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FEATURE STORY

NEW FRONTIERS

BY ANDELIKA KALEZIC

Dr. Voin Petrovic is

a protein biochemist
based in Oslo, Norway,
currently working as a
scientist at Thermo Fisher
Scientific. He has a strong
background in biochemical
research and targeted
proteomics; he completed
his PhD at the University of
Belgrade and later pursued
postdoctoral research at
the Norwegian University
of Science and Technology
(NTNU) in Trondheim,
Norway, where he focused
on mass spectrometry-
based proteomics

and cancer signaling
pathways. His expertise
lies in protein structure,
function, and metabolism,
with a particular emphasis
on optimizing sample
preparation for high-
precision analysis.

Targeted proteomics is a powerful
approach that enables researchers
to analyze specific proteins within
complex biological systems,

Dr. Voin Petrovic, photo courtesy of Dr. Voin Petrovic
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offering crucial insights into cancer
metabolism and therapeutic targets.
As technological advancements
push the field forward, Dr. Petrovic¢
explores both the opportunities and
challenges of integrating proteomics
into oncology research and clinical
practice.

In this interview, Oncology Compass
Digest discusses with Dr. Petrovic¢
the potential of targeted proteomics
in advancing cancer treatment, the
hurdles in methodology and real-
world application, and the evolving
role of liquid biopsies and Al in the
field.

Dr. Petrovi¢, can you share more
about your research background?
Where did you work, and what were
the main focuses of your research?

| come from a biochemical
background, and | completed my
PhD at the University of Belgrade. My
early work focused on developing
tumor drugs based on gold
complexes. Later, during my postdoc
at NTNU in Trondheim, Norway;, |
specialized in targeted proteomics
and the role of signaling molecules in
cancer.

| consider myself a protein chemist,
meaning my research has been
deeply focused on proteins—their
structure and how they impact cancer
metabolism. My training emphasized
protein purification and isolation, so
for me, sample preparation is key to
obtaining reliable results downstream.

At its core, how would you define
targeted proteomics?

When we talk about targeted
proteomics, we are considering

mass spectrometry-based approach
that focuses on a specific subset

of proteins that belong to a similar
group, either based on their structure,
function, or other properties.

Unlike traditional discovery
proteomics, which aims to identify as
many proteins as possible, targeted
proteomics selectively analyzes a
predefined set of proteins within a

biological sample and focuses on in detail the signaling pathways and
detecting and quantifying specific metabolism of cancers. The hope
proteins of interest with high is that if we fully understand these
accuracy and reproducibility. mechanisms, we will be able to

g ) precisely target critical steps in their
‘For example, | was working with metabolism that lead to progression,

signaling kinases, a class of enzymes | metastasis, or drug resistance.
that introduce phosphate groups

onto other proteins to regulate their Ideally, we could use targeted

function. proteomics to characterize tumors
o i down to the last protein and use

Targeted proteomics is particularly that knowledge to enable the

valuable in oncology, where we study  development of new therapies or

such key proteins involved in cancer | improve how existing treatments are
metabolism, signaling pathways, applied.

and drug responses for biomarker
validation, disease monitoring, and

. A What do you see as the main
personalized medicine development.

methodological and technical

O
What potential does targeted Gl e T2

proteomics hold for advancing While we have a solid understanding
oncology? of how to analyze proteomics data,
the biggest challenges lie in the

The main driver of current proteomics methodo|ogy and technical aspects
research in cancer is mapping out of sample preparation. Modern

—

Dr. Voin Petrovic, photo courtesy of Dr. Voin Petrovic
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mass spectrometry techniques

and solutions generate incredibly
high-quality data—so high, in fact,
that they reveal inconsistencies in
how samples are prepared. Lack of
standardization in sample preparation
introduces bias and makes comparing
results across different studies quite
challenging.

The complexity of the starting
material is another major hurdle,
compounded by biological diversity
across individuals, tissues, and even
within the same patient over time.

Addressing these challenges is
crucial before we can make reliable
interpretations relevant to potential
clinical applications.

What are the key obstacles to
bringing emerging innovations into
real-world clinical practice?

The biggest barrier is logistics.
Maintaining and running a proteomics
facility requires significant
resources—expensive instruments,
costly instrument time, and
substantial IT infrastructure to handle
and interpret results.

Unlike routine lab work, proteomics
analysis demands high computing
power and considerable time. The
main bottleneck is actually the
production of data.

Even if we perfected and
standardized sample preparation
methods today, we would still need
major infrastructure investments

to streamline sample analysis and
integrate results into clinical decision-
making.

Liquid biopsies are gaining
attention—what do you believe
holds the most value in this area
currently?

Liquid biopsies are incredibly
promising because they are relatively
noninvasive and easy to obtain and
preserve. This is crucial for patient
comfort, confidence, compliance,
and sampling practicality in clinical
settings.
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The most common liquid biopsy

is a simple blood sample, which

can provide valuable insights into a
patient's physiology. But other bodily
fluids—especially those from hard-to-
reach areas—could offer even deeper
insights.

For example, cerebrospinal fluid could
help us understand neurological
conditions, while fluid from specific
tumor microenvironments might
reveal localized metabolic changes.

If we develop smart methods to
process these samples and extract
meaningful data, liquid biopsies could
revolutionize how we monitor and
treat cancer.

Can you discuss the role of single-
cell proteomics in understanding
tumor heterogeneity? How does
this translate into personalized
medicine?

