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212518 9017 Key Message: We hosted an investor call with a breast cancer expert as part of our
Paul Jeng, Ph.D. weekly Guggenheim Grand Rounds series, focusing on estrogen receptor (ER)-positive
paul.jeng@guggenheimpartners.com BC. Key highlights include: (1) treatment for 2L+ HR+/HER2- mBC patients depends on
617 859 4618 prior response to 1L therapy and expression of biomarkers, including ESR1-mutations,
Kelse . (2) our KOL believes that Menarini's (private) elacestrant and LLY's imlunestrant have
y Goodwin . L . . R .
kelsey.goodwin@guggenheimpartners.com relatively similar efficacy as monotherapy in 2L HR+ BC, after factoring in differences in
617 859 4621 patient baseline characteristics, (3) imlunestrant is likely to be approved for 2L patients

as monotherapy, but the regulatory path for CDK4/6 combo regimens is uncertain and
may depend on survival data, (4) AZN-LON's SERENA-6 study in 1L has potential
to validate the use of continued surveillance to detect endocrine resistance without

Ticker Price Rating radiologic progression; our KOL hopes to see “doubling” of PFS in SEREENA-6 from
ARVN 17.26 Buy an estimated ~4-6 months for continued Al therapy, (5) for ARVN’s VERITAC-2 study,
AZN LN 12,018.00 Buy our KOL sees >2mo PFS improvement over fulvestrant as clinically relevant, and sees
LLY 905.16 Buy potential for a win in the all comers setting, (6) 1L combination of vepdegestrant with
NOVN-SWX 97.61 Neutral PFE'’s atirmociclib (CDK4i) could potentially avoid hematological toxicities associated
PFE 26.10 Buy with CDK4/6 inhibitors.

Current Treatment for 2L+ HR+ mBC

Treatment for 2L+ HR+/HER2- mBC patients depends prior on response to 1L therapy
and expression of biomarkers, including ESR1-mutations. Our KOL noted that most of
the clinical benefit from the novel oral SERD class has been seen in ESR1-mutated patients,
and that expanding to the all-comers population of 2L+ HR+/HER2- metastatic BC remains
a significant area of unmet need. He outlined several factors to consider when evaluating
treatment options in 2L patients, including the durability of response to frontline therapy
and/or presence of HER2 expression. For patients who progress within 12 months on
CDK4/6 inhibitors (~25%-30% of all ER+ patients), our KOL discontinues endocrine therapy
and administers either HER2 ADCs for HER2-low/-ultra low patients or chemotherapy for
HERZ2-zero patients. He expects the proportion of patients falling into this group to increase
over time given the increasing use of LLY’s abemaciclib and NOVN-SWX’s ribociclib in the
adjuvant setting. For patients who respond to CDK4/6 inhibitors beyond 12 months (~70%),
our KOL evaluates biomarkers via some form of sequencing (e.g. NGS) to evaluate the
presence of ESR1-mutations, which are present in ~1/3 of patients and enables the patients
to receive Menarini’s (private) elacestrant. The remaining “slow” progressors include ~1/3
with PIK3CA mutations, ~5%-10% with AKT/PTEN alterations, and ~20%-25% that are wild-
type for both.

LLY's Phase Ill EMBER-3 Study

Our KOL believes that elacestrant and imlunestrant have relatively similar efficacy
as monotherapy in 2L HR+ BC, after factoring in differences in patient baseline
characteristics. On the recently presented data from the Ph. Il EMBER-3 study of LLY’s
oral SERD imlunestrant, our KOL noted that the study recruited from global sites and may
not be as representative of the US population. For instance, in EMBER-3 35%-40% of
patients had not been exposed to a CDK4/6 inhibitor compared to <10%-15% for the US,
and in EMBER-3 the majority of patients (65%-70%) had been treated with palbociclib
whereas in the US most patients are treated with ribociclib. He noted that the PFS for
imlunestrant monotherapy in 2L all comers was exactly the same as the SoC, but showed
superiority in ESR1-mutant patients with a HR=0.62 which validates the role of ESR1 as a
predictive biomarker for SERD activity. He added that the presence of ESR1 mutations is
a known resistance factor for aromatase inhibitors. When comparing with elacestrant, he
noted that the Phase Ill EMERALD study enrolled more heavily pretreated patients with
more aggressive biology, but overall believes that the two compounds have similar efficacy.

