Treatment Considerations for Patients With Unresectable or Metastatic
Liposarcoma or Leiomyosarcoma After Prior Anthracycline Therapy—
A Roundtable Discussion

Learning Objectives

* Review the epidemiology of soft tissue sarcoma, including liposarcoma and

leiomyosarcoma

e Examine YONDELIS®, a recently available treatment option for patients with

unresectable or metastatic liposarcoma or leiomyosarcoma who have received a prior

anthracycline-containing regimen

e Understand the dosage and administration guidelines of YONDELIS®

Identify appropriate candidates for treatment with YONDELIS®
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Disclosure

In adherence with PhRMA guidelines,
spouses or other guests are not permitted
to attend company-sponsored programs.

For all attendees, please be advised that
information such as your name and the
value and purpose of any educational
item, meal, or other items of value

you receive may be publicly disclosed.

If you are licensed in any state or

other jurisdiction, or are an employee

or contractor of any organization or
governmental entity, that limits or
prohibits meals from pharmaceutical

companies, please identify yourself so that
you (and we) are able to comply with such
requirements.

Please note that the company prohibits
the offering of gifts, gratuities, or meals to
federal government employees/officials.
Thank you for your cooperation.

This promotional educational activity is
not accredited. The program content is
developed by Janssen Biotech, Inc.
Speakers present on behalf of the
company and are required to present
information in compliance with FDA

Please see complete Important Safety Information on back.
Please see accompanying full Prescribing Information.
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requirements for communications about
its medicines.

The personal information you provide
may be used to contact you about your
request to attend the Janssen Biotech,
Inc., educational program using your
preferred method of communication as
indicated by you. This information may
be shared with Janssen Biotech, Inc., its
affiliates, and a third party for the sole
purpose of completing your registration
for this program and as required by law.
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Important Safety Information

CONTRAINDICATIONS - YONDELIS® is
contraindicated in patients with known severe
hypersensitivity, including anaphylaxis, to
trabectedin.

WARNINGS AND PRECAUTIONS

Neutropenic sepsis, including fatal cases,
can occur. In Trial 1, the incidence of Grade 3
or 4 neutropenia, based on laboratory values,
was 43% (161/378). Median time to the first
occurrence of Grade 3 or 4 neutropenia was
16 days (range: 8 days to 9.7 months). Median
time to complete resolution of neutropenia
was 13 days (range: 3 days to 2.3 months).
Febrile neutropenia (fever 238.5°C with
Grade 3 or 4 neutropenia) occurred in 18
patients (5%). Ten patients (2.6%) experienced
neutropenic sepsis, 5 of whom had febrile
neutropenia, which was fatal in 4 patients
(1.1%). Assess neutrophil count prior to
administration of each dose of YONDELIS®
and periodically throughout the treatment
cycle. Withhold YONDELIS® for neutrophil
counts of less than 1500 cells/microliter on
the day of dosing. Permanently reduce the
dose of YONDELIS® for life-threatening

or prolonged, severe neutropenia in the
preceding cycle.

Rhabdomyolysis - YONDELIS® can cause
rhabdomyolysis and musculoskeletal toxicity.
In Trial 1, rhabdomyolysis leading to death
occurred in 3 (0.8%) of the 378 patients.
Elevations in creatine phosphokinase (CPK)
occurred in 122 (32%) of the 378 patients
receiving YONDELIS®, including Grade 3 or 4
CPK elevation in 24 patients (6%), compared
to 15 (9%) of the 172 patients receiving
dacarbazine with any CPK elevation, including
1 patient (0.6%) with Grade 3 CPK elevation.
Among the 24 patients receiving YONDELIS®
with Grade 3 or 4 CPK elevation, renal failure
occurred in 11 patients (2.9%); rhabdomyolysis
with the complication of renal failure occurred
in 4 of these 11 patients (1.1%). Median

time to first occurrence of Grade 3 or 4 CPK
elevations was 2 months (range: 1 to 11.5
months). Median time to complete resolution
was 14 days (range: 5 days to 1 month). Assess
CPK levels prior to each administration of
YONDELIS®. Withhold YONDELIS® for serum
CPK levels more than 2.5 times the upper
limit of normal. Permanently discontinue
YONDELIS® for rhabdomyolysis.

Hepatotoxicity, including hepatic failure,
can occur. Patients with serum bilirubin levels
above the upper limit of normal or AST or

www.YONDELIS.com

Please see accompanying full
Prescribing Information.
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ALT levels >2.5 x ULN were not enrolled

in Trial 1. In Trial 1, the incidence of Grade
3-4 elevated liver function tests (defined

as elevations in ALT, AST, total bilirubin, or
alkaline phosphatase) was 35% (134/378).
Median time to development of Grade 3-4
elevation in ALT or AST was 29 days (range:
3 days to 11.5 months). Of the 134 patients
with Grade 3 to 4 elevations in LFTs, 114
(85%) experienced complete resolution with
the median time to complete resolution of
13 days (range: 4 days to 4.4 months). In
Trial 1, the incidence of drug-induced liver
injury (defined as concurrent elevation in ALT
or AST of more than three times the upper
limit of normal, alkaline phosphatase less
than two times the upper limit of normal, and
total bilirubin at least two times the upper
limit of normal) was 1.3% (5/378). ALT or
AST elevation greater than eight times the
ULN occurred in 18% (67/378) of patients.
Assess LFTs prior to each administration of
YONDELIS®. Manage elevated LFTs with
treatment interruption, dose reduction, or
permanent discontinuation based on severity
and duration of LFT abnormality.