Single-cell proteomics is
extremely important in building
our understanding of how tumors
function and how the life cycles
of different cell populations within
a tumor evolve over time. This
knowledge could help us develop
therapies that target tumors at
specific stages of their life cycle,
which is crucial for curbing the
progression of the disease.

However, when it comes to
personalized medicine, we still have
a long way to go before single-cell
proteomics becomes a routine
diagnostic, decision-making, or
treatment tool. That said, in certain
cases—such as blood cancers or
highly diffuse tumors—single-cell
proteomics could offer major benefits.
At this stage of current research,
we need to see more large-scale
applications before they become
widely adopted in clinical settings.

How do you envision targeted
proteomics contributing to the
development of personalized cancer
vaccines?

Before we can develop personalized
cancer vaccines, we need to gather
extensive data and refine our

models. The first step is improving
diagnostics—identifying the specific
proteins and molecular markers
unique to different cancers. Once we
achieve that, we're already halfway to
creating better treatments.

So, while the potential is there, we still
have foundational work to do before
targeted proteomics can fully support
personalized cancer vaccines.

What strategies are being
implemented to address disparities
in biomarker-based eligibility for
precision oncology?

Proteomics has the potential to
greatly improve our understanding

of biomarkers. Instead of thinking of
biomarkers in the traditional sense

as single molecules detected in the
body, proteomics allows us to identify
changes at a much finer level—such
as post-translational modifications or
phosphorylation patterns on proteins.
Here, we are considering parts of

the molecule, specific parts of a
protein being modified in different
ways — having different structures or
different sequences as constituting a
biomarker. These molecular changes
could serve as highly specific
biomarkers, improving patient
stratification for precision treatments.

How has the integration of artificial
intelligence (Al) influenced targeted
proteomics in oncology?

Al is a fascinating development, and
it's hard not to be optimistic about its
potential. Given the vast complexity
of proteomics data, Al and machine
learning could help us solve several
difficult tasks and manage and
interpret the data more efficiently.
We haven't yet seen widespread Al
adoption in mass spectrometry and
proteomics, but if there's any field in
life sciences that stands to benefit,
it's this one. The sheer volume

and complexity of proteomics and
multiomics data make Al an ideal tool
for extracting meaningful insights
from biological samples. I'm hopeful
that future developments in Al will
help us tackle some of the toughest
challenges in this field.
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BREAKING THE SILENCE

HOW YESWEGAN!GER IS
REVOLUTIONIZIN
SUPPORT AND

BY ANNE JAKEL

For far too long, a cancer
diagnosis has been
accompanied by silence,
stigma, and isolation.
Despite advances in
oncology, many patients
struggle with feelings of
loneliness and uncertainty,
unable to find the right
words or the right support
system. In an era where
digital connectivity is
reshaping healthcare, one
organization is leading the
charge in transforming
patient communication
and empowerment:
yeswecanl!cer.

Founded by media
entrepreneur Jorg A. Hoppe
after his own battle with
cancer, yeswecan!cer is
more than just a platform;

it is a movement to break
taboos, foster community,
and revolutionize how
cancer patients interact with
one another, with healthcare
providers, and with society.

6

Photo credit: Founder J6rg A. Hoppe at YES!CON 2.0.
Copyright © yeswecan!cer, Courtesy of Julia Schoierer

The communication skills of
oncologists, particularly their
ability to convey competence,
honesty, and empathy, significantly
influence patient trust and treatment
adherence. Research indicates
that enhanced expression of these
qualities by oncologists led to
increased patient trust, improved
expectations of treatment success,
and a higher likelihood of patients
recommending their oncologists.!

Furthermore, patient-centered
communication has been associated
with greater patient satisfaction and

lower emotional distress, which are
essential for informed decision-
making and adherence to treatment
plans.2?

Conversely, a lack of effective
communication can lead to
misunderstandings, decreased
trust, and reduced adherence to
prescribed therapies, ultimately
compromising patient outcomes.

yeswecan!cer: a digital lifeline for
cancer patients

Established in 2018, yeswecan!cer

E3 Digest



LOBBYING FOR CHANGE

was born out of a critical need: to
provide cancer patients with an
accessible, stigma-free environment
where they could share their
experiences, seek advice, and find
support.

Hoppe recognized that while medical
advancements were extending lives,
many patients still faced a crushing
sense of isolation. By leveraging
digital technology, yeswecan!cer
created a space where no patient has
to navigate their journey alone.*

At the heart of the initiative is

the YES!APP, a free, secure, and
anonymous digital platform that
connects cancer patients, survivors,
and supporters. The app serves as a
virtual meeting place where users can
engage in peer-to-peer discussions,
access expert advice, and build a
support network tailored to their
unique needs. With features designed
to encourage open dialogue and
emotional support, the YES!APP helps
patients regain control of their lives
beyond their diagnosis.*

Users of the YES!APP can participate
in topic-specific chat groups, offering
a space for discussions on various
aspects of the cancer journey, from
treatment options and side effects

to emotional challenges and coping
strategies. The app also includes
one-on-one messaging features,
allowing patients to privately
connect with those who share
similar experiences. This fosters

an environment where individuals
can share advice, encouragement,
and personal insights in a safe and
supportive setting.*

