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Welcome to
ESMO 2014 in Madrid

ESMO 2014 was officially opened yesterday in front of a large crowd
of delegates by ESMO President, Professor Rolf A. Stahel from
University Hospital Zurich, Switzerland, who welcomed attendees to
“The most important ESMO Congress yet.”

his, he said, was a Congress of
T records. The number of delegates
attending ESMO 2014 has
increased by 15% compared with ESMO
2012, from 16,000 to over 18,500,
confirming that the oncology community
considers ESMO to be one of the most
important medical congresses in the
world. And it's not just European oncology
professionals who choose ESMO. “The
numbers of Congress participants from
outside Europe support this as a global
collaboration and a truly international
event,” he said.
Professor Stahel spoke of his vision to make

ESMO a dynamic force in facilitating research in
Europe.

“We must develop
new ways to work
together on a

local, national and
international level”

—HETOLD DELEGATES

ESMO should be a central force in co-ordinating
co-operation between researchers and national
research groups. ESMO also aims to foster
relationships with national cancer centres to
assist with the dissemination of their expertise and
experience to national and local research groups.
The ESMO Congress provides a global forum in
which to present cutting-edge research and share
expertise on best clinical practice. “Perhaps more
importantly,” suggested Professor Stahel, “It

offers delegates the rare opportunity for face-
to-face meetings, which promote information
exchange and networking. It is these types of
interaction that effectively promote progress
in research.”

ESMO members are particularly well placed
to make the most of the Congress experience,
Professor Stahel went on to explain, with benefits
combining hospitality, customer service and
educational and scientific updates. The advantages
of membership are not lost on the oncology
community, and ESMO membership has grown
nearly 150% in the last 10 years, currently nearing
10,000 members. “Particularly encouraging is
the increase in the number of female oncology
professional members, who now make up
around 38% of the membership, something
that was instrumental in the development of
ESMO’s Women for Oncology (W40) initiative
launched by my predecessor Professor Martine
Piccart, Institute Jules Bordet, Belgium,” he
said. Professor Stahel announced the next step
in this initiative, the ESMO Women for Oncology
Award, which will recognise people who have
significantly contributed to support the career
development of women in oncology and actively
who have worked to sensitise organisations to
perceive the female oncology workforce as a
valuable resource.

“We in ESMO are particularly proud of
our excellent reputation for education and
the development of educational resources,”
continued  Professor  Stahel. A number of
educational efforts are aimed at a group ESMO
is passionate about nurturing: the Young
Oncologists, who have their own track during the
Congress. “Young oncologists are the future

continued on page 3
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Precision medicine: The two sides of the coin

Today ESMO 2014 begins in earnest. Over the course

of the Congress, the Congress Daily Editorial Team — myself,
Associate Editors Markus Joerger, Floriana Morgillo and
Guest Associate Editor Giuseppe Curigliano — will be
keeping you up to date with the latest information

presented at the meeting.

long with thousands of oncology

professionals ~ from  across

Europe and beyond, | cannot
wait to learn about the latest advances in
all areas of cancer care, but | am sure that
one particular area will be in the spotlight:
precision medicine.

We have been talking excitedly about
pharmacogenomics, personalisation and targeting
for 20 years or more. But | am glad precision
medicine in cancer care is the theme this year
because | believe that we are at a tipping point.
Precision medicine is at last moving — and fast —
from theory to practice, from bench to bedside. We
are witnessing significant improvements in patient
outcomes and, in some cases, in patients’ quality

of life.

“We are privileged to be able to serve cancer
patients during this exciting time in cancer
research, with the rapidly expanding diagnostic
and therapeutic armamentarium available to us
today allowing us to design and deliver clinical
trials that are rapidly changing the standard of
care,” commented Professor Johann de Bono,
ESMO 2014 Scientific Committee Chair.

| have been fortunate to participate in this
development. | have watched how advances in
high-throughput technologies, from microarrays
to next generation sequencing, have paved the
way for the first targeted therapeutics.' The pace
of development in oncology is one of the fastest.

We all know the story of the renowned cancer
drug imatinib, which, after initial success, stalled
as have many early targeted therapeutics. But this
year’'s congress shows that we are again making
promising progress as we build on work over
the last decade to characterise the genomes of
thousands of patients in different cancer types.?
Several Proffered Paper and Special Symposium
Sessions are set to reveal some of the very
latest tumour characterisations, highlighting new

classifications, predictive biomarkers and potential
new therapeutic targets. Also, we have learned
that some cancers are not only one type of disease
but rather many. A good example is breast cancer.
In the early 2000’s, breast cancer was considered
only one disease; with new technologies, four
subtypes have been reported. These have helped
inthe development of cancer therapies by enabling
the selection of patients most likely to respond to
a particular new type of therapy to be included in
clinical trials. Nowadays, breast cancer can be
divided into many more tumour subtypes.

So can we start to herald precision medicine
as a revolution in cancer care? Let us not forget
that most of the precision therapies that we will
discuss this week are still in clinical development.
However, as the costs of genome sequencing
continue to drop, personalisation will become
increasingly common over the next decade. It
will become a straightforward matter to classify
tumours against a complex array of biomarkers
and to use this information to optimise therapy
combinations.

With this goal in mind, one of the big pushes
in research at the moment is to identify predictive
biomarkers for new and existing therapies. While
laboratory analyses continue to identify potential
markers, clinicians are working on new trial
designs, which will generate suitable data to
assess their predictive and/or prognostic role.

It is always a challenge to translate laboratory
results into clinical benefit, but when it comes
to genomic research, the scale of the problem
is so much bigger. The volume of data produced
by high-throughput systems is staggering. So
laboratory and clinical work must be accompanied
with substantial investment in bioinformatics
research; we desperately need new algorithms,
data mining and powerful analysis to identify
meaningful biomarkers and test their prognostic/
predictive roles." This will be particularly important
where only a small amount of tumour tissue is
available to sample.

Of course, tissue samples taken at diagnosis are
just a snapshot of a tumour’s genomic landscape,
which typically evolves over time.® One cannot
forget the tumour heterogeneity, which may be
responsible for tumour resistance. To what extent
can precision medicine overcome these dynamics?
One option is to target multiple tumour pathways
at once. Already we are seeing a transition from
the ‘single biomarker, single drug’ approach to
combinations of two or more therapies based on
more complex pathways. Also, in some cases,
targeted agents are given to patients without any
chemotherapy. However, toxicity may limit the
number of combination therapies available to a
given patient. Therefore, oncology researchers are
focusing on how to use biomarker data to optimise
combinations for the best outcomes with minimal
toxicity.

However, while the research landscape is full
of promise, can European healthcare systems
afford the luxury of personalisation? | believe
the economic analysis looks favourable. For
example, it is widely believed that the cost of
patient genome sequencing should soon shrink
below the $1000 mark. The emphasis on finding
predictive biomarkers will help to make targeted
therapies more affordable. Development costs for
targeted therapeutics may be lower too. We are
already beginning to see the design of trials with
alternative endpoints to traditional drug trials and
the use of adaptive trial designs, which consider
information as it accumulates throughout a trial,
and this should help to speed up development and
reduce costs.

So much progress, yet so many questions! Even
after 20 years of debate —and 20 years of research
— we still do not have all the answers. Over the
next few days these debates will continue, but | for
one am full of hope. Precision medicine is making
steady but significant progress. The lives of our
oncology patients are being changed. B
1. Servant N, et al. Front Genet 2014;5:152

2. Garraway LA, et al. J Clin Oncol 2013;31:1803-5
3. Garrway LA, et al. Cancer Discov 2012;2:214-26
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Opening Ceremony continued

Helpful

of our Society and our profession,” Professor
Stahel commented. From next year, ESMO is
opening up membership to students in the hope
of encouraging talented young professionals to
choose medical oncology as their specialty.

Professor Stahel also announced that next year
ESMO is taking the Congress to Asia and the first
ESMO Asia Congress will take place in Singapore,
18-21 December 2015. With almost 20% of
our current members from Australasia, ESMO is
responding to this development in our membership
base by working to meet the needs of members in
expanding regions.

Last, but by no means least, Professor Stahel
saw more good reasons to celebrate in 2015, with
ESMQ’s 40™ anniversary, for which the Society
hopes to build on the accomplishments made
during its first four decades.

Following on from Professor Stahel, ESMO
2014 Local Officer, Dr Ramon Colomer from
Hospital Universitario de La Princesa, Madrid,
Spain, chose co-operation as the focus of his
address. He described the changes and advances
in oncology in Spain in general and in Madrid in
particular, and of the success achieved by the
collaborative efforts of international societies like
ESMO, national groups such as SEOM, and patient
groups. More from Dr Colomer will be featured in
tomorrow’s edition of the Congress Daily.

ESMO Scientific Chair, Professor Johann de
Bono from The Royal Marsden Hospital, Sutton, UK,
then delivered his Scientific Address in which he
expanded on the choice of Precision Medicine in
Cancer Care as this year’s Congress theme, telling

Professor Rolf A. Stahel and Dr Ramon Colomer

delegates that, “Our vision is for better patient
outcome and more efficient healthcare, faster
and more cost-effective drug development
and utilisation of circulating biomarkers.”
Abstract submission this year increased by 24%
compared with ESMO 2012, and more than one-
third of the accepted abstracts involved predictive
biomarkers and targeted drugs focussing on novel
and established therapeutic targets.

ESMO Fellowship and Award Committee Chair,
Dr Josep Tabernero from Vall d’Hebron University
Hospital, Barcelona, Spain, then presented ESMO
awards to three members of the European
oncology community. More on each of these
awards will be featured in Congress Daily today
and in the following days. B

Breakthroughs in immunotherapy

s a concept, immunotherapy

seems to be an ideal option

for cancer therapy: using the
body’s own defences to fight and destroy
abnormal, cancerous cells. Now, after years
of slow progress, clinical trials are finally
producing some exciting results, with some
of them demonstrating increased survival
for patients with metastatic disease.

“We are seeing
encouraging
responses in patients”
COMMENTED DR GEORGE COUKOS FROM

THE CENTRE HOSPITALIER UNIVERSITAIRE
VAUDIOS, LAUSANNE, SWITZERLAND

Indeed, lastyear Sciencelabelledimmunotherapy
as the science advance of the year.

“We now have a number of approved
immunotherapeutics, with several more in
advanced development. In my opinion, this is one
of the most exciting fields to be working in,” added
Dr Coukos.

