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LET'S REVIEW

Halaven vs. Enhertu



TREATMENT CONTEXT

Enhertu is typically used in HER2-low or HER2-positive breast
cancer, while Halaven is used in heavily pre-treated HR+/HER2-
metastatic breast cancer. Enhertu is now often considered ahead

of Halaven in HER2-low settings based on survival data.



CRITERIA

HALAVEN

ENHERTU

Mechanism of Action

Targeted Therapy

Efficacy (OS/PFS)

Bystander Effect

Microtubule inhibitor; interferes
with mitosis

No — non-targeted chemotherapy

Offers survival benefit, but less
effective than Enhertu in HER2-low
subgroup

No bystander effect

HER2-targeted ADC delivering a
topoisomerase | inhibitor payload
with bystander effect

Yes — more tumor-selective in
HER2-low/positive patients

In DESTINY-Breast04, significantly
improved OS and PFS vs. physician's
choice, including Halaven

Yes — can kill adjacent tumor cells
that are HER2-negative



CRITERIA

HALAVEN

ENHERTU

Objective Response Rate (ORR)

Progression-Free Survival

Overall Survival

ILD / Pneumonitis Risk

Myelosuppression

12%

3.7 months

13.1 months

Rare to none

Also causes neutropenia, fatigue,
peripheral neuropathy

31.5%

28.8 months

1yr:94.1%
2 yr:77.4%

Offers survival benefit, but less
effective than Enhertu in HER2-low
subgroup

Moderate to severe (neutropenia,
anemia, thrombocytopenia)
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CRITERIA HALAVEN ENHERTU
Gl Toxicity Less severe Gl side effects Severe nausea, vomiting, diarrhea
Hair loss Yes Yes
Peripheral Neuropathy Common and dose-limiting rare
Cardiotoxicity No known direct cardiotoxicity Yes due to trastuzumab component

HER2 Testing Required No biomarker testing required Yes — must be HER2-low or HER2+



Strategic Positioning:
Eribulin in Earlier Lines vs ADCs

Highlight proven OS benefit with broad evidence
Address limitations of ADCs when used in
sequence

Leverage safety and familiarity
Align with guidelines and real-world use
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INTRODUCTION e

This objection handler has been designed to help you respond to common objections about when, or if, to
use Halaven® in MBC.

The messages in this piece should be used in conjunction with the Halaven choreographies and sales
materials to ensure your customer engagements are impactful and as effective as possible.

D

DISCERN

Acknowledge with
insight




D.A.R.E. - Confidently Handle Objections

Evokes courage, confidence, and leadership — qualities that build trust with
healthcare professionals (HCPs) while turning objections into opportunities.

Why D.A.R.E. Works:

* Discern builds credibility.

* Ask encourages dialogue.

* Reframe counters resistance with facts.

 Empower inspires action without
pressure.




D.A.R.E. - Confidently Handle Objections

DISCERN

Acknowledge with insight

* Perceive and recognize the
concern beneath the words.

* Show you're listening and
understanding the bigger picture.

1.Recognize non verbal cues

2.1s the objection hesitant or firm?ls it emotional or
logical?

3.Show empathy

4.Consider the context:

« Past experience

* Misunderstanding or outdated data
* Loyalty to a competitor

* Risk aversion

* Institutional limitations




D.A.R.E. - Confidently Handle Objections

SAMPLE PROBING QUESTIONS:

* Can you walk me through a case where you
experienced that issue?
 What outcomes are most important to you when

Probe to understand deeper

» Use strategic, open-ended evaluating this type of treatment?
questions to explore the root  Can you share what specific side effects have been
cause. a concern for your patients?
* Is there anything specific you'd want to know more
about before considering it?




D.A.R.E. - Confidently Handle Objections

RE F RAM E SAMPLE REFRAMING STATEMENTS:

Respond with Clarity and « That's a great observation. What's interesting is that

. data suggests...
evidence » That’s a great point, and it actually opens up a

conversation about where the product truly have a
benefit...