Beyond peer-to-peer support,
yeswecan!cer facilitates interactions
between patients and medical
professionals. Through live Q&A
sessions, webinars, and expert
discussions, patients can gain
valuable insights from oncologists,
psychologists, and other healthcare
professionals. These sessions cover
a range of critical topics, including
the latest advancements in cancer
treatment, nutrition, and mental
well-being. This direct access to
specialists helps patients make more
informed decisions about their health

E3 Digest

while reinforcing the importance of
holistic care.*

The YES!APP also features

a mentoring program, where
experienced cancer survivors can
guide newly diagnosed patients
through their treatment journeys.
This mentorship initiative fosters

a strong sense of community and
reassurance, helping individuals
navigate the overwhelming aspects
of their diagnosis with the support
of those who have been through
similar experiences. Additionally, the
app integrates a resource library,
providing users with educational
materials, recommended readings,
and curated content from reputable
cancer organizations.*

YES!CON: redefining cancer
awareness and advocacy

In addition to the YES!APP,
yeswecan!cer has made waves

with its YESICON event, Germany's
first and largest cancer convention.
Launched in 2020, YESI!CON brings
together medical experts, patients,
caregivers, and advocates to discuss
the future of cancer care.

This annual event creates an open
forum where patients are not just
passive recipients of care but active
participants in shaping their own
treatment journeys. Through panel
discussions, expert-led workshops,
and patient testimonials, YES!CON
fosters a dynamic conversation
around cancer, empowering
individuals with knowledge,
resources, and hope.*

The real-world impact of
yeswecan!cer

The success of yeswecanlcer is
reflected in the voices of those it
serves. Take, for instance, the story
of Anna, a 38-year-old breast cancer
survivor. Before discovering the
YES!APP, Anna felt disconnected
from her peers and overwhelmed

by her diagnosis. Traditional support
groups didn't fit her needs, and
online forums lacked the security she
desired. Through yeswecan!cer, she
found a community that understood

her struggles, helped her navigate
treatment decisions, and provided
emotional reassurance.*

Anna’s experience is not unique.
Thousands of cancer patients have
turned to yeswecan!cer as a vital
resource, underscoring the need for
digital tools in oncology care. Beyond
patient-to-patient support, the
platform also facilitates discussions
between patients and healthcare
professionals, fostering a more
holistic approach to treatment and
recovery.

The role of oncologists and
pharmaceutical companies
in supporting digital patient
communities

While platforms like yeswecan!cer
have made significant strides, their
full potential can only be realized
through collaboration. Oncologists
play a crucial role in guiding patients
toward these resources, ensuring
they receive not only medical care
but also psychological and emotional
support. By integrating digital patient
communities into standard oncology
practice, healthcare professionals
can enhance patient engagement,
treatment adherence, and overall
well-being. Pharmaceutical
companies also have an opportunity
to contribute. Investing in digital
health initiatives like yeswecan!cer
not only demonstrates a commitment
to patient-centric care but also
facilitates real-world data collection,
which can inform better treatment
strategies. Through partnerships and
sponsorships, pharma companies
can help expand these platforms,
making them even more accessible to
diverse patient populations.

The future of cancer care is not

just about better treatments but

also about better communication.
yeswecan!cer is leading the way, but
its success depends on a collective
effort. Oncologists, healthcare
providers, and industry leaders must
recognize the power of digital patient
communities and actively support
their growth. By embracing platforms
like yeswecanl!cer, we can ensure that
no patient faces cancer alone.
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PATIENT INITIATIVE

UIDING GANGER
PATIENTS THROUG
THE SYSTEM: WHY
ONKOLOTSE IS A
GAME GHANGER IN
ONCOLOGY GARE

BY ANNE JAKEL

Cancer patients often find themselves overwhelmed by
the complexities of their diagnosis, treatment options, and
the healthcare system itself. The emotional and logistical
burden can be immense, leading to delays in treatment,
missed opportunities for support, and an overall decline
in quality of life. The German initiative Onkolotse has
emerged as a leading example of how structured patient
havigation can bridge critical gaps in oncology care,
advocating for systemic change and ensuring no patient is
left alone in their journey.

A cancer diagnosis is not just a medical event—it is a life-altering crisis.
Beyond the physical and emotional toll, patients are thrown into a healthcare

system that is fragmented, complex, and often overwhelming. If we truly
believe in patient-centered care, structured patient navigation should no

longer be an afterthought but a fundamental pillar of oncology treatment.

The harsh reality of cancer care coordination

Every year, approximately 500,000 people in Germany are diagnosed

with cancer.1 For many, the moment of diagnosis is followed by a flood of
unanswered questions: Which specialist should | see? What treatments are
available? How do | deal with the paperwork?

Who will help me with financial and psychological challenges? Patients and

their families must navigate a maze of referrals, hospital visits, insurance
claims, and rehabilitation options—often with little or no guidance.

8

Healthcare professionals do their
best, but the system itself is not
designed to prioritize patient
navigation. With oncologists,
radiologists, surgeons, palliative care
specialists, and general practitioners
all involved in treatment, the lack

of structured coordination leads to
delays, distress, and in some cases,
worse clinical outcomes.?

This is where patient navigation
programs have been proven to make
a difference. Studies have shown

that structured navigation improves
treatment adherence, reduces stress,
and enhances overall satisfaction with
care.

It is particularly critical for patients
from disadvantaged backgrounds,
who may struggle with additional
barriers to accessing timely
treatment.®4

Despite the clear benefits, patient
navigation is still not standard
practice in many healthcare
systems—including Germany'’s.