A major breakthrough has been the
development of checkpoint inhibitors — typically
monoclonal antibodies that block the activity of

immunosuppressive ligands released by many
cancer cells. For example, nivolumab inhibits the
binding between the T cell receptor PD-1 and its
ligands, thereby preventing T cell differentiation.
In the phase Il CheckMate-010 trial of nivolumab
for renal cell carcinoma in patients receiving up to
3 prior therapies (including at least one vascular
endothelial growth factor-targeting agent), 20—
22% of patients responded and the median overall
survival was 18.2 months.'

The cancer vaccine sipuleucel-T won approval
from the FDA in 2010 as the first ever therapeutic
vaccine for cancer? The treatment harvests
leukocytes from a patient and incubates them
with a fusion protein made up of prostatic acid
phosphatase and granulocyte-macrophage colony
stimulating factor (GM-CSF). This activates the
patient’s immune cells, which are reinfused to
trigger an immune response against cancer cells.

Learn more about TILs in today’s Proffered
Paper Session on the Immunotherapy of
Cancer 11:00 — 12:15, Barcelona:
Abstract 10480

Another recent immunotherapeutic approach
under investigation is the exploitation of tumour
infiltrating lymphocytes (TILs). A process called
adoptive cell therapy essentially grows quantities
of TILs from a patient’s tumour for reinfusion to
boost the antitumour immune response.

“Immunotherapy will add to the treatment
armamentarium for many cancer patients,
especially in kidney and non-small-cell lung

You can visit us onlin at www.esmo.org. Follow us on Twitter @myesmo. Find us on Facebook www.facebook.com/esmo.org

cancers and melanoma, where slow growth
favours the immunological approach,” said
ESMO 2014 Congress President Professor Rolf
Stahel from the University Hospital Ziirich,
Switzerland. “It is crucial that oncologists stay
abreast of these advances.”

In addition to precision medicine, immunotherapy
is also a focus of the ESMO 2014 congress.

To help you keep up to date, talks will cover
all key aspects of immuno-oncology, with

a Keynote Lecture on Delivering Precision
Immunotherapy today 13.00 — 13.45,
Barcelona

In 2013 ESMO held its first Immuno-Oncology
Symposium. The symposium was a resounding
success, with oncologists coming from across
Europe learned about recent clinical advances,
including trial updates on drug combinations and
sequences. The event will take place again this
year in Geneva, Switzerland. Il

1. Motzer RJ, et al. J Clin Oncol 2014;32(Suppl 5s):
Abstract 5009

2. http://www.fda.gov/BiologicsBloodVaccines/
CellularGeneTherapyProducts/ApprovedProducts/
ucm210215.htm

ESMO Symposium on Immuno-Oncology
2014, 21-22 November, Geneva,
Switzerland. Find out more and register:
http://www.esmo.org/Conferences/
Immuno-Oncology-2014

Congress
Information

Abstracts

Gain quick and easy access to ESMO 2014
abstracts from our scientific journal Annals
of Oncology. Abstracts will also be on a
USB key; the voucher is included in the
delegate bag.

ePosters

A USB key voucher for the ePosters will be
included in the delegate bag. Eight terminals
with large plasma screens for poster viewing
and communicating with presenters are
available in Hall 8, ePoster area.

Madrid 3 for 2
Membership offer!

Stop by and see us at the Membership Services
Desks in the registration area, at the Membership
Services Centre or in the ESMO Members’
Lounge to benefit from this special congress
offer. Exhibition Hall - Booth S2

ESMO booth

For all educational products and services.
Located in the Exhibition Hall -
Booth S2

ESMO Membership
Services Centre

The ESMO Team is available to answer all your
membership needs. Located in the Exhibition
Hall - Booth S2
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For 2014 The ESMO
Members Lounge

Our exclusive ‘members only’ area, located in Hall 10,
has been designed to provide ESMO members with an
exclusive area to network with other members of the
ESMO community, access your email, relax in-between
sessions and simply recharge your batteries.
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Pathway of the day:

RAS/RAF/MEK/ERK

he RAS/RAF/MEK/ERK pathway

(also  known as the MAPK
pathway; Figure) regulates key
cellular functions including proliferation,
survival, differentiation, angiogenesis and
migration. Activation of the pathway at the
cell surface is initiated by ligand binding
to receptor tyrosine kinases. The resulting
signal cascades sequentially via RAS, RAF,
mitogen-activated protein kinase (MEK) and
finally extracellular signal-regulated kinase
(ERK); the latter regulates gene transcription
in the cell nucleus.
Activating point mutations of RAS genes (most
often the KRAS variant) are generally acquired early
in tumourigenesis and are found in approximately

30% of human cancers, such as pancreatic,
colorectal and lung cancers.

Three variants of the RAF gene exist, which
encode for the respective ARAF, BRAF and RAF-
1 (or CRAF) proteins. Mutations in the serine
threonine kinase gene, BRAF, occur frequently
in a number of cancers, particularly melanoma,
papillary thyroid, colon and serous ovarian
cancers. The second-generation BRAF inhibitors,

Dr Caroline Robert,

Institut Gustave Roussy,
Paris, France

dabrafenib and vemurafenib, are approved for the
treatment of advanced melanoma.

Although MEK gene mutations occur rarely
and are associated with a small proportion of
melanoma, lung and colon cancers, MEK is a
key downstream protein in the RAS/RAF/MEK/
ERK pathway and thus a prime target for inhibitor
therapy. Sensitivity to MEK inhibitors is enhanced in
tumour cells harbouring RAS pathway mutations.
The MEK inhibitor, trametinib, is approved for
the treatment of BRAF-mutated melanoma.
Improved clinical benefit has been demonstrated
with combined BRAF and MEK inhibitor therapy.
For instance, dabrafenib/trametinib combination
enhances response rates and progression-free
survival in advanced melanoma." Il

1. Flaherty KT, et al. N Engl J Med 2012;367:1694-703

Hear Dr Robert’s presentation of the results
of the COMBI-v phase |l trial comparing
combined BRAF/MEK inhibition with BRAF

inhibition alone in patients with BRAF V600E/K
mutation-positive cutaneous melanoma on
Monday, 16.30 — 16.45, Madrid: Abstract
LBA4_PR

Receptor tyrosine kinases

RSK, MSK, MNK Pl4K2 cMyc, ETS, Fos
1 cPLA2 Elk, JunB EIF4EBP HDAC6
Bad Lipid Transcription Translation Acetylation
Survival Metabolism Factors

Model of the ERK1/2 MAPK signaling network controlled by receptor tyrosine kinases and Ras.

Clin Cancer Res 2014;20:2516-22.

ESMO Lifetime Achievement Award

Professor Rolf A. Stahel, Professor Peter Boyle and Dr Josep Tabernero

t yesterday’s opening session,

in front of a large crowd,

internationally renowned
epidemiologist Professor Peter Boyle from
the University of Strathclyde, Glasgow, UK,
stepped up to receive the ESMO Lifetime
Achievement Award.

Chair of the ESMO Fellowship and Award
Committee Dr Josep Tabernero from Vall d’Hebron
University Hospital, Barcelona, Spain, presented
the Award, which commends Professor Boyle's
long-standing contribution to cancer epidemiology,
education and prevention.

Dr Tabernero described Professor Boyle as,
“A global reference in cancer education and
prevention, whose exceptional expertise is
continuously called upon by policy makers,
scientific societies, academies, foundations,
and patient advocacy groups.”

In 2006, Professor Boyle became the first non-
medical oncologist to be elected for full ESMO
membership. Since then he has edited international
cancer reports and led a project to co-ordinate the
European Parliament’s cancer research. Today,
among his many roles, he works as a Professor
of Global Public Health and President of the World
Prevention Alliance — an initiative that he founded.

Although the award recognises a lifetime’s work,
Professor Boyle considers his role to be far from

“T am honoured,
both for myself and
for my discipline.
To be recognised for
my contributions to
oncology motivates
me to redouble my
efforts.”

— PROFESSOR PETER BOYLE

over. Looking to the future he wants to tackle the
dramatic difference in cancer care between rich
and poor countries, a goal he shares with ESMO.
He explained, “If | could use this award for just
one thing, it would be to draw attention to this
disparity and address it with conclusive action.”

If anyone can handle such a task, surely it
will be Professor Boyle. As Dr Tabernero said,
“Peter’s dedication, his ability to engage us all
in ultimately reversing the many disparities that
exist in access to optimal cancer treatment and
care across borders, make him so particularly
deserving of this award.” B

HEAD AND NECK
CANCER ON TRIAL

Don’t miss today’s Proffered Paper
Session on Head and Neck Cancer.

Late-breaking abstracts will give data on:
the phase IIl LUX-Head & Neck 1 study
comparing afatinib with methotrexate
for the treatment of recurrent/metastatic
head and neck cancer progressing on
platinum-based therapy (Abstract LBA29);
and an analysis of serum biomarkers and
gene mutations associated with clinical
outcomes in the phase Ill SELECT study
investigating lenvatinib in thyroid cancer
(Abstract LBA30)

EARS
EARS
-
¢

0%

ESMO

Session Info:
Proffered Paper Session, Head and
Neck Cancer

DAY/DATE:

SATURDAY 27 SEPTEMBER

09.15 - 10.45 ROOM: BILBAO

Saturday 27 September 2014 - ESMO European Society for Medical Oncology
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Young Oncologists: How to achieve career success

Young Oncologists Vesalius talk

riday evening saw young oncologists

pick the brains of three established

professionals to learn the steps to
career success.

ESMO’s Young Oncologist session (YO) mentor
Dr Christoph Zielinski spoke about how his
career has developed. Dr Zielinski now heads the
oncology department at the University Hospital of
Vienna and is co-ordinating the Comprehensive
Cancer Center of Vienna, Austria but he did not
always have his sights set on oncology. Upon
graduation he looked to immunology — the exciting
science of the time. It was only when he took up a
position at the Cancer Research Center in Boston,
US that oncology became his passion, inspiring
him to continue cancer research upon his return
to Europe.

For Dr Zielinski, studying abroad is key to
success. “International fellowships offer the
opportunity to develop translational research
skills. | advise all aspiring academics to spend
at least 3 years abroad to pursue a research
project.”

Dr Zielinski knows first-hand how to make the
most out of international opportunities. He advised,
“When selecting where to stay, do not be afraid
to approach a smaller institution: while it may
lack international reputation, it will give you more
chances to get involved and hone your skills.”