Imlunestrant is likely to be approved for 2L patients as monotherapy, but was less
confident in the combination pending survival data. Our KOL was not surprised by the
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positive abemaciclib + imlunestrant combo data in EMBER-3 in all-comers, although he
noted that the magnitude of benefit was somewhat unexpected (9.4mo mPFS vs. 5.5mo
for imlunestrant alone; HR=0.57) when factoring in that 40% of patients had not yet seen
a prior CDK4/6 inhibitor. He expects that imlunestrant will be approved as monotherapy for
ESR1-mutant patients with a similar label as elacestrant, although he does not expect any
combos with CDK4/6 inhibitors to be approved in the near term given that the OS is not yet
mature, while also noting that the control group in the EMBER-3 study was not standard.
On safety, our KOL noted higher rates of diarrhea and Gl toxicity relative to elacestrant,
but believes that the adverse events appear manageable as a tradeoff for ~9-10 months of
benefit in the 2L setting.

AZN-LON's Phase Ill SERENA-6 Study

Positive SERENA-6 study in 1L has potential to validate the use of continued
surveillance to detect endocrine resistance without radiologic progression; our
KOL hopes to see “doubling” of PFS from current ~4-6 months. AZN-LON recently
announced that the Phase Ill SERENA-6 study evaluating camizestrant + CDK4/6i vs. SoC
in 1L HR+ BC with ESR1-mutation reported “highly statistically significant and clinically
meaningful improvement” in the primary PFS endpoint. Our KOL noted that the study
included ctDNA-guided testing to detect the emergence of endocrine resistance without
radiologic progression, and was based on a prior study showing patients who had an
ESR1 mutation and switched to fulvestrant had ~6mo improvement in PFS relative to those
who stayed on SoC. He noted that longer time on treatment with an endocrine therapy is
associated with higher likelihood of acquiring a resistance mutation, and believes that this
study can validate the use of continuous surveillance with Guardant (GH; covered by Subbu
Nambi) or liquid biopsies to achieve deeper and more durable responses. He noted that
ESR1 mutations are acquired over time, and may only have an incidence of ~2-3% after
1L treatment that could increase significantly over time to ~30% or greater. However, he
noted that pushback may come from the payer side who would be resistant to paying for
several liquid biopsies, and also wants to be confident that the treatment is not associated
with sustained bradycardia that will require EKG monitoring. Overall, he sees a doubling of
PFS from ~4-6 months as a goal for the study, and noted overall that he would like to see
~6 month improvement over control to justify using oral SERDs in the frontline setting rather
than saving them for 2L.

ARVN's Phase lll VERITAC-2 Study

For ARVN’s VERITAC-2 study, our KOL sees 22mo PFS improvement over fulvestrant
as clinically meaningful in 2L mBC, and sees potential for a win in the all comers
setting as well. Our KOL noted that ARVN’s vepdegestrant (ER degrader, partnered w/
PFE) has a differentiated mechanism where activity is less dependent on the presence of
ESR1 mutations relative to SERDs. He does expect higher efficacy in ESR1 mutant patients
given that alteration indicates the cancer is still dependent on the estrogen pathway for
survival and proliferation, but could also see benefit in all comers. Our KOL believes that the
VERITAC-2 would have to show ~2 months improvement over fulvestrant to be a “clean”
win, and noted that benefit <2 months would require further digging into subgroups. He also
noted that the HR will be more useful when comparing between trials given differences in
baseline characteristics, adding that the VERITAC-2 study does a better job than EMBER-3
of capturing patients who reflect the real world US population. In order to be best in class,
the HR for vepdegestrant would have to be 0.5 or better in ESR1 mutant patients, but our
KOL believes that the best way to be differentiated is to have a positive outcome and/or
approval in all comers (e.g. ~2 months or greater improvement in PFS).

Frontline combination of vepdegestrant with PFE’s atirmociclib (CDK4i) could
potentially avoid hematological toxicities associated with CDK4/6 inhibitors. Our KOL
noted that ARVN’s plans to combine vepdegestrant with PFE’s CDK4 inhibitor atirmociclib in
1L is an interesting way to potentially avoid some hematological toxicities (e.g. neutropenia,
thrombocytopenia) associated with CDK6 inhibition. However, he is cautious about moving
new mechanisms immediately into the 1L setting when they could also be beneficial in 2L
or later, and noted that ultimate treatment decision will depend on the clinical data.