* Can | share a real-world case from a similar practice
that might shift your perspective?

« Shift the perspective by
providing new, relevant
information.

» Use data, clinical evidence, or
analogous success stories.




D.A.R.E. - Confidently Handle Objections

E M POWE R SAMPLE TRANSITION STATEMENTS:

Transition purposefully * Would you be open to exploring how this might
benefit your patients?

* |f | send a case series or physician feedback from
similar practices, would that help your decision-
making?

 I'd love to hear your thoughts after you've had a
chance to use it — your clinical feedback would be
valuable.

* Invite the HCP to re-engage with
the product or consider a new
angle.




:
“In HR+/HER2-low patients, | prefer to use .

trastuzumab deruxtecan ahead of Halaven”

"That’s a completely valid perspective, Doctor. DESTINY-Breast04 certainly brought trastuzumab deruxtecan to the
forefront for HR+/HER2-low metastatic breast cancer, especially given its significant overall survival benefit over
single-agent chemotherapy in that setting. | understand why that option stands out to you."

"When choosing between T-DXd and agents like Halaven, what are the key drivers of your decision —
survival data, safety, or perhaps familiarity with the drug's profile in daily practice?"

"You're absolutely right to prioritize OS — it's a gold-standard endpoint. It’s important to note, though,
that the DESTINY-Breast04 study wasn’t powered to compare trastuzumab deruxtecan with individual
agents like Halaven. So, while T-DXd outperformed overall chemo, direct comparisons can’t be made."




fhe
"Meanwhile, Halaven has demonstrated consistent value: a post hoc pooled analysis from Study 301 and
EMBRACE showed a numerically longer OS versus chemotherapy controls, regardless of HER2 status.
Halaven has also been a trusted treatment for over a decade, and many physicians are confident in
managing its known tolerability profile.”

"In contrast, drug-related interstitial lung disease or pneumonitis occurred in 12.1% of patients
receiving T-DXd in the study, including 3 reported deaths, which is an important safety consideration —
especially in real-world use."

"Given that Halaven has demonstrated survival benefit regardless of HER2 status, and considering its
established safety and familiarity in clinical practice, would you be open to considering it as an option
either following T-DXd, or in cases where safety is a concern?"”

"I'd be happy to support a case discussion or provide the full OS and tolerability data from the post hoc
analysis if that would be helpful.”



“In TNBC patients with HER2-low tumours, |

prefer to use trastuzumab deruxtecan ahead of
Halaven.”

“l understand your perspective, Doctor. Trastuzumab deruxtecan has certainly generated attention following
the DESTINY-BreastO4 study, and for HER2-low tumors, it offers a novel approach. It's natural to consider
new options that show promise, even in the TNBC subgroup."

"May | ask, when you decide to use T-DXd in HER2-low TNBC, are you prioritizing overall survival data,
mechanism of action, or perhaps the novelty of targeted delivery? Do patient factors like comorbidities or
tolerability concerns play into that decision?"

"Those are important considerations. What’s worth highlighting is that while DESTINY-BreastO4 showed
numerically longer OS with T-DXd versus chemotherapy in the HR-/HER2-low subgroup, the cohort included
only 58 patients, and the study wasn’t powered to detect differences between T-DXd and individual agents
like Halaven."




"In contrast, Halaven has shown consistent clinical effectiveness in TNBC — both in controlled trials and-¢é3l-
world settings. A post hoc pooled analysis from Study 301 and EMBRACE showed numerically longer OS
with Halaven versus chemotherapy, regardless of HER2 status. And in a real-world study, Halaven
demonstrated benefit in 256 patients with metastatic TNBC."

"Also, while T-DXd presents a novel mechanism, we can’t overlook safety — interstitial lung disease or
pneumonitis occurred in over 12% of patients, including 3 treatment-related deaths. Halaven, on the other
hand, has over a decade of clinical use, with physicians highly familiar with its safety and tolerability profile."