Dr Nicholas Pavlidis from the University
of loannina, Greece, commented on his own
experiences of studying in America and London. “I
agree with Dr Zielinski that studying abroad is a
brilliant opportunity. It undoubtedly helped me
to develop as a professional oncologist.”

Dr Pavlidis later returned to Greece to found
a medical school at the University of loannina.
“Of course, returning to a small country such
as Greece will be trickier today in our harsh
economic climate,” he added. “However, | do
encourage you to return home to share you
new skills.”

Medical oncologist Dr Angelo Di Leo also
offered advice to young oncologists looking to
go into research. Dr Di Leo knows how to excel
in the laboratory: his early research explored
personalised chemotherapy and today he works
on biomarkers for breast cancer.

Together, these senior peers revealed the
wealth of international opportunities open to young
oncologists, offering advice on how to make the
right decisions in the face of daily pressure and
‘burn out’.

After the talks, delegates enjoyed a unique
opportunity to ask questions and chat informally
with these mentors. As ever, networking is the key
to unlocking doors to career progression.

You can visit us onlin at www.esmo.org. Follow us on Twitter @myesmo. Find us on Facebook www.facebook.com/esmo.org

Don’'t worry if you missed the Vesalius talk —
ESMO 2014 offers many more opportunities to
network. The ESMO Members' Lounge offers the
perfect place to network for career development;
you also have access to workstations — why not
visit ESMQ’s YO Corner while you are online?

For further tips on how to get ahead, remember
to attend Monday’s YO Forum (09.00 — 10.30,
Pamplona). Professor Peter Schmid, Professor
of Experimental Cancer Medicine at Imperial
College London, UK, will begin the session with
an overview of the YO mentoring scheme. Could
a mentor make a difference to your career? If
paperwork gets you down, then make sure you
stay and listen to Dr Fatima Cardoso from the
Champalimaud Cancer Center, Lishon, Portugal
who will offer practical advice on how to write
successful grant applications.

The YO track is packed with opportunities to get
practical advice, expand your contacts and kindle
your motivation to achieve. Whichever sessions
you pick, expect to be inspired.

Young oncologists who wish to follow the
mentors’ advice may be interested in the
ESMO Fellowship Programme, which will
be introduced during Monday’s YO Special
Session 11.00 — 12.30, Pamplona.

The reference
society for
medical
oncologists!

Are you part of the ESMO
community? Membership brings
many perks not just at this
Congress but throughout the year.

Chair of the ESMO Membership
Committee, Dr Ravan Popescu from
the Hirslanden Medical Centre, Aarau,
Switzerland, says, “Being a part of the
ESMO community provides members
with representation, gives members a
united voice and guarantees access to
information.”

Have you already been to the
exclusive Members’ Lounge (Hall 10)?
Take a moment to relax, catch up with
colleagues and make important new
contacts.

Do not worry if you feel you are
missing out — it is not too late to become
an ESMO member right here in Madrid!

Just drop by the ESMO Membership
Services Centre, S2 in the Exhibition,
where friendly ESMO staff will guide
you through the many benefits of joining
the ESMO community. Whether you
are looking for full access to Annals
of Oncology, the Congress webcasts
or want regular updates on the latest
research and clinical guidance, ESMO
membership has something to offer you.

As a member of our community
you have unrivalled opportunities to
network with peers and senior fellows.
These contacts could lead to important
collaborations and career progression in
the future.

Exclusive offer!

New and existing members can
purchase 3 years of membership
for the price of 2! But hurry, this
offer is only available while you
are here in Madrid!

Also at the ESMO Booth, members
can pick up our latest publications and
learn how to access OncologyPRO, a
free online portal for members packed
with Congress webcasts and educational
resources.

While you are at the Booth, take a
stroll around the Society Village —a great
opportunity to meet representatives
from national oncology societies who
can tell you more about local activities
and support networks.

ESMO Membership Booth
Open Saturday to Monday in the
Exhibition Hall

Membership Services Desks
Open every day in the Registration Hall

Membership Services Centre
Open Saturday to Monday in the
Exhibition Hall
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ESMO Examination —
tonight

Tonight oncologists across the globe will
sit the ESMO Examination (17.30-20.00,
Hall 7). Here in Madrid, candidates will join
international colleagues to answer 100
multiple choice questions and demonstrate
their broad knowledge of medical oncology.

The ESMO Exam certificate, awarded to all

candidates who score 60% or more, is valid for
5years. B

A record-breaking 438 oncologists have
already signed up to take the exam, but
it is still not too late for ESMO Members to
register! Head to the ESMO Lounge to
register today (10.00 — 14.00).

Session Info:  ESMO Examination
Day/Date: Saturday 27 September
Room: Hall 7

Session Time:  17.30 — 20.00

{ RELAX! .

In our exclusive ‘members
only’ area, located in Hall 10

Find out tomorrow in a late-
breaking abstract presentation from
Dr Krishnansu Tewari from Irvine
Medical Center, Orange County, CA,
USA, who will be discussing the final
overall survival results of a phase
Il trial investigating this treatment
approach (LBA26).

Other late-breaking abstracts in this
session will discuss the results of a
double-blind trial investigating the
addition of cediranib to carboplatin-
paclitaxel ~ for  metastatic/recurrent
cervical cancer (LBA25_PR) and the
investigation of second-line dovitinib in
metastatic endometrial cancer according
to mutations in fibroblast growth factor
receptor 2 (FGFR2) (LBA27)

Session Info:
Proffered Paper Session,
Gynaecological Cancers

600D SCIENCE
BETTER MEDICINE
BEST PRACTICE

European Society for Medical Oncology

Stop by our
membership desks
in the exhibition or
registration hall

for more information

or

if you are an ESMO
member come and see
us in the members’ lounge.

E%EE  JOIN THE REFERENCE
#en#L SOCIETY FOR MEDICAL
m#=3%% ONCOLOGISTS

esmo.org

SPECIAL MEMBERSHIP
OFFER IN MADRID

ESMO Clinical Practice Guidelines

he ESMO Clinical  Practice

Guidelines are an invaluable source

of the latest research and clinical
data on a wide range of tumour types.
Prepared by leading experts in the field,
these evidence-based guidelines provide
clinicians with recommendations for the
diagnosis and management of different
cancers, to enable them to deliver the best
standard of care for their patients.

For 2014, there are updates to the following
Guidelines:  Metastatic ~ Colorectal ~ Cancer,
Follicular Lymphoma, Metastatic Non-Small-
Cell Lung Cancer, Bladder Cancer, Hodgkin's
Lymphoma, High-Grade Glioma and Anal Cancer.
In addition, there are two brand new Guidelines
on Myelodysplastic Syndromes and Bone Health
in Cancer Patients. Visit the ESMO Booth at the
Congress for more information or go to the website
http://www.esmo.org/Guidelines-Practice/
Clinical-Practice-Guidelines.

Two sessions tomorrow, will see case
presentations and discussions on a variety of
tumour types led by the experts involved in
producing the guidelines. Il

Do not miss this opportunity to

put your questions on diagnosis and
treatment to some of the leading lights
in cancer care!

Day/Date: Sunday 28 September

Room: Sevilla

Session Info:  ESMO Clinical Practice
Guidelines 1

Featuring: Advanced NSCLC, gastric

marginal zone lymphoma
or MALT-type, high-grade
glioma and HPV in head
and neck cancer

Session Time:  10.45 — 12.45

Session Info: - ESMO Clinical Practice
Guidelines 2

Advanced melanoma,
gestational trophoblastic
disease, Waldenstrom’s
macroglobulinaemia and
cervical cancer

Session Time:  13.45 — 15.45

Featuring:

Oncology across
the globe: ESMO’s

Joint Symposia

Precision medicine — the theme of this ESMO
2014 Congress — is at the frontier of oncology. In
the coming days ESMO will team up with oncology
societies from as far afield as Asia, Africa and
America for 10 Joint Symposium Sessions, many
of which will focus on issues relevant to the
evolution of personalised medicine and stratified
cancer care.

Day/Date: Saturday 27 September
Room: Granada
Session Info: - ESMO-CSCO:

Global collaboration in phase | cancer
drug development

Session Time: 09.15—-10.45

Room: Cordoba
Session Info:  ESMO-ESP:

Tissue markers for immuno-oncology
Session Time: 11.00 - 12.30

Room: Alicante

Session Info:  ESMO Emerging Countries Committee
(ECC) - AORTIC-SLACOM-UICC:
Personalised medicine with limited
resources: Myth or reality?

Session Time: 14.15-15.45

Day/Date: Sunday 28 September
Room: Valencia

Session Info:  ESMO-JSMO: How to integrate genome
sequencing data in oncology

Session Time: 09.15-10.45

Room: Bilbao

Session Info:  ESMO-EONS: Oral tumor therapy:
Collaboration and coordination of
healthcare professional activities to
enhance patient adherence

Session Time: 14.15—15.45

Day/Date: Monday 29 September
Room: Granada

Session Info: - ESMO-ASCO: The evolution of the
clinical trial landscape

Session Time: 11.00 —12.30

Room: Valencia

Session Info:  ESMO-EANM: Impact of molecular
imaging on management of lymphoma

Session Time: 11.00 — 12.30

Room: Granada

Session Info: - ESMO-SEOM Joint Symposium:
Investigation driven precision oncology

Session Time: 14.15-15.45

Room: Pamplona

Session Info: - ESMO-ESTRO-ESSO: Integration of
local therapy with targeted agents in
oligometastatic breast cancer

Session Time: 14.15-15.45

Room: Alicante

Session Info: - ESMO-SIOPE Session: Long-term side
effects in adolescent and young adults

Session Time: 09.15—-10.45

Saturday 27 September 2014 - ESMO European Society for Medical Oncology
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Young Oncologists: Working towards success

YO Masterclass

In the YO Masterclass yesterday afternoon,
which was run in collaboration with the European
Association for Cancer Research, four speakers
from across Europe discussed exciting areas
where basic science is being integrated into
clinical research. You can read a report of this
session in today’s Congress Dalily.

Young Oncologist Track

The Masterclass marked the beginning of four
packed days of sessions designed specifically for
early career oncologists: the Young Oncologists
track. YO sessions include educational talks,
workshops and discussions, packed with practical
advice guaranteed to enhance your skills for
research and clinical practice.