Our recent coverage of ARVN and the breast cancer space:

ARVN - BUY - Low Street Expectations & Poor Sentiment Provide Favorable Risk/Reward
Heading into VERITAC-2 Phase 3 Data this Quarter
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ARVN - BUY - LLY's EMBER-3 Data Weighs on oral SERDs, Though Sets Low Competitive
Bar Heading Into VERITAC-2, In Our View

ARVN - BUY - Abemaciclib Combo Data At SABCS Highlights Good Safety, Absence of
Drug-Drug Interaction; Efficacy Still Early; Ph. 3 VERITAC-2 Data Next

Highlights From Our Life Science Tools & Liquid Biopsy and Oncology (Heme & Breast/
Lung) KOL Panel Discussions at the Guggenheim Healthcare Innovation Conference

ARVN - BUY - SABCS Abstracts Highlight Upcoming Vepdegestrant Combination Data;
LLY's EMBER-3 Likely to Set New Efficacy Bar in 2L mBC

ARVN - BUY - 3Q Recap; Vepdegestrant Key Near-Term Value Driver Heading into SABCS,
VERITAC-2 Top-line Data; LRRK2 Phase | Advancing; PT to $57 on Model Maintenance

Read-Through from RHHBY Pharma Day to Our Biotech Coverage: RLAY, ARVN, BGNE,
INCY, GLUE, AMGN, IGMS

2024 ASCO Field Report — Highlights from Our Physician KOL Panel Discussion on
Emerging Landscape in Lung, Breast, GU Cancers, and Melanoma

ARVN - BUY - Ph. Ib Update Highlights Consistent Strong Safety/Efficacy & Vepdegestrant
Opp'ty In Combination With CDK4/6 Inhibitors In Breast Cancer
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ANALYST CERTIFICATION

By issuing this research report, each Guggenheim Securities, LLC ("Guggenheim Securities") research analyst whose name appears in this report
hereby certifies that (i) all of the views expressed in this report accurately reflect the research analyst's personal views about any and all of the subject
securities or issuers discussed herein and (ii) no part of the research analyst's compensation was, is, or will be directly or indirectly related to the specific
recommendations or views expressed by the research analyst.

IMPORTANT DISCLOSURES

The research analyst(s) whose name(s) appear(s) in this report have received compensation based upon various factors, including quality of research,
investor client feedback, and Guggenheim Securities, LLC's overall revenue, which includes investment banking revenue.

A member of the Guggenheim Securities Biotechnology Research team and his household own shares of Novartis AG. This individual is not part of the
primary research coverage team for Novartis AG.

A household member of the Guggenheim Securities Biotechnology Research team is employed by and receives compensation on an ongoing basis and
within the last 12 months from Novartis AG (NOVN-SWX). The member of the Guggenheim Securities Biotechnology Research team is not part of the
primary research coverage team for Novartis AG (NOVN-SWX).

Please refer to this website for company-specific disclosures referenced in this report: https://guggenheimsecurities.bluematrix.com/sellside/
Disclosures.action. Disclosure information is also available from Compliance, 330 Madison Avenue, New York, NY 10017.

Rating and Price Target History for: Arvinas, Inc. (ARVN) as of 02-26-2025
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Rating and Price Target History for: AstraZeneca PLC (AZN LN) as of 02-26-2025
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Rating and Price Target History for: Eli Lilly and Company (LLY) as of 02-26-2025
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Rating and Price Target History for: Pfizer Inc. (PFE) as of 02-26-2025
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RATINGS EXPLANATION AND GUIDELINES

BUY (B) - Describes stocks that we expect to provide a total return (price appreciation plus yield) of 10% or more within a 12-month period.

NEUTRAL (N) - Describes stocks that we expect to provide a total return (price appreciation plus yield) of between plus 10% and minus 10% within a
12-month period.

SELL (S) - Describes stocks that we expect to provide a total negative return (price appreciation plus yield) of 10% or more within a 12-month period.

NR - The investment rating and price target have been temporarily suspended. Such suspensions are in compliance with applicable regulations and/or
Guggenheim Securities, LLC policies.

CS - Coverage Suspended. Guggenheim Securities, LLC has suspended coverage of this company.
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NC - Not covered. Guggenheim Securities, LLC does not cover this company.

Monitor - Describes stocks whose company fundamentals and financials are being monitored, and for which no financial projections or opinions on the
investment merits