocytosis (n=3), atrial dysrhythmias (n=2), hyperglycemia (n=2), and torsade de pointes (n=1)

¢ In clinical trials, most patients taking TRISENOX experienced some drug-related toxicity, most commonly leukocytosis, gastrointestinal (nausea, vomiting, diarrhea, and abdominal pain), fatigue,
edema, hyperglycemia, dyspnea, cough, rash or itching, headaches, and dizziness. These adverse effects have not been observed to be permanent or irreversible, nor do they usually require
interruption of therapy

* A differentiation syndrome, like retinoic acid syndrome, has been reported with the use of TRISENOX for the treatment of malignancies other than APL from postmarketing surveillance. Due to
unknown population size, it is not possible to provide precise estimates of frequency

¢ |n a pediatric clinical trial of 13 patients (ages 4-20), additional drug-related toxicities included: gastrointestinal disorders, metabolic disorders, respiratory disorders, cardiac failure congestive,
neuralgia, and enuresis. One case each of pulmonary edema and caecitis were considered serious reactions

For more information about TRISENOX, visit www.TRISENOX.com.
See full Prescribing Information attached to the back of this tear pad.
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TRISENOX Flow Sheet

Weight (kg) (monitor weight gain for

signs and symptoms of differentiation syndrome)

Dose (mg) of TRISENOX

QT Interval (msec)

(monitor QTc/QT interval if >500 msec; see previous page)

Premedications

Labs

Chemistries

K* (monitor k+ >4.0 mEaq/L)

Mg“ (monitor Mg++ >1.8 mg/dL)

Glucose

Creatinine

LDH

SCPT/SGOT

ALK PHOS

Hematology

WBC

ANC

Hemoglobin (g/dL)

Hematocrit

Platelets

RBC transfusion

Platelet transfusion

Growth factors

Other

Qnitials
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