The topics were chosen by young oncologists
from across Europe, so you can be sure to find
plenty of relevant support.

Don’t miss the YO Breakfast sessions (08.00
— 08.45, Palma) which cover some of the more
stressful and challenging situations you may face:
how to address the media (Saturday), finding a
good work-life balance (Sunday) and exploring
the boundaries of the doctor-patient relationship
(Monday).

Young Oncologist Fellowships

ESMO prides itself in the support that it offers
for young oncologists. At Monday’s YO Special

Session (11.00 - 12.30, Pamplona) you can learn
more about the fellowship program and hear from
previous fellowship winners Floriana Morgillo
from the Seconda Universita degli Studi di Napoli,
Italy, and Hatem Azim from Insitute Jules Bordet,
Brussels, Belgium as they present their projects
here at congress.

Floriana knows that winning the fellowship was
a significant step forward for her career and that
the contacts she made with international scientists
were essential for collaboration as she continues
with her research.

For Hatem, the fellowship was a career defining
opportunity. It allowed him to combine several
research projects and complete a PhD. Today
he works as the associate scientific director of a
breast cancer research unit in Brussels, Belgium.

Find out more — the YO Corner

YO Corner is a section of ESMO's website
dedicated to early career oncologists. Here you
will discover a wealth of advice and information
to develop your skills and progress your research.

Plus, you will find some newly launched features:

Image of the Month challenges you to test your
skills. Can you make a diagnosis from this month’s
image, sent in by Dr Carmen Herrero Vicent and
colleagues from Instituto Valenciano de Oncologia,
Valencia, Spain.

00 science
BETER MEDICINE
BeST pRACTICE

European Society for Medical Oncology

Nutrition and Cancer
Nutricia Booth - 147

PRI
FOM (34 AT
CUARINET S0 SO ETARY
ﬁﬂ}l’-,“‘i 02 AL o
{"‘G‘um#&%‘

ESMO EDUCATIONAL PUBLICATIONS

AVAILABLE NOW

ESSENTIALS
FOR CLINICIANS

Thoracic Tumours
Pfizer Oncology Booth - 113

ESMO HANDBOOK

2014 SPOTLIGHTS

Selection of studies
Lilly Oncology Booth - 131

esmo.org

You can visit us online at www.esmo.org. Follow us on Twitter @myesmo. Find us on Facebook www.facebook.com/esmo.org

The YO Corner Journal Club can help you to
keep up to date with recent research with critical
reviews of the latest key papers from YO members
across Europe. If you would like to write your own
review, please get in touch.

We make it easy for you to stay in touch with
your newly-found YO friends too. Just check out
our social media channels:

e Facebook

e Twitter — start tweeting right away and tell us
about your congress experience so far

e LinkedIn

ESMO prides itself on it supporting its Young
Oncologists. Don't miss the chance to use the
opportunities ESMO provides to get practical
advice and enhance your skills to help you make
the best of your research opportunities.

Find more online

http://www.esmo.org/Conferences/ESM0-2014-
Congress/Young-Oncologists-Track
http://www.esmo.org/Career-Development/Young-
Oncologists-Corner

KEY EDUCATIONAL SESSIONS
SATURDAY 27 SEPTEMBER

Biology must guide the treatment in sarcoma

09.00-10.30 Pamplona
Symptoms in oncology

09.15-10.45 Valencia
Clinical issues in metastatic NSCLC

11.00 - 12.30 Madrid
Missed it?

Session repeated Sunday:

11.00-12.30 Pamplona

Management of breast cancer in specific
populations
11.00-12.30

Missed it?

Session repeated today:
16.00 - 17.30

Sevilla

Valencia

Skin tumours update

11.00-12.30 Granada

Clinical impact of tumour biology in the
management of oesophago-gastric cancer
11:00 - 12:30 Valencia

A multidisciplinary approach to locoregionally
advanced rectal cancer

16.00 - 17.30 Sevilla
Missed it?

Session repeated Sunday:

11.00-12.30 Granada

Quick & easy access to abstracts
from ESMO 2014, now available in

Annals
ofOQncology

Scan this¢R
code 10 ascess

s/

g/content/25/suppl_4.toc

or in app

OXFORD
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LATEST NEWS

Presidential
Symposium 1

DAY/DATE:

SUNDAY 28 SEPTEMBER

16.00-17.30 ROOM: MADRID

At the first Presidential Symposium tomorrow,
speakers will present the results of phase lll
studies with the potential to influence current
treatment approaches in metastatic breast
cancer and non-small-cell lung cancer (NSCLC).

Abstract: 3500_PR Final results of the phase
Il CLEOPATRA study, including overall survival,
in - which HER2-positive metastatic ~ breast
cancer patients were treated with the novel
first-line treatment combination of pertuzumab,
trastuzumab and docetaxel

Presenter: Dr Sandra Swain, Washington, DC, USA

Abstract: 11730 Results of the phase IIl MAGRIT
study to assess the efficacy of the recMAGE-A3
+ AS15 cancer immunotherapeutic as adjuvant
treatment for patients with resected MAGE-A3-
positive NSCLC

Presenter: Dr Johan Vansteenkiste, Leuven, Belgium

Abstract: LBA2_PR Results of the phase IIl
IMPRESS study investigating whether the addition
of gefitinib to chemotherapy was more effective
than chemotherapy alone in treating epidermal
growth factor receptor (EGFR) mutation-positive
NSCLC progressing on first-line gefitinib
Presenter: Dr Tony Mok, Hong Kong, China

Resistance to endocrine therapy is a
serious obstacle in the battle against
breast cancer. This important issue is
addressed in a Patient Cases Session
tomorrow.

Led by Dr Philippe Bedard from Princess
Margaret Hospital, Toronto, Canada, and
Dr Javier Cortes Castan from Instituto
Oncologico Baselga, Barcelona, Spain,
the session will discuss how to overcome
resistance in oestrogen receptor-positive
breast cancer and how to manage the
heterogeneity of triple-negative breast
cancer.

As this is such a controversial area,
you should make sure to attend!

Session Info:

Patient Cases. Targeting intrinsic
subtypes of metastatic breast cancer:
The spectrum of sensitivity to
endocrine therapy

CHALLENGE YOUR EXPERT

SATURDAY 27 AND SUNDAY 28 SEPTEMBER

Medical treatment for advanced endometrial
cancer

08.00 - 09.00 Alicante

Is hormone therapy really harmless in elderly
people?
08.00 — 09.00 Bilbao

Management of relapsed germ cell tumours
08.00 - 09.00 Salamanca

Larynx preservation: How should we decide
the best treatment?

08.00 — 09.00 San Sebastian

MONDAY 29 AND TUESDAY 30 SEPTEMBER
Adjuvant treatment of breast cancer

08.00 - 09.00 Alicante

Current diagnosis and treatment of CUP
08.00 - 09.00 San Sebastian

SCLC: Current approaches and the role of
radiotherapy (thoracic and PCl) in stage IV
disease

08.00 - 09.00 Bilbao

Thromboembolic disorders in oncology:
Present status and novel agents

08.00 - 09.00 Salamanca

600D SCIENCE
BETTER MEDICINE
BEST PRACTICE

European Society for Medical Oncology

ESMO EVENTS APP

esmo.org

FREE DOWNLOAD NOW!

Cancer is showing few signs of backing down,
but we're determined to find its weakness.

OncoGenex™ is committed to the development of
first-in-class, innovative therapies that have the potential
to meet the challenge of cancer treatment resistance.

V' Make the most of your ESM0 2014 Congress
experience by using the ESMO Events App.

Learn more at the OncoGenex exhibit.

www.HaveYouMetResistance.com

OncobeneX

© 2014 OncoGenex Pharmaceuticals, Inc. All rights reserved. 0GXI-062014-8c

Download it once and use it for many of
ESMO's conferences!

- T
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Patient Cases

SATURDAY 27 SEPTEMBER
Therapeutic challenges in oncogene addicted
lung cancers

08.00 - 09.00 Granada

Multimodal treatment approaches in bladder
cancer

08.00 - 09.00 Valencia

Immunotherapy or targeted therapy for
oncogene addicted melanoma

09.15-10.15 Salamanca

Cancer evolution: What can we learn from N=1
molecular studies?

10.30-11.30 Salamanca
Pregnancy, fertility and cancer
11.45-12.45 Salamanca

Challenging cases of oligometastatic NSCLC
14.30-15.30 Bilbao

Avoiding overdiagnosis and overtreatment
in cancer screening: Assessing the role of
personalised screening

16.00-17.00 Salamanca

SUNDAY 28 SEPTEMBER

Targeting intrinsic subtypes of metastatic
breast cancer: The spectrum of sensitivity to
endocrine therapy

8.00-9.00 Granada

Challenges in oligometastatic disease: Ways
towards long-term survival of metastatic CRC

8.00-9.00 Valencia

Clinical and ethical issues in cancer genetics

9.15-10.15 Salamanca

How does one manage rare neuroendocrine
malignancies?

10.30-11.30 Salamanca

Response, neurological function and other
objectives in the management of patients with
brain metastases

11.45-12.45 Salamanca

Treatment of medullary thyroid cancer (MTC)

14.30-15.30 Salamanca

MONDAY 29 SEPTEMBER

Treatment of castration-resistant prostate
cancer (CRPC) in special situations

08.00 - 09.00 Granada

Primary surgery or neoadjuvant chemotherapy
for ovarian cancer: How should we select the
patients?

08.00 —09.00 Valencia
Imaging decisions in haematological
malignancies

09.15-10.15 Salamanca

Demonstrating the emergence of resistance

10.30-11.30 Salamanca

Integrating systemic and locoregional
therapies in a patient with advanced
hepatocellular carcinoma (HCC)

11.45-12.45 Salamanca
Immunotherapy in clinical practice
14.30-15.30 Valencia

The management of isolated lung metastases
from soft tissue sarcomas (STS)

16.00-17.00 Valencia

Challenges in managing breast cancer in
young patients

16.00-17.00

Salamanca

Neoadjuvant therapy is a well-
established treatment approach
for many solid tumours. A Special
Symposium tomorrow, led by Dr
Evandro De Azambuja from Institut
Jules Bordet, Brussels, Belgium,
and Dr Suzette Delaloge from Institut
Gustave Roussy, Villejuif, France,
will focus on this approach in the
treatment of breast cancer.