Onkolotse: a vital support system for
cancer patients in Germany

The Onkolotse program, launched
by the Saxon Cancer Society
(Sachsische Krebsgesellschaft e.V.),
is one of Germany's most promising
patient navigation initiatives.

Onkolotsen, or “oncology pilots,”

are trained professionals who guide
patients and their families through
every stage of their cancer journey—
from diagnosis and treatment to
rehabilitation and palliative care.

Unlike doctors, their role is not to
provide medical treatment, but to
offer personalized, non-clinical
support that ensures patients do not
feel lost in the system.®

Currently, approximately 340
Onkolotsen operate across Germany,
working in hospitals, outpatient
clinics, and even independently via
online platforms. Patients can access
Onkolotsen through medical referrals,
health insurance programs, or direct
outreach.

E3 Digest
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However, access remains

inconsistent, with insurance coverage

varying widely depending on the
provider.®

This raises an important question:
Why isn't this service universally
available to all cancer patients?

The impact of Onkolotsen: why
every patient needs one

The presence of an Onkolotse
can make an enormous difference
in a patient's experience. These
professionals fulfill multiple critical
functions:5®

Personalized support

Onkolotsen help coordinate medical

E3 Digest

appointments, explain treatment plans, and provide financial and social
support guidance.

Education & empowerment

They ensure patients understand their diagnosis and treatment options,
helping them make informed decisions.

Psychosocial & emotional support
Cancer is not just a physical iliness; it takes a significant emotional toll.

Onkolotsen offer coping strategies and connect patients with mental health
resources.

Bridging gaps in healthcare

By facilitating communication between different healthcare providers, they
prevent delays and ensure smoother transitions between treatment phases.

These services have the potential to not only enhance the patient's well-being
but also improve adherence to treatment, reduce hospital readmissions,
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and contribute to better long-term
outcomes.24

And yet, instead of being a
guaranteed part of cancer care, the
availability of Onkolotsen depends
on insurance policies and regional
support structures.

Why Onkolotse should be integrated
into standard care

Despite overwhelming evidence
supporting patient navigation,

programs like Onkolotse remain
underfunded and underutilized.

The fact that access to an Onkolotse
can depend on an individual’s
insurance coverage is unacceptable.
Cancer does not discriminate, and
neither should patient support
services.

To ensure every cancer patient
benefits from structured navigation,

10

systemic change is needed:

1. Nationwide standardization

Onkolotsen services should be
integrated into Germany'’s national
oncology care framework.

2. Secure funding & reimbursement

Health insurance providers should
be required to cover navigation
services, removing financial barriers
for patients.

3. Expanded training & certification

Increased investment in training
programs will ensure that more
Onkolotsen can be available across
Germany.

4. Greater public awareness

Many patients do not even know that
Onkolotsen exist. Public campaigns

should highlight their availability and
importance.

The future of cancer care should
include Onkolotsen

Cancer care must go beyond surgery,
chemotherapy, and radiation—it

must address the full spectrum of
patient needs, including logistical
coordination and emotional resilience.

The Onkolotse model is a shining
example of how patient navigation
can transform cancer care, but its
potential will remain limited unless

it becomes a fully recognized and
funded part of the healthcare system.

Policymakers, healthcare institutions,
and insurance companies must

stop treating patient navigation as

an optional luxury. It is time to act—
because no cancer patient should
ever have to navigate this journey
alone.

E3 Digest
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ENHANCING EARLY DETECTION

ADVANGEMENTS IN GOLOREGTAL
GANGER SCREENING

BY ANDELIKA KALEZIC

Colorectal cancer is the third most common cancer worldwide and remains the second
leading cause of cancer-related deaths. World Health Organization estimated that over
1.9 million new cases were diagnosed, and more than 930,000 deaths were attributed to
the disease in 2020." Historically, incidence rates have been highest in developed regions
like Australia, Canada, and the USA. However, there has been a concerning rise in new
cases among younger populations (under 50 years old) in various economies and regions
worldwide, making this a global issue.?

Screening plays a vital role in lowering
both the incidence and mortality rates
of colorectal cancer by detecting

the disease in its early stages or
identifying precancerous polyps.
Studies suggest that widespread
participation in screening programs
could significantly decrease the risk
of death from colorectal cancer.

This underscores the urgent need

for improved screening strategies
and enhanced accessibility to these
programs.®

Traditional screening methods:
strengths and limitations

Colonoscopy is considered the
gold standard for colorectal cancer
screening.* Colonoscopy allows
for direct visualization of the colon
and rectum, enabling the detection
and removal of precancerous
polyps during a single examination.
It is highly sensitive and has the
dual advantage of prevention and
diagnostics.®

However, the invasive nature of the
procedure, the need for extensive
bowel preparation, and associated
discomfort deter some individuals
from undergoing it.° Additionally, the
cost and availability of colonoscopy
can be significant barriers, especially
in resource-limited settings.’
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Another useful screening method

is sigmoidoscopy, which allows
visualization of the lower part

of the large bowel. However, its
effectiveness is limited in detecting
certain types of colorectal cancer and
is gender specific.®

Other commonly used screening
methods include stool-based tests,
such as the fecal occult blood test
(FOBT), including enzymatic and
immunochemical techniques. These
tests detect traces of blood in stool
samples, which can be a colorectal
cancer indicator.