"Given the limited TNBC data for T-DXd and the established survival benefit of Halaven in HER2-negative
subgroups, would you be open to continuing Halaven as a go-to option for TNBC patients — particularly
those who have progressed on prior therapies or may be at risk for pulmonary toxicity?"

"I'd be happy to walk you through the real-world TNBC patient experience.



: :
“In TNBC patients, | prefer to use sacituzumab

govitecan ahead of Halaven®.”

"Absolutely, Doctor. Sacituzumab govitecan has emerged as a strong option for metastatic TNBC,
especially following the ASCENT trial data. | understand why it’s a preferred choice in your practice given
the survival outcomes shown."

"When you choose sacituzumab ahead of Halaven, is your decision mostly influenced by OS data, patient
tolerability, or guideline positioning? I'd love to understand what factors carry the most weight for you in
this setting."

"It’s true that sacituzumab govitecan showed significant OS improvement over chemotherapy in the
ASCENT study. But it’s also worth noting that the trial wasn’t powered to compare it directly to individual
agents like Halaven®. Interestingly, in a pooled analysis of Study 301 and EMBRACE, Halaven showed a
median OS of 12.9 months in TNBC — which is numerically higher than the 12.1 months seen with
sacituzumab in ASCENT."
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"Also, grade >3 neutropenia and diarrhea were more frequent with sacituzumab govitecan versus
standard chemotherapy, which may be relevant in certain patient types. On the other hand, Halaven has
a well-characterized safety profile, and with over 10 years of clinical use, many physicians are confident
in its management.”

"Importantly, Halaven remains the only single-agent chemo to demonstrate OS benefit in MBC across
all receptor subtypes in the >3rd-line setting — with a 25% improvement over treatment of physician’s
choice in EMBRACE.”

"And according to the ESMO guidelines, while sacituzumab is recommended post-anthracycline and
taxane, agents like Halaven are recommended for use after sacituzumab, which reinforces its value later

in the sequence.”

"With the data showing comparable survival outcomes, better familiarity, and its place in guidelines post-
sacituzumab, would you be open to using Halaven for patients who progress after sacituzumab or for
those who may not tolerate its side effects well?"

"I'd be glad to share a patient profile where Halaven might be the more suitable option."



:
“l use all of the approved ADCs in sequence

whenever appropriate before Halaven.”

"That’s a thoughtful and evidence-driven approach, Doctor. ADCs have indeed become key players in the
treatment sequence for both HR+/HER2- and triple-negative MBC. Using them when appropriate —
especially based on ESMO guidelines — makes sense clinically."

"When sequencing multiple ADCs, are you mostly guided by response rates, progression timelines, or
safety profiles? Do you consider whether resistance between ADCs might impact overall outcomes?"

"It’s true that ADCs offer valuable benefits, but emerging data suggests that many patients progress
within 12 months of starting an ADC. Moreover, cross-resistance between ADCs like trastuzumab
deruxtecan and sacituzumab govitecan has been reported due to their similar payload mechanisms."




"This highlights an important clinical consideration: after progression on one or more ADCs, switchingf’fw
a chemotherapy with proven overall survival (OS) benefit may be more meaningful than extending ADC
use without strong sequential data.”

"Halaven remains the only single-agent chemotherapy to demonstrate an OS benefit across all MBC
subtypes in the >3rd-line setting — showing a 25% improvement in median OS (13.2 vs. 10.5 months) in
EMBRACE.”

"And in a post hoc pooled analysis of EMBRACE and Study 301, Halaven showed numerically longer OS
than chemotherapy controls regardless of HER2 status. This matters especially when quality of life and
familiarity with safety profiles are key."

"Would it be reasonable to consider Halaven after one ADC rather than exhausting multiple lines of
agents with overlapping mechanisms — especially when OS benefit, tolerability, and long-term use
experience are in Halaven’s favor?“

"I'd be happy to walk through data on post-ADC progression or help identify patient profiles where
Halaven could be reintroduced earlier in the sequence."
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