Topics being discussed include:
assessing the risk of relapse in specific
breast cancer subtypes according to
post-neoadjuvant  therapy  residual
disease; which biomarkers can help
to define patient prognosis; and
whether molecular imaging can predict
pathological complete response. The
problem of designing clinical trials
including patients after neoadjuvant
treatment will also be addressed.

Session Info:
Special Symposium. Residual
disease after neoadjuvant therapies

GIOTRIF®: More than 1 year OS

improvement demonstrated in
2 independent phase lll trials*

Compared to chemotherapy:

- Superior PFS (primary endpoint)

- Significant improvements in QoL and symptoms*

- Over 1 year improvement in median OS in del19*

- Resulting in more than 2.5 years median OS in del19 patients*

EU indication

GIOTRIF® (afatinib) as monotherapy is indicated for the treatment of Epidermal Growth Factor Receptor (EGFR) TKI-naive adult patients with locally advanced
or metastatic non-small cell lung cancer (NSCLC) with activating EGFR mutation(s).
* LUX-lung 3 (N=345): 169 del19 patients, vs pemetrexed/cisplatin, median OS 33.3 vs 21.1 months (HR 0.54; 95% Cl, 0.36-0.79; P=0.0015). LUX-Lung 6 (N=364):
186 del19 patients, vs gemcitabine/cisplatin, median OS 31.4 vs 18.4 months (HR 0.64; 95% Cl, 0.44-0.94; P=0.0229)

# as measured by European Organisation for Research and Treatment of Cancer (EORTC) questionnaires. NEW
HR = hazard ratio; OS = overall survival; PFS = progression-free survival; QoL = quality of life. Va “/V ¢
Yang JC, et al. ASCO presentation and abstract J Clin Oncol 32:5s, 2014 (suppl; abstr 8004).
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ESMO recognises new centres of excellence

t a special Award Ceremony today

A 15 cancer centres from around the | [
globe will be given the prestigious

recognition of ‘ESMO Designated Centre

of Integrated Oncology and Palliative Care’

Malaga Auditorium, North Centre from

17.30.

These centres have been accredited as
recognition for providing comprehensive services
in supportive and palliative care as part of their
routine care and for their pioneering integration of
palliative care into routine cancer treatment.

The title will last for 3 years, during which time
the centres will play an active role in the promotion
of palliative care. l

Attend the ESMO Designated Centre Special
Session to learn about the work of these
centres and to hear more from senior peers
about the availability, costs and evidence for
care integration Saturday 17.30 — 19.35,
Malaga Auditorium

Twitter #£SM014

City/Town Country

ESMO s proud to present the results of
the latest research in neuroendocrine
tumours (NET) in a Proffered Paper
Session today. Among the exciting
data being presented, do not miss:

Cairo
Veldhoven

Majadahonda
(Madrid)

Milan

Abstract: 11320 The final overall survival
results of the phase Il RADIANT-3 trial,
investigating the use of everolimus for
the treatment of advanced pancreatic

Pays de la Loire

Lima NET, presented by Dr James Yao from
Bad Hersfeld the MD Anderson Cancer Center,
ag rersie Houston, TX, USA
Rotterdam Session Info:
Siracusa Proffered Paper Session,
Neuroendocrine tumours

Verona

Fermo
Heidelberg

Lishoa

SPECIAL MEMBERSHP
OFFER IN MADRID

(-4
Toronto 3 ] 2

3 YEARS FOR THE
PRICE OF 2!

Barcelona

LET'S THINK

BOEHRINGER INGELHEIM
IS COMMITTED TO ONCOLOGY

AND ADVANCED RESEARCH IN
THE AREAS OF:

® LUNG CANCER

B HEAD AND NECK SQUAMOUS CELL
CARCINOMA

B COLORECTAL CANCER

B MULTIPLE OTHER SOLID TUMOURS
AND HAEMATOLOGICAL MALIGNANCIES

www.inoncology.com

COPYRIGHT ©2014. BOEHRINGER INGELHEIM INTERNATIONAL GMBH.
ALL RIGHTS RESERVED.
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ESMO Masterclass: how to turn knowledge into cancer care

esterday the YO Track series

for young oncologists set off

to a successful start. At the YO
Masterclass, young oncologists heard
speakers from the European Association
for Cancer Research discuss how to
bridge the gap between basic science
and clinical research.

One way to integrate scientific knowledge
into trial design is to use clinical models. Dr
Joan Seoane from the Vall D’Hebron Institute
of Oncology, Barcelona, Spain, began the
Masterclass by explaining how frustration at
the lack of progress in glioblastoma treatment
— “Why are we going so slowly? Why are
we not able to find new compounds against
this disease?” — has led him to develop a novel
clinical model.

Established cell lines — which are used to
model novel compounds — are out-dated,
argued Dr Seoane. He questioned how such
selected cells can represent the heterogeneous
characteristics of human tumours, but believes
that he has developed a superior alternative.

“Now we are developing ‘patient-derived
models’. These models are based on tumour
samples obtained from patients during
surgery or biopsy,” he explained. Tissue
samples are then quickly inoculated into several
mice in locations that mimic the patient’s
original tumour and this allows researchers to
test the efficacy of a variety of drugs.

“If performed in parallel with clinical trials,
these models are powerful tools to assess
response to particular compounds,” said Dr
Seoane. His work shows how knowledge of basic
cellular genetics can directly link to clinical trials.

Laboratory research continues to expand our
knowledge of tumour heterogeneity. But Professor
Carlos Caldas from the University of Cambridge,
UK, admitted that expanding our understanding of
heterogeneity does not appear to make life easier
for oncology clinicians.

“On the surface, this knowledge appears to
be novel and so daunting that the practise of
oncology will be impossible,” said Dr Caldas.
But beneath the surface, this knowledge is far
from new.

Oncologists were aware of clonal evolution
as early as 1976. “Today, we are really re-
learning what we already knew,” said Dr
Caldas. He explained that modern sequencing
and laboratory techniques show the extent of
tumour heterogeneity. “If you stratify breast
cancer based on genomic drivers you see that
it is actually 10 different diseases and each
of these diseases has completely different
chromosomal rearrangements.”

But while this shift in the paradigm of knowledge
is undoubtedly exciting, how will it translate to
clinical trials and, ultimately, patient care?

“We cannot be doing 10 biopsies on
patients every 3 months,” admitted Dr Caldas.
“But we take blood samples all of the time.”

Liquid biopsies now allow clinicians to analyse
circulating DNA within the blood and Dr Caldas
hopes that such biopsies will — when combined
with knowledge of heterogeneity — help to identify
predictive biomarkers and inform the development
of novel treatments.

Liquid biopsies can detect circulating tumour
cells (CTCs), a biomarker for metastasis. Dr Klaus
Pantel from the Universitétsklinikum Hamburg-
Eppendorf, Hamburg, Germany, discussed how
recent research shows that high CTC counts
correlate with high tumour cell burdens and poor
progression-free  survival in metastatic breast
cancer.

“If you want to monitor the efficacy of a
breast cancer treatment, changes in CTC
counts give better indications than serum
factors,” said Dr Pantel. But he admitted that
detecting CTCs is far from straightforward,
especially in the early stages of cancer where CTC
numbers may be low. Even during metastasis,
there are 1 million blood cells to every CTC.

But Dr Pantel has developed a novel method to
detect CTCs. “In this approach, a needle is put
into a vein and this catches tumour cells while
they are in circulation,” explained Dr Pantel.
He added, “We have proof of principle data in
several cancer types.”

To bring CTC detection into the clinic, Dr Pantel
knows that he will need to study metastasis and try
to understand how it will change the management
of cancer patients. “One of the most exciting

questions is, can we identify the cells that are
responsible for metastasis?”

But another question was on the mind of Dr
Timothy Yap from the Institute of Cancer Research,
London, UK. He asked, “How can we personalise
the development of novel combination therapies?”

Dr Yap thinks that the answer lies in a new
generation of clinical trials. “It is critical to
incorporate real-time predictive biomarkers
into trial designs,” said Dr Yap. At the Institute in
London, Dr Yap and colleagues are already putting
this into practise.

The clinicians collect patient tumour and blood
samples from patients with metastatic cancer. The
samples are analysed within days and individual
patients are quickly matched to suitable targeted
treatments available in phase 1 trials. However, Dr
Yap is first to recognise that this is by no means
the perfect trial design.

“All of this is really nice, but in reality there are
plenty of issues with predictive biomarkers,”
he explained and commented on the many
improvements that remain to be made in the design
of trials, especially for novel drug combinations.
Improved patient selection will be key.

Session and YO Committee Chair, Dr Raffaele
Califano from The Christie NHS Foundation Trust
and University Hospital of South Manchester,
UK, said, “It was a great pleasure to see the
session so well attended. It shows that young
oncologists have great interest in linking basic
research to next generation clinical trials.”
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clinicos se han notificado episodios de fiebre. EI 1% de los pacientes de los ensayos rhmms presentaron eventos febriles graves no infecciosos, identificados como fiebre
acompanada de escalofrios graves, deshidratacidn, hipotensi6n y/o insuficiencia renal aguda de origen pre-renal en sujetos con una funcion renal basal normal. El inicio
de estos eventos febriles graves no infecciosos se pmdum principalmente durante el primer mes de tratamiento. Los pauentex con eventos febriles graves no infecciosos
respondieron bien a las reducciones y/o yalos cuidado: lulas escamosas ((CE) En el 9 % de los pacientes.
tratados con dabrafenib aparecieron casos de carcinoma cuténeo de células escamosas (incluyendo aquellos dlasificados como queratoacantomas o subtipos mixtos de
queratoacantomas). Aproximandamente el 70 % de los eventos se produjo durante las primeras 12 semanas de tratamiento, con una mediana del tlempo de aparicion de
8 semanas. £1 96 % de los pacientes que desarrollaron CCE continuaron el tratamiendo de [a pauta posoldgica. Nuevo mel: D Enlos ensayos
dlinicos se han notificado casos de nuevos melanomas primarios. Estos casos fueron tratados mediante extirpacidn y no fueron necesarias modificaciones del tratamiento.
Neoplasia maligna no cutdnea La activacidn de la seflalizacién de MAP-kinasa en células BRAF nativas que fueron expuestas a inibidores BRAF, incluyendo aquellas con
mutaciones RAS, puede conducir a un aumento de riesgo de aparicion de neoplasias malignas no cutdneas. Se han visto casos de neoplasias malignas en pacientes
trados con dabrafenib, provocados por mutaciones RAS. Se debe monitorizar a los pacientes en funcién de la clinica. Prolongacidn intervalo QT Un sujeto integrado en la
poblaci6n de seguridad experimenté una prolongacién QTcB > 500 mseg y solamente el 3 % experimentd el peor caso de prolongacidn QTc de > 60 mseg. Disminucion de
la FEVI Se han notificado casos de disminucién de la FEVI en el 1% de los pacientes, siendo en la mayoria de Ios a5 smtomatl:a ay reversible. Los pacientes con FEVI Dor
debajo del limite inferior normal no fueron incluidos en | clinicos con dabrafenib. A L los ensayos clinicos han sid