While they are patient-friendly,
noninvasive, and widely accessible,
they require frequent repetition and
possess lower sensitivity compared
to other methods, especially for
detecting advanced disease.®

Although these traditional methods
play a significant role in early
detection, more effective and patient-
friendly approaches are needed.

Innovations in colorectal cancer
screening

Recent advancements have led to
new screening methods designed
to be less invasive while improving
detection rates. One promising

noninvasive option is multi-target
stool DNA testing, such as the first at-
home stool test approved by the FDA,
the Cologuard test.® This method
analyzes genetic markers associated
with colorectal cancer, offering
higher sensitivity than standard fecal
immunochemical testing."

However, concerns about its
specificity persist, as this can

lead to an increased rate of false
positives and unnecessary follow-up
colonoscopies.”?

Another innovation in the form of
blood-based biomarker tests has
been brought to the market. In July
2024, the FDA approved the Shield
blood test, designed to detect
genomic and epigenomic alterations
of cell-free DNA (cfDNA) associated
with colorectal cancer.”

Shield blood tests show strong
sensitivity for detecting colorectal
cancer and represent a less invasive
option for individuals reluctant

to undergo stool-based tests or
endoscopic procedures.

However, ongoing research is still
focused on improving its accuracy
since it has lower sensitivity for
detecting precancerous lesions than
traditional colonoscopy.™

M
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Increased integration of Al-assisted
colonoscopy systems into routine
clinical practice shows promise in
standardizing screening outcomes
and improving diagnostic accuracy.
Several randomized controlled

trials demonstrated that Al-based
detection systems improve polyp and
adenoma detection rates, ultimately
enhancing the overall effectiveness
of colonoscopy in terms of prevention
and diagnostics.®

The future of colorectal cancer
screening

The future of colorectal cancer
screening involves integrating
multiple approaches to maximize
early detection while ensuring
accessibility and patient comfort. One
such example is capsule endoscopy,
a technology that involves swallowing
a small capsule equipped with a
camera to capture images of the
gastrointestinal tract.®

Although not yet widely adopted as
a screening tool, capsule endoscopy
has been shown to be safe and
promising as a noninvasive method
for colorectal cancer detection

in the Danish CareForColon2015
randomized controlled trial.”
Current research and innovations
in colon capsule endoscopy are
focused on integrating artificial
intelligence into image analysis to
improve the detection, localization,
and characterization of findings.®

Multiple ongoing clinical trials are
evaluating the next generation of
colorectal cancer screening tools.
The effectiveness of highly sensitive
and noninvasive screening options,
such as liquid biopsies, which detect
circulating tumor DNA (ctDNA) in the
blood, is currently being investigated
as a tool in the screening and

clinical management of patients with
colorectal cancer.®°

Researchers are also exploring
personalized screening strategies
incorporating genetic markers,
microbial biomarkers, and lifestyle
risk factors to tailor screening
recommendations for individual
patients.?

12
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Overcoming barriers and promoting awareness

Despite various available options, participation rates in screening programs
remain low. This is due to several factors, including fear of invasive
procedures, lack of awareness, and limited access to healthcare. To address
these barriers, initiatives during Colorectal Cancer Awareness Month focus on
the importance of early detection.

Organizations such as the World Health Organization and the American
Cancer Society lead campaigns that highlight the significance of early
detection in fighting colorectal cancer. Hospitals often hold free or subsidized
screening events to encourage more people to participate.

Additionally, continuing medical education helps keep physicians informed
about the latest screening guidelines and innovations. By implementing these
initiatives and exploring innovative approaches, the medical community can
significantly reduce the burden of colorectal cancer, as early detection is a key
strategy for lowering mortality rates.

£ Digest
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LATEST ADVANCES IN MELANOMA RESEARCH

LONG-TERM IMMUNOTHERAPY
ES AND PROGNOSTIC

QUTGOM
FAGTORS

BY ANNE JAKEL

Melanoma research continues to evolve, offering new insights into treatment efficacy,
long-term survival, and prognostic factors. Three recent studies provide critical updates
on immunotherapy outcomes in melanoma brain metastases, the impact of metabolic
conditions on treatment response, and the role of adjuvant pembrolizumab in stage Il
melanoma. These findings have significant implications for clinical decision-making and
patient management, reinforcing the importance of immunotherapy while shedding light
on factors influencing treatment efficacy.

Long-term immunotherapy efficacy
in melanoma brain metastases’

The 7-year follow-up of the phase

2 ABC trial assessed the long-term
efficacy of ipilimumab plus nivolumab
versus nivolumab monotherapy

in patients with melanoma brain
metastases.

The study, conducted across multiple
Australian cancer centers, highlights
the sustained benefit of combination
immunotherapy and its role in
shaping treatment guidelines for

this challenging patient population.!
Among asymptomatic patients with
no prior brain-directed therapy,

the intracranial response rate was
significantly higher in the combination
therapy group (n=18; 51%) compared
to nivolumab monotherapy (n=5;
20%). These response rates suggest
that dual checkpoint inhibition
effectively overcomes the immune-
evasive mechanisms of melanoma
within the central nervous system
(CNS).

The durable control of brain
metastases with combination therapy

E3 Digest
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is particularly noteworthy, given the
historically poor prognosis associated
with CNS involvement in melanoma.

Notably, 7-year intracranial
progression-free survival was

42% in the combination cohort
versus 15% with nivolumab alone,
underscoring the long-term disease
control provided by ipilimumab plus
nivolumab.!