Cardiomyopathy, including cardiac failure,
congestive heart failure, ejection fraction
decreased, diastolic dysfunction, or right
ventricular dysfunction can occur. In Trial 1,
patients with a history of New York Heart
Association Class Il to IV heart failure or
abnormal left ventricular ejection fraction
(LVEF) at baseline were ineligible. In Trial 1,
cardiomyopathy occurred in 23 patients (6%)
receiving YONDELIS® and in four patients
(2.3%) receiving dacarbazine. Grade 3 or 4
cardiomyopathy occurred in 15 patients (4%)
receiving YONDELIS® and 2 patients (1.2%)
receiving dacarbazine; cardiomyopathy
leading to death occurred in 1 patient

(0.3%) receiving YONDELIS® and in none

of the patients receiving dacarbazine. The
median time to development of Grade 3

or 4 cardiomyopathy in patients receiving
YONDELIS® was 5.3 months (range: 26

days to 15.3 months). Assess left ventricular
ejection fraction (LVEF) by echocardiogram or
multigated acquisition (MUGA) scan before
initiation of YONDELIS® and at 2- to 3-month
intervals thereafter until YONDELIS® is
discontinued. Withhold YONDELIS® for LVEF
below lower limit of normal. Permanently
discontinue YONDELIS® for symptomatic
cardiomyopathy or persistent left ventricular
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dysfunction that does not recover to lower
limit of normal within 3 weeks.

Extravasation Resulting in Tissue Necrosis -
Extravasation of YONDELIS®, resulting in
tissue necrosis requiring debridement, can
occur. Evidence of tissue necrosis can occur
more than 1 week after the extravasation.
There is no specific antidote for extravasation
of YONDELIS®. Administer YONDELIS®
through a central venous line.

Embryofetal Toxicity - Based on its
mechanism of action, YONDELIS® can cause
fetal harm when administered to a pregnant
woman. Advise females of reproductive
potential to use effective contraception during
therapy and for at least 2 months after the
last dose of YONDELIS®. Advise males with
female partners of reproductive potential to
use effective contraception during therapy
and for at least 5 months after the last dose of
YONDELIS®.

Adverse Reactions - The most common
(220%) adverse reactions are nausea (75%),
fatigue (69%), vomiting (46%), constipation
(37%), decreased appetite (37%), diarrhea
(35%), peripheral edema (28%), dyspnea
(25%), Eeadache (25%).

The most common (25%) grades

3-4 |aboratory abnormalities are:
neutropenia (43%), increased ALT (31%),
thrombocytopenia (21%), anemia (19%),
increased AST (17%), and increased creatine
phosphokinase (6.4%).

DRUG INTERACTIONS

Effect of Cytochrome CYP3A Inhibitors -
Avoid use of strong CYP3A inhibitors

(e.g., oral ketoconazole, itraconazole,
posaconazole voriconazole, clarlthromycm
telithromycin, indinavir, |op|naV|r ritonavir,
boceprevir, neffinavir, saquinavir, telaprevir,
nefazodone, conivaptan) in patients taking
YONDELIS®. Avoid taking grapefruit or
grapefruit juice. If a strong CYP3A inhibitor
for short-term use (i.e., less than 14 days)
must be used, administer the strong CYP3A
inhibitor 1 week after the YONDELIS®
infusion, and discontinue it the day prior to
the next YONDELIS® infusion.

Effect of Cytochrome CYP3A Inducers -
Avoid administering strong CYP3A inducers
(e.g., rifampin, phenobarbital, St. John's
wort) to patients who are taking YONDELIS®

Please see accompanying full Prescribing
Information for YONDELIS®. 040598-150918
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You are cordially invited to attend a live educational program.
Please find registration details below.

Treatment for With Unresectable or Metastatic
Liposarcoma or Leiomyosarcoma After Prior Anthracycline Therapy—
A Roundtable Discussion

Presented by
Bartosz Chmielowski, M.D.
Director of Sarcoma Program, Hematology/Medical Oncology
David Geffen School of Medicine at UCLA
Los Angeles, CA

Wednesday, February 22, 2017
6:00 PM Dinner and Presentation
Please RSVP by Wednesday, February 15, 2017

Le Papillon
410 Saratoga Avenue
San Jose, CA
(408) 296-3730

If you have any questions about this program, call 1-888-735-7418.
The information you provide will only be used to facilitate your

attendance at the program.
We look forward to your participation in this informative discussion.

Please register with MedForce online at
http://www.medforcereg.net/SOMP108018

or with your Janssen Sales Representative,
JANE LAFONTAINE at (650) 773-1416
by Wednesday, February 15, 2017
12/15 041560-151006