frecuentes (25 %), aunque estos fueron principalmente clasificados de gravedad Grado 1y 2, siendo poco frecuentes \os casos de Grado 3 (<1%), y no se notificé mngun
caso de Grado 4. Hipofosfatemia En los ensayos clinicos con dabrafenib se han notificado muy frecuentemente casos de hipofosfatemia (7 %). Se debe tener en cuenta
que aproximadamente la mitad de estos casos (4 %) presentaron una gravedad de Grado 3. Pancreatitis Se han notificado casos de pancreatitis en sujetos tratados con
dabm(emb Se debe investigar cuanto antes Ia aparicion de dolor abdominal de origen desconocido y realizar un andlisis de amilasa y lipasa séricas. Se debe monitorizar

alos pacientes que reinicien el tratamiento con dabrafenib tras un episodio de pancreatitis. Fallo renal Los casos de fallo renal debidos a pirexia asociada
a azotemia prerrenal o a nefritis granulomatosa fueron poco frecuentes. Sin embargo, no se han estudiado los efectos de dabrafenib en pacientes con insuficiencia renal
(definida por niveles de creatinina > 1,5 x LSN). Se debe tener precaucion en estos pacientes. Poblaciones espediales Pacientes de avanzada edad Del numero total de
pacientes incluidos en los estudios de dabrafenib (N = 578), el 22 % eran mayores de 65 afios, y un 6 % eran mayores de 75 afios. En comparacién con sujetos mds jovenes
(< 65 afios), hubo un mayor ndmero de pacientes > 65 afios que presentaron reacciones adversas que condujeron a reducciones de dosis (22 % vs 12 %) o interrupciones
(33 % vs 27 %). Ademds, los pacientes de mayor edad experimentaron més reacciones adversas graves en comparacion con los pacientes jvenes (1 % vs 22 %). No
se encontraron diferencias globales de eficacia entre estos sujetos y los sujetos mds jovenes. Sobredosis No existe un tratamiento especifico para tratar la sobredosis
de dabrafenib. Si se produce una sobredosis, el paciente debe ser tratado con medidas complementarias y una apropiada monitorizacion seguin sea necesario. DATOS
FARMACEUTICOS Periodo de validez 2 afios. Precauciones especiales de conservacidn Este medicamento no requiere condiciones especiales de conservacion. Naturaleza y
contenido del envase Frasco de polietileno de alta densidad (PEAD) de color blanco opaco con un tapén de rosca de polipropileno y un desecante de silica gel. Cada frasco

puede contener 28 0120 cdpsulas duras. Puede que solamente estén mmemahzados a\gunus tamaﬂos de envases. Precauciones especiales de eliminacion La eliminacion
d

Sistema de clasificacién de 6rganos
Muy frecuentes Papiloma
Frecuentes (Carcinoma cutdneo de células escamosas
Neoplasias benignas, malignas y no especifcadas Frecuentes Queratoss seborreica
(incuyendo uistesy pipos) Frecuentes Acrocorddn
Frecuentes Carcinoma de células basales*
Poco frecuentes | Nuevo melanoma primario
N . . Poco frecuentes Hipersensibilidad
Trastornos del sistema inmunoldgico -
Poco frecuentes Paniculitis
Muy frecuentes | Disminucion del apetito
Trastornos del metabolismo y de la nutricion Frecuentes Hipofosfatemia
Frecuentes i i
Trastornos del sistema nervioso Muy frecuentes (efalea
Trastornos oculares Poco frecuentes Uveitis
Trastornos respiratorios, tordcicos y mediastinicos Muy frecuentes Tos (OMERCI
Muy frecuentes Néusea
Muy frecuentes Vémitos
Trastornos gastrointestinales Muy frecuentes Diarrea
Frecuentes Estrefiimiento
Poco frecuentes Pancreatitis
Muy frecuentes Hiperqueratosis
Muy frecuentes Alopecia
Muy frecuentes Erupcidn cutdnea
Muy frecuentes Sindrome ia palmoplantar
Trastornos de la piel y del tejido subcuténeo Frecuentes | Pielseca
Frecuentes Prurito
Frecuentes Queratosis actinica
Frecuentes | Lesi6n enla piel
Frecuentes Eritema

You can visit us onlin at www.esmo.org. Follow us on Twitter @myesmo. Find us on Facebook www.facebook.com/esmo.org

del 0 no utilizad yde todos los. malenale; queh: lanormativa local. TITULAR DE LA AUTORIZACION DE

Trading . Currabinny. Carrigaline. County Cork. Irlanda. FECHA DE LA PRIMERA AUTORIZACION 26 de Agosto de 2013 FECHA
DE LA REVISION DEL TEXTO Junio 2014 CONDICIONES DE PRESCRIPCION Y DISPENSACION Medicamento sujeto a prescripcion médica. Diagndstico hospitalario. Dispensacién
hospitalaria sin cupon precinto. PRESENTACIONES Y PRECIO (Notificado) Tafinlar 50 mg, envase de 28 capsulas PVP 1133,91€ PVP IVA 1179,27 € Tafinlar 75 mg, envase de
28 capsulas PVP 1.672,91€ PVP VA 1.739,83 € Para mds informacidn, consulte la Ficha Técnica completa del producto. La informacidn detallada de este medicamento estd
disponible en la pagina web de la Agencia Europea de Medicamentos http: /www.ema.europa.eu.
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AFirst-Line BRAF Inhibitor

Tafinlar

dabrafenib

Treatment with TAFINLAR was proven to significantly extend
progression-free survival (PFS) vs dacarbazine'

.9 months

25 Jun 2012, secondary data cutoff subsequent to primary data cutoff on 19 Dec 2011

Efficacy in Previously Untreated Patients
(BREAK-3 Trial)'

TAFINLAR
(n=187)

Dacarbazine
(n=63)

PFS median, 6.9 2.1
months (95% (1) (52,90 (1532
Hazard ratio 037(0.24,0.58)
(95%Cl) P<0.0001

TAFINLAR is indicated in monotherapy for the treatment of adult patients
with unresectable or metastatic melanoma with a BRAF V600 mutation

= Before taking TAFINLAR, patients must have confirmation of tumour BRAF V600 mutation using
a validated test

(Please refer to full SmPC before prescribing)

Tafinlar” (dabrafenib) SOmg and 75ma capsules. Each capsule contains dabrafenib mesilate, equivalent to 50mg  and ches

'abdominal scan prior to treatment. Monitor as clinically appropriate and for up to 6 months after

The safety profile is based on data from 5 clinical monotherapy studies and included 578 patients with
melanoma. The most frequently occurring adverse reactions (>15%) of any grade for TAFINLAR included
hyperkeratosis, headache, pyrexia, arthralgia, fatigue, nausea, papilloma, alopecia, rash, and vomiting.'

TAFINLAR can also cause serious, less common side effects, including increasing the risk of developing new
primary cutaneous malignancies, serious febrile drug reactions, uveitis, iritis, and embryofoetal toxicity.

Adverse events should be reported by the HCP in their country of origin according to local guidelines.

and 75mg of dabrafenib, respectively. Indication In monotherapy for adults with unresectable or metastatic
melanoma with a BRAF V600 mutation. Dosage and administration Before taking dabrafenib, patients must
have confirmation of BRAF V600 mutation using a validated test. 150mg twice daily (b.d.) with interval of
~12hrs between doses (max. total dmv dose Omg) taken until patient no longer derives benefit or develops
unacce e
whole with water; do not he x with food/liquids. If dose is missed, do not take if <6 hours until
next dose. Dose modification: Management of ADRs may require treatment interruption, dose reduction or
discontinuation. ™ reduction: 100mg b.d., 2* reduction: 75mg b.d., 3 reduction: 50mg b.d. (min. dose). Consider
dose re-escalation following same dosing steps as de-escalation when ADR under effective management. Renal
impairment: No dose adjustment required in mild or e te impairment. Caution advised in severe renal
impairment. Hepatic impairment: No dose adjustment required in mild impairment. Caution advised in moderate
and severe hepaticimpairment. £lderfy: No initial dose adjustment required in patients >65 yrs. Paediatrics:
Safety & efficacy not established in patients <18 yrs. Contraindications Hypersensitivity to active substance or
ipients. Special Wamnings and Precautions Pyrexia: Interrupt treatment if temperature >38.5°C and investi
for infection. Restart once fever resolves with anti-py start at reduced d fever associated with
other severe signs or symptoms as clinically appropriate. Cutaneous squamous cell carcinoma (CuSCC) and new
primary melanoma. Examine skin prior to treatment, monthly during treatment and for up to 6 months after
discontinuation. Patients should inform their physician immediately if anew lesion develops. Dose modifications/
interruptions not recommended. Non-cutaneous secondary/recurrent malignancy: Head and neck examination

discontinuation. Renal faiure: Monitor serum creatinine routinely while on therapy, and interrupt treatment as
dinically appropriate if creatinine increases. U Monitor for signs and symptoms of ophthalmological reactions
while on therapy. Pancreatitis: Investigate unexplained abdominal pain promptly, including serum amylase &
lipase measurements. Monitor closely when re-starting dabrafenib. Q7 prolongatior: Treatment not recommended
in patients with uncorrectable electrolyte abnormalities, long QT syndrome or those taking medicinal products
known to prolong QT interval. Monitor ECG and electrolytes before treatment, one month after therapy, and after
dose modification. Permanent treatment discontinuation recommended if QTc increase is both >500msec and
>60msec change from baseline. Undesirable effects Please refer to full SmPC before prescribing. Very common.
papilloma, decreased appetite, headache, cough, nausea, vomiting, diarrhoea, hyperkeratosis, alopecia, rash, PPE
syndrome, arthralgia, myalgia, pain in extremity, pyrexia, fatigue, chills, asthenia. Common: cu hoeic
keratosis, skin tags, basal cell carcinoma, hypophosphataemia, hyperglycaemia, constipation, dr  pruritus,
acumrkeratnw skin lesion, erythema, influenza-like illness, LVEF decrease. InteramonsA void co-administration
with strong inducers or inhibitors of CYP2(8 and CYP3Ad, and agents that increa ic pH, when possible.
Exercise caution when co-administering with digoxin and with warfarin; consider additional INR monitorin
Dabrafenib may reduce efficacy of hormonal contraceptives; use alternative effective contraception and continue
for 4 weeks post-discontinuation. Pregnancy Do not administer to pregnant women unless benefit to mother
outweighs the risk to foetus. Basic NHS Cost 50m pack ; 75mg X 28-capsule pack £1,400.00.
Marketing authorisation (MA) nos. EU/1/13/ Ider GlaxoSmithKline Trading Services
Ltd., Kinsale Road, Cork. Legal category POM. U

Bk 3. MA hol
10/0002/14, March 201,

For UK attendees, reporting forms and information can be found at www.mhra.gov.uk/yellowcard.
Adverse events can also be reported to GlaxoSmithKline on +44 (0) 800 221 441 (UK Free phone number).
Spanish attendees can report suspect adverse drug reaction to the GSK Safety Unit
unidad.farmacovigilancia@gsk.com. Fax: +34 918 075 910 or Mobile: +34 669 443 468.