Overall survival at 7 years was
markedly improved with combination
therapy (48% vs. 26%), a finding that
reinforces the life-prolonging potential
of dual checkpoint blockade.

Additionally, the safety profile of the
combination remained consistent
with previous reports, indicating no
unexpected late-onset toxicities.
While the benefits of combination

13
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therapy are clear, its use must be
balanced against the increased risk of
immune-related adverse events.

The study also highlights the need
for further exploration of stereotactic
surgery in this evolving treatment
paradigm, as trials investigating

the integration of radiotherapy with
checkpoint inhibitors are ongoing.

Impact of BMI and type 2 diabetes
on pembrolizumab outcomes

The EORTC 1325/KEYNOTE-054
phase lll trial explored the prognostic
and predictive roles of body mass
index (BMI) and type 2 diabetes
mellitus (T2DM) in melanoma patients
receiving pembrolizumab.?

This study addressed a crucial

gap in understanding the interplay
between metabolic conditions and
immunotherapy efficacy, as obesity
and metabolic dysfunction have been
implicated in immune modulation.

Results demonstrated a U-shaped
relationship between BMI and
recurrence-free survival (RFS), with
patients at the extremes of BMI (20 or
35 kg/m?) exhibiting worse outcomes
compared to those with a BMI of 25
kg/m?.

This suggests that both underweight
and obese patients may have an
altered immune environment that
affects tumor surveillance and
response to treatment.

Interestingly, BMI was not predictive
of pembrolizumab effectiveness,
indicating that while it is a prognostic
factor for melanoma progression,

it does not influence response to
immune checkpoint inhibition.2

Additionally, BMI was not associated
with an increased risk of immune-
related adverse events.

T2DM, on the other hand, was not
significantly associated with RFS or
pembrolizumab efficacy, suggesting
that hyperglycemia and insulin
resistance do not markedly impact
melanoma progression in this context.
However, given the complex
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relationship between metabolism
and immune function, further
studies are warranted to assess
whether glycemic control or other
metabolic interventions could modify
immunotherapy outcomes.

The findings from this study
reinforce the need for a nuanced
understanding of host factors in
melanoma treatment and suggest
that BMI may serve as a biomarker
for disease prognosis rather than
treatment response.?

Adjuvant pembrolizumab and
primary tumor location in stage Il
melanoma

A post hoc analysis of the
KEYNOTE-716 trial examined whether
primary tumor location influences the
efficacy of adjuvant pembrolizumab
in patients with resected stage IIB/IIC
melanoma.®

Given the biological differences in
melanomas arising from different
anatomic sites, this analysis provides
valuable insights into the consistency
of pembrolizumab's benefit across
subgroups.3*

The study evaluated recurrence-free
survival (RFS) and distant metastasis-
free survival (DMFS) across different
tumor locations, including the head/
neck, trunk, and extremities. Across
all subgroups, pembrolizumab
demonstrated a consistent benefit
over placebo, reinforcing its role as an
effective adjuvant therapy.

The hazard ratios (HRs) for RFS
were 0.60 for head/neck tumors,
0.57 for trunk tumors, and 0.69 for
extremities, demonstrating a robust
protective effect.

Similarly, DMFS HRs favored
pembrolizumab across subgroups,
with the most pronounced benefit
observed in trunk (HR 0.59) and
extremity tumors (HR 0.53).3

These findings highlight the

broad applicability of adjuvant
pembrolizumab and suggest that
primary tumor location does not
significantly impact treatment benefit.

Given that the tumor
microenvironment can differ based
on location, 5 these results provide
reassurance that pembrolizumab
remains an effective intervention
regardless of these variations.

Importantly, the study reinforces the
importance of adjuvant therapy in
stage Il melanoma, a population that
was historically considered lower
risk but has since been recognized
as having significant recurrence
potential.®

The findings further support
pembrolizumab as a standard
treatment option for patients with
resected high-risk melanoma,

and future studies may explore
whether additional biomarkers can
refine patient selection for adjuvant
immunotherapy.

Conclusion

These recent melanoma studies
highlight key advances in
immunotherapy efficacy, prognostic
factors, and adjuvant treatment
strategies.

The 7-year ABC trial confirms the
long-term benefit of ipilimumab plus
nivolumab for brain metastases,
while the KEYNOTE-054 analysis
emphasizes the prognostic role of
BMI without affecting pembrolizumab
efficacy.

Meanwhile, the KEYNOTE-716

post hoc analysis demonstrates
pembrolizumab's consistent benefit
across different primary tumor
locations, reinforcing its role as an
essential component of melanoma
treatment.

Together, these findings contribute to
a deeper understanding of melanoma
management, paving the way for
optimized treatment strategies that
improve long-term outcomes for
patients.

As immunotherapy continues

to revolutionize oncology, these
studies underscore the importance
of ongoing research to refine and
personalize treatment approaches for
melanoma patients worldwide.
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ADVANCING PRECISION MEDICINE

KEY FDA APPROVALS
SHAPING METASTATIC
BREAST GANGER
TREATMENT

BY ANDELIKA KALEZIC

The treatment landscape for breast cancer is rapidly
evolving, with new FDA approvals introducing precision
therapies for advanced breast cancer. Notably,
datopotamab deruxtecan and trastuzumab deruxtecan
have emerged as groundbreaking therapies based on
antibody-drug conjugates (ADCs). These innovative
treatments provide tailored options for patients with
inoperable or metastatic breast cancer. By utilizing
targeted delivery approaches, these therapies aim to
improve patient outcomes while addressing the challenges
associated with metastatic breast cancer.
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Both datopotamab deruxtecan and
trastuzumab deruxtecan share key
characteristics that highlight the
growing role of ADCs in cancer
treatment.