Further information is available from Customer Contact Cenre, Glax uSm\thme Stockley Park West, Uxbridge,

Middlesex UBTI 1BT; customercontactuki@gsk.com; Freephone: 0800 2

Abbreviated Summary of Product Characteristics for TAFINLAR in Snamsh canbe found below and

continues on the reverse page.

Please see full Summary of Product Characteristics for TAFINLAR available at booth #126.

Reference: 1. GlaxoSmithKline. TAFINLAR Summary of Product Characteristics.

TAFINLAR is not currently marketed in all territories and prescribers should check local marketing

authorisation status before prescribing. Cost and reimbursement status may also vary.

©2014 GlaxoSmithKline group of companies.

Allights reserved. OF/DBF/ 14 Date of preparation July 2014

TAFINLAR is a registered trademark of the GlaxoSmithKline group of companies.

W Este medicamento esla sujeto a seguimiento admunal lo que ag\\lzara 1a deteccidn de nueva mfovma(mn sobre su seguridad. Se invita a los profesionales sanitarios a

notificar Verlast NOMBRE DEL MEDICAMENTO Tafinlar 50 mg cépsulas

duras Tafinlar 75 mg wnsulas duras COMPOSICION (UALITATIVA 'Y CUNTITATVA Tafinla 50 m c&psls duras: ada capsula ura contene cabrafenib mesiiato equivalente

a 50 mg de dabratemh Talm\ar 75 mg cdpsulas duras: tada cpsula dura contiene dabraiemh mexllato equwa\enle 8 75 g de dabralemb Lista completa de excipientes:

jo (E72), didido de fitanio (EI7),

hmromelosa (E464) Tinta de |mnrex|un Grido de hierro negro (EI72), shellac, propilenglicol. FORMA FARMACEUTICA Capsula dura (cdpsula). Tafnlar 50 mg capsulas duras:
d

ycomo de (CE. Carcinoma mali dneo secundario/recurrente Los experimentos in vitro han demostrado
senalex de activacion paraddjica de la proteina qumaxa adwada por mltogenm (MAP kinasa) en células BRAF nativas con mulatlone& RAS, (uando fueron expuestas a
inhibidores BRAF. Esto puede p D malignas no onadas con ib cuando existen
mutaciones en RAS. Se han nofificado casos de neunlaslas mal\gnax asociadas a mutaciones RAS con otro inibidor de BRAF (leucemia mielomonadiica aronia y carcinoma
N0 cutdneo de células escamosas en cabeza y cuello), v con dabrafenib cuando se administro en combinacion un inhibidor de MEK, trametinib (céncer colorectal, cancer de
pancreas). Antes de iniciar el tratamiento, los pacientes se deben someter a exploraciones de cabeza y cuello, con inspeccion visual de la mucosa oral y palpacion de los

lor rojo oscuro, d 18mm de longitud, impresas ton ‘GSTEW' y 50 mg'. Tafinlar 75 mg cépsulas duras: capsulas oacas de colcr rosa nddulos linfticos, asi como realizar un escaner por Tomografia Computerizada (TC) de torax y abdomen. Durante el tratamiento, se debe monitorizar  los pacientes segin
oscuro, de aproximadamente 19 mm de longitud, impresas con ‘GS LHF'y ‘75 mg’. DATOS CLINICOS e mdmue dinicamente, m(luvendo explovamones de (abeza y wello cada Smesexv TC de térax y abdomen (aﬁa 6 meses. Se m(omlenda real\zar exploraciones analexy
monaterama de pacientes adultos con melanoma no resecame 0 metastasico con mutacién BRAF V600. Posologia y forma de inistracion £l dabrafenib yalfinal del necesario.
liciarse y ser supervisado por édi lizado en el uso de Antes de comenzar el dabrafenib, los pacientes dicado clinic te. Tras dabrafenib, se debe conti durante 6
deben tener un diagndstico de mutacién BRAF V600 positiva en el lumor tonwmado por un test validado. No se ha establecido la eficacia y sequridad de dabrafenib en

de tipo nativo y por I d b en pacientes | BRAF de tipo nativo. Posologia La dosi
de dabrafenib es de 150 mg (dos cépsulas de 75 mg) dos veces al dia (eqmvaleme auna dosis diaria total de 300 mg). Dabrafenib se debe de tomar al menos

meses o hasta el i mmm de otro tratamiento anlmeop\asw(o (ualquier resultado anémalo debe ser tratado de acuerdo a la practica clinica. In;ur iciencia renal Se han
I

y
nivele

0 dos horas después de las comidas, dejando un mlervalo de apmxlmadameme 12 horas entre ambas tomas. Dahvafemh se debe tomar a Ia; mismas hmas Indos los d\ax
para favorecer el

clnic del tratamieto o cando desarrll ua toicidad nolerable (ver Tabla 2). Dosis olvidadas Si olvida tomar una dosis, no debe volver a tomar el medicamento si
quedan menos de 6 horas hasta [a préxima toma. Modificaciones de dosis Se dispone de dos tipos de cdpsulas con concentraciones de dabrafenib de 50 mg y 75 mg para
poder ajustar de manera efectiva las de dosis necesarias. £l manejo de las ma(uunex adversas nuede mquenr la interrupcion del Iratam|enla, la reduccion

y respondieron bien a i de I hi
de creatinina en suero de los pacientes mlemvas estén recibiendo tratamiento. Si se producen aumentos de los niveles de creatinina, podria ser necesario interrumpir el
tratamiento con dabrafenib cuando sea aproplado (Iml(amenle No s ha estudiado el uso de dabrafenib en pacientes con insuficiencia renal (deﬂmda por niveles de
creatinina>1,5x LSN), por lo tanto, d tes. Uveitis Se reacciont is.
Se L:ebe anmlunzav a los pacientes de manera mlmana duranle el Iratam\enlu, para de‘edav SIQHUS A :lnlumas oculares (del tipo, (amblux en Ia vision, fotofobia y du\m
ocular). Pancreatiti

y volvio

de dosis 0 la suspensidn del tratamiento (ver Tablas 1y 2). No da realizar adversas de Carcinoma
Cutdneo de Células Escamosas (CCE) o nuevo me\ancma primario. £l tratamiento se debe |nlerrummr sila lemneratura del nauenle es>38,5°C. Se debe examinar a los

aaparecer dosis reducid: deb 6n d yrealizar alisis de
Se debe monitorizar detenidamente a los pacientes que vemmen el tratamiento con dabrafenib tras un episodio de pancreatitis. Prolonqacién del \mevva\o QT El peor aso

pacientes en busca de signos y sintc d . Las ylas de modificacion de dosis se presentan

enlaTablaTy Tabla 2 respectivamente. No se recomiendan ajustes posoldgicos de dosis menoms de 50 mg dos veces al dia.
Tabla I: Reducciones de dosis recomendadas para dabrafenib

intervalo QTc fue de > 60 milisegundos (mse), que fue observado en el 3 % de los sujetos tratados con dabrafenib (Un caso > 500 mseg integrado en la
poblacion de seguridad). No se recomienda el tralamlemo con dabrafenib en pacientes con anomalias elemountas no (oueglbles (m(\uvendo magnesio), sindrome de QT
largo, 0 que esten tomando lintervalo QT. Se debe monitorizar i antes del

tratamiento con dabrafenib, tras un mes de tratamlenm y después de veahzar momr(atmnex de la paula poso\og\m Se retom\enda expe(lalmente en pacientes con
Nivel de dosis insuficiencia hepética de moderada a grave, llevar a cabo una moni EG 3 primeros meses de tratamiento, y a partir
de entonces con una frecuencia de 3 IMeses 0 con mayor rre(uenua seqn se requiera dlmramenle Nn se re(nmlenda iniciar el tratamiento con dabrafenib en pacientes con
Dosis completa 150 my dos veces al dia QTc>500 mseg. Sidurante el tratamiento, corregir
Primera reduccion 100 mg dos veces al dia electrolticas (incluyendo magnesio) y controlar los factores de riesgo cardiaco que prolongan el ntervalo 01 (por ejemplo, insuficiencia cardiaca congestiva, bradiarritmias).
” " El tratamiento se debe reiniciar cuando el intervalo QT descienda por debajo de 500 mseg v a dosis inferiores a las descritas en la Tabla 2. Se recomienda suspender
Segunda reducdén 75 my dos veces aldia permanentemente el tratamiento con dabrafenb s el ntervalo QTc aumenta hasta alcanzar valores > 500 mseg y si se modifica en > 60 mseg con respecto a los valores
Tercera reduccion 50 mg dos veces al dia previos al tratamiento. Efectos de otros medicamentos sobre dabrafenib Dabrafenib es un sustrato de CYP2(8 y CYP3A4. Siempre que sea posible, se debe evitar el uso
concomitante con mdu(lores potentes de estas enzimas, ya que estos agentes pueden disminuir la ell(a(la de dabrafenib. S\emme que sea posible, se debe evitar el uso
Tabla 2: s d de dosis de dabrafenib en funcidn de Ic Adversos (AA) de cualquier grado I pH gaxln(o, vaql la
" e esuninductor imd la pérdid izar una
Grado (CTC-AAY revision de la utilizacion de medicamentos que usa e\ paciente cuando se inicia el tratamiento con ﬁahrafenlh Se debe ewtar e\ uso mnmmltante de dabrafenib con
Grado1 0 Grado 2 (Tolerable) | Continuar el tratamiento y montorizar a los pacientes en funcidn de[a clnica. medicamentos que son sustratos sensibles a certas enzimas metabolizadoras o sino puede ficadiay de los ajustes de
- - la dosis. La administracién concomitante de dabrafenib con warfarina puede provocar una disminuacin de la exposicion a warfarina. Se debe tener precaucion y se
Grado2 do3 | Interrumpirel que latoxicidad sea de grado 0-1 reducir a dosis un nivel cuando se reinicie el tratamiento. recomienda un mayor control del INR (International Normalized Ratio) cuando se utilice dabrafenib de forma concomitante con warfarina y cuando se suspenda el
Suspender o interrumpir el tratamiento hasta que la toxicidad sea de grado 0-1 y reducir un nivel fa dosis cuando se reinicie tratamiento de dabrafenib. La administracion concomitante de dabrafenib con digoxina puede provocar una disminuacin de la exposicién a digoxina. Se debe tener
Grado4 ol tratamiento. pre(auuun y xe remm\emia una mayor cuando digoxina (un de sustrato) se use con dabrafenib y cuando se suspenda el
- PR - fenib. | i ion Efectos de otros medicamentos sobre dabrafenib Dabrafenib es un sustrato de
*Grad d d los criterios de Common Terminology Criteria for Adverse Events (CTC-AE) v4.0

(uando una reaccion adversa individual se maneja de Mmanera efectiva, se puede considerar realizar un re-¢ es(alado de dOSIS siguiendo las mismas pautas posolngn:as
. Paci seguridad
de dabrafenib en pacientes no caucdsicos. No se dispone de datos. Pacientes de edad avanzada No se reuuleren ajuxles de la dosis inicial en pacientes > 65 afios de edad.
Insuficiencia renal No se requieren ajustes de dosis en pacientes con insuficiencia renal leve o moderada. No existen datos clinicos en sujetos con insuficiencia renal grave y
no se ha podido determinar la posible necesidad de ajuste de dosis. Dabrafenib se debe utilizar con precaucion en pacientes con insuficiencia renal grave. Insuficiencia
hepética No ya requieren alustes de dosis en patlemes on msunuenaa nepaum leve. No existen datos clinicos en sujetos con mxuﬁ(lenua hepan(a de moderada a gvavev
nose hape dete hepatico y la secrecion biliar son as principales ruts by
metabu\lto& por lo que los pacientes con insuficenca hepélica de moderada a grave pueden presentar un aumento de la exposiion. Dabrafrib se debe utizar con
precaucion en pacientes con insuficiencia hepética moderada o grave. Poblacidn pedidtrica No se ha establecido todavia la seguridad y eficacia de dabrafenib en nifios y
adolescentes (< 18 afios de edad). No se dispone de datos inicos. En los estudios de dabrafenib en animales jévenes aparecieron efectos adversos, los cuales no fueron
observados en animales adultos. Forma de admmlslra(lun lax (auxulax se deben tragar enteras con agua. No se deben masticar 0 machacar y no se deben mezclar con
alimentos o liquidos, debldo ala me;lamhdad a [ al principio acti lguno de los excipientes. Advertencias y
BRAF de tipo nativo y por o tanto, dabrafenib no
se debe utilizar en pacientes con me\anoma BRAF de tipo nativo. P\rema En los ensayos linicos se han notificado episodios de fiebre. EI 1% de los pacientes de los ensayos
clinicos presentaron eventos febriles graves no infecciosos, definidos como ﬂebre ammnanada de escalofrios graves, desmdvatamon hlnotenxmn ylo msun(lenua renal
aguda de origen pre-renal en sujetos con una funcion renal normal. El nicic no infecciost | primer mes.
de tratamiento. Los pacientes con eventos febriles graves no infecciosos respondieron bien a las reducciones y/o interrupciones de dosis y  los cuidados complementarios.
El tratamiento con dabrafenib se dehe mtenumpn si \a temperatura del pacientes es > 385°C. Se dehe exammara los pacientes en busca de swgnos y sntomas de infeccion.
[} tamol. Sifa fiebre
se asocia con otros signos o smtomas qraves, se deb dabi b dosis reducida una vez que fa fiebre remita y segun la clinica del paciente.
Carcinoma_cutdneo de_células escamosas ((CE) Se han nutmcadu aasos de (CE (incuyendo aquellos clasificados como queratoacantomas o subtipos mixtos de
Gueramatantomas) en pacientes Ivatadu: con dabrafenib. Antes de empezar el tratamiento con dabrafenib, se remmlenda realizar examenes cutdneos para detectar (CE.

pacientes

las enzimas metabdlicas (YP2(8 y CYP3A4, mientras que los metaboltos ativos, hidroxi-dabrafenib y desmetil-dabrafenib son sustratos de CYP3Ad. Los medicamentos que
acttian como inhibidores o inductores potentes de CYP2(8 o (YP3A4, tienden a aumentar o disminuir las concentraciones de dabrafenib, respectivamente. Por ello, y si es
posible, durante el tratamiento con dabrafenib se debe considerar fa administracidn de agentes alternativos. Se debe tener precaucion cuando se administren inhibidores
potentes (por ejemplo, ketoconazol, nefazodona, claritromicina, ritonavir, saquinavir,telitromicina, itraconazol, voriconazol, posaconazol, atazanavir) con dabrafenib. Se debe:
evitar la coadministracidn de dabrafenib con inductores potentes de CYP2(8 o CYP3A4 (por ejemplo, rifampicinia, fenitoina, carbamazepina, fenobarbital, o Hierba de San
Juan (Hypericum perforatum)) con dabrafenib. Los datos farmacocinéticos mostraron un aumento de a C,.,, (26 %) y el AUC (57 %) a dosis repetidas de dabrafenib con
ketoconazol (un inhibidor de CYP3A4), e incrementos del AUC (48 % v 61 %, de los metabolitos hidrxi-dabrafenib y desmetil-dabrafenib. Se identificd un
descenso del 33 % en el AUC para carboxi-dabrafenib. La solubilidad de dabrafenib es pH dependiente con disminuciones de la solubilidad cuanto mayor sea el pH. Los
medicamentos omo los inhibidores de la bomba de prolanes que inhiben la secreccin gdstrica elevando el pH gasm(a pueden disminuir la solubilidad de dabrafenib y
reducir su biodis ilidad. No se ha llevad yo dlinico par evaluav el e!e(lodel pHenla ib. Debido al riesgo dequ

los agente: J | pH puedan disminuir la ilidad oral y | debe enlamedida de lo posible el uso de medicamentos que
aumenten el pH gdstrico durante el tratamiento con dabrafenib. Efectos de dabrafenib sobre otros medicamentos Dabrafenib es un inductor enzimético que incrementa la
sintesis de enzimas que metabolizan medicamentos entre las que se incluyen CYP3A4, CYP2Cs y CYP2B6. También puede incrementar fa sintesis de transportadores. Este
eig(lo provoca una reduccion de os niveles plasmticos de medita‘rgeﬂlus metalluhzai@i por estas Sn}im}s, ¥ puede afectar a algunos medi@me‘nlus Ivarsuunadus. la

b
en [a formacidn de metabolitos activos de estos medicamentos. Entre [as enzimas que pueden ser inducidas se incluyen CYP3A presente en el higado e intestino, CYP285,
CYP2C8, CYP2CS, CYP2(19 y UGTs (enzims glucurdnido conjugadas). EI transportador de proteina Pgp puede también ser inducido al igual que otros transportadores, por
ejemplo MRP-2, BCRP y OATPIBI/1B3. In vitro, dabrafenib produce incrementos en CYP2B6 y CYP3A4 de manera dosis dependiente. En un estudio de interaccion de farmacos,
1a G ¥ €l AUC de midazolam administrado por via oral (un sustrato de CYP3A4) disminuyd un 61 %y un 74 % respectivamente, al administrarlo junto con dosis repetidas de
dabrafenib, usando una formulacidn con menor biodisponibildad que la formulacién de dabrafenib. Es de esperar q teracci on muchos que
se ellmlnen através ﬁe\ metahohsmo 0por lvanspcrle adtivo. Estos med\(amenmx se ﬁeben evnar o se deben utlhzav con nve(au(mn si SU efecto terapéutico es de gran

nose e sospecha que el riesgo
de dafio hepatico tras la adm\msua(mn de paracetamol es mayor en pacientes tratados de forma concomitante con inductores enziméticos. Es de esperar que el nimero de

los pacients

ratamientoy
durant do de 6 mestr ’ i dab

ib 0 hastala iniciacion d ineoplasica. L d ff[sedebenlratarmemame

afectados sea grande, aunque la magnitud de a interaccion puede vanav Entm e\ grupo de med\ramenmx que pueden verse afeclado; se incluyen los
iguientes \muaestos * . ¢). fentanilo, metad (p. ]

yel i b deb sin ajustes de d Sedebemdltar“ ent
si desarm\lan nuevas lesiones. Nuevo melanoma primario En los ensayos clnicos se han notificado casos de nuevos melanomas primarios. Estos casos fueron |denm|(ados
durante los primeros 5 meses de tratamiento, y se trataron mediante extirpacion sin la necesidad de realizar modificaciones en el tratamiento. Se deben monitorizar las

¢]. cabazitaxel) 0. ¢ warfarina) . ¢ fenitoina, primidona, &cido valproico) «Antipsicoticos (p. e]
haloperidol) *Blogueantes de canales de dlcio (p. e. diltiazem, felodipino, nicardipino, mdeflpmu, verapamilo) Glucosidos cardiacos (p. j. digoxina) Corticosteroides (p.
e]. dexametasona, metilprednisolona) +Antivirales para el VIH (p. ej. amprenavir, atazanavir, darunavir, delavirdina, efavirenz, fosamprenavir, indinavir, lopinavir, saquinavir,

(ontinda al dorso.