These therapies combine the
specificity of monoclonal antibodies,
which target tumor-associated
proteins, with the potency of
chemotherapy agents.

The design of ADCs allows for
targeted release of cytotoxic
chemotherapy agents preferentially
within cancer cells, thereby sparing
healthy tissues and reducing
systemic side effects.?

Datopotamab deruxtecan: a hew
option for HR-positive, HER2-
negative breast cancer

On January 17, 2025, the FDA
approved datopotamab deruxtecan-
dink for the treatment of unresectable
or metastatic HR-positive,
HER2-negative breast cancer in
patients who have received prior
chemotherapy or endocrine therapy.®

This ADC combines a monoclonal
antibody that targets trophoblast
cell-surface antigen 2 (Trop-2) with
a potent chemotherapy payload of
topoisomerase | inhibitor. Trop-2 is
broadly expressed in breast cancer
tissue, which allows for precise drug
delivery to cancer cells, minimizing
systemic toxicity while maximizing
efficacy. Once bound to the cancer
cell, the ADC is internalized, releasing
the topoisomerase | inhibitor directly
into the cancer cell, leading to DNA
damage and apoptotic cell death.*

The safety and efficacy were
investigated in the TROPION-Breast01
trial, a pivotal open-label, randomized,
phase Il clinical trial evaluating
datopotamab deruxtecan in patients
with advanced HR+/HER2— breast
cancer. The trial enrolled 732
patients, randomly assigning them

to receive either datopotamab
deruxtecan or the investigator's
choice of chemotherapy.

Primary endpoints were progression-
free survival (defined as the time from
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random assignment to progression,
assessed by blinded independent
central review) and overall survival
(defined as the time from random
assignment to death due to any
cause).

Secondary endpoints were
progression-free survival by
investigator assessment and
response outcomes (including
objective response rate, disease
control rate at 12 weeks, duration of
response, time to first subsequent
therapy or death, time to second
subsequent therapy or death, and
time to second progression or
death).

Key findings of the trial include:
Improvement in progression-free
survival (PFS):

Patients treated with datopotamab
deruxtecan experienced a

median PFS, assessed by blinded
independent central review, of 6.9
months (95% CI: 5.7, 7.4) compared
to 4.9 months (95% CI: 4.2, 5.5)

for those on chemotherapy, which
translated to a 37% reduction in the
risk of progression or death (Hazard
ratio 0.63 [95% CI: 0.52, 0.76];

P < .0001). This demonstrates a
statistically significant and clinically
meaningful improvement in PFS.

PFS by investigator assessment
was consistent with PFS by blinded
independent central review (Hazard
ratio, 0.64 [95% CI: 0.53, 0.76].

Although data on overall survival
were immature at the time of analysis,
a trend favoring datopotamab
deruxtecan over chemotherapy was
observed (Hazard ratio 0.84 [95% CI:
0.62,1.14]).5

Favorable and manageable safety
profile:

Grade 3 or higher treatment-related
adverse events occurred in 44.7%
of patients in the chemotherapy
group, compared to 20.8% in the
datopotamab deruxtecan group,
leading to fewer dose reductions
and interruptions in the datopotamab
deruxtecan group.
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While common side effects included
nausea and stomatitis, the drug

was generally well-tolerated, with
relatively low rates of serious
treatment-related adverse events.®

Promising antitumor activity:

Datopotamab deruxtecan showed
antitumor activity in patients

with advanced/metastatic HR+/
HER2- breast cancer, with an
objective response rate of 36.4%

in the datopotamab deruxtecan
group compared to 22.9% in the
chemotherapy group (odds ratio 1.95
[95% CI: 1.41, 2.71]).

The median duration of response
was 6.7 months (95% CI: 5.6, 9.8) in
the datopotamab deruxtecan group
compared with 5.7 months (95% CI:
4.9, 6.8) in the chemotherapy group.
The disease control rate at 12 weeks
was 75.3% in the datopotamab
deruxtecan group, compared to
63.8% in the chemotherapy group.

Similarly, time to first and second
subsequent therapies were all
prolonged in patients receiving
datopotamab deruxtecan compared
to those receiving chemotherapy.®

Datopotamab deruxtecan-dink offers
a much-needed option for patients
with inoperable or metastatic breast
cancer unresponsive to standard
chemotherapy or endocrine therapy.

This therapy addresses an unmet
need in a population with limited
options, improving both survival and
quality of life.

Fam-trastuzumab deruxtecan-nxki:
redefining treatment for HER2-low
breast cancer

In another milestone, on January

27, 2025, the FDA approved
fam-trastuzumab deruxtecan-nxki

for patients with unresectable or
metastatic HR-positive, HER2-low,

or HER2-ultralow breast cancer,

that has progressed on one or more
endocrine therapies.t This marks

a significant shift in the treatment
paradigm, as HER2-low breast cancer

has historically been challenging
to treat due to limited response to
HER2-targeted therapies.

Fam-trastuzumab deruxtecan-nxKki

is a human epidermal growth factor
receptor 2 (HER2)-directed antibody-
drug conjugate that delivers a potent
chemotherapy agent to HER2-
expressing cancer cells. Following
ADC internalization, a cytotoxic
payload - topoisomerase | - inhibitor
causes DNA damage and apoptotic
cell death.”

FDA approval was supported

by findings from several clinical
trials, most recently the DESTINY-
Breast06 trial, a landmark phase ll,
randomized, open-label clinical trial
that included patients with HER2-low
or HER2-ultralow metastatic breast
cancer who previously underwent
endocrine therapy. The trial enrolled
866 patients, randomly assigning
them to receive either trastuzumab
deruxtecan or the investigator's
choice of chemotherapy.®

Primary endpoint was progression-
free survival (defined as the time
from randomization until progression
assessed by blinded independent
central review according to RECIST 1.1
or death).

Secondary endpoints included
progression-free survival in the
intent-to-treat population, overall
survival (defined as the time from
randomization to death due to
any cause), response outcomes
(including objective response rate
and duration of response), and
safety.®

Key findings of the trial include:
Improvement in progression-free
survival (PFS):

Patients treated with trastuzumab
deruxtecan experienced a median
PFS of 13.2 (95% CI: 11.4, 15.2)
months compared to 8.1 (95%

Cl: 7.0, 9.0) months for those on
chemotherapy (Hazard ratio 0.62
[95% CI: 0.51, 0.74], P < .0001),
demonstrating a clinically meaningful
improvement over standard
chemotherapy.
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Overall survival at 12 months was
not statistically different at 87.6% in
patients treated with trastuzumab
deruxtecan, compared to 81.7% in
patients treated with chemotherapy,
although data were immature at the
time of first interim analysis (Hazard
ratio 0.83 [95% CI: 0.66, 1.05]).8

Manageable safety profile:

Drug-related adverse events of
grade 3 or higher occurred in 40.6%
of patients receiving trastuzumab
deruxtecan and 31.4% of those
receiving chemotherapy.

While the treatment was generally
well-tolerated, the occurrence of
interstitial lung disease highlighted
the need for careful patient
monitoring.®

Promising antitumor activity:

The confirmed objective response
rate was 56.5% (95% ClI: 51.2, 61.7)
in the trastuzumab deruxtecan group
compared to 32.2% (95% Cl: 27.4,
37.3) in the chemotherapy group.®

Fam-trastuzumab deruxtecan-nxki
represents a groundbreaking
advance for HER2-low breast cancer,
a subtype previously underserved by
targeted therapies.

By redefining HER2-targeting criteria,
this therapy provides new hope to
patients who would otherwise have
limited options.

Implications for the future of breast
cancer treatment

The recent approvals of
datopotamab deruxtecan and
trastuzumab deruxtecan highlight
the transformative role of precision
medicine in oncology.

These antibody-drug conjugates
demonstrate the potential of targeting
specific proteins to deliver powerful
therapies directly to cancer cells
while minimizing damage to healthy
tissues.

For patients, this targeted approach
enhances both survival and quality of
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life by reducing the side effects associated with traditional chemotherapy.

As research into ADCs and biomarker-driven therapies continues, the variety
of targeted treatments is expected to expand further. This offers new hope for
patients with advanced and difficult-to-treat cancers.

These recent approvals showcase how scientific innovation is reshaping

cancer care and paving the way for a future where therapies are increasingly
personalized and effective.
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Oncology Compass Digest presents a selection of medical conferences
happening this spring and summer. The Oncology Compass Calendar is
the most comprehensive calendar of global oncology conferences.
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ESMO Breast Cancer
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Munich, Germany
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VISITORS BY GENDER VISITORS BY AGE / GENDER
AGE VISITORS PAGEVIEWS
/@ TOTAL FEMALE 0
57 5 / 0 1.25-34 245 329
2.65+ 228 276
@\ ToTaL mALE 3.18-24 199 235
4.45-54 173 252
TOP 10 COUNTRIES WHERE VISITORS COME FROM:
5. 55-64 144 179
COUNTRY VISITORS SESSIONS
6.35-44 130 174
1. Germany 2,629 2,835
2. United States 1,507 1,689 MOST READ BLOG ARTICLES:
Primary analysis of the
3 Ireland 1025 L Phase 3 HER2CLIMB-02
4 Sweden s08 550 trial of tucatinib and o
trastuzumab emtansine in
5. Austria 425 467 HER2+ metastatic breast
cancer announced
6. Belgium 335 377
7. Indonesia 284 308
8. France 267 291 e .
Need specific audience data?
9. Switzerland 221 272
Our data analysts will gather it at your request.
10. India 213 240 Contact oncologycompass@capptoo.com

The number of Visitors represents all visitors to Oncology Compass, both registered and
non-registered users. The metrics for Users relate to the Registered Users data who have

full access to the Oncology Compass platform.

for more info.
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Please share your opinion and your story ideas by using
the QR code below:

Oncology Compass Digest
is edited and hosted by
Capptoo AG, incorporated
in Zurich, Switzerland.

Information related to any product(s) may not be
consistent with the prescribing information.

The Digest editorial team has made a constant care
to make sure that content is accurate on the date
of publication. The views expressed in the articles
reflect the opinions of the interviewed persons and
are not necessarily the views of the publisher.

All rights reserved. No content can be partially or
wholly reprinted or reproduced.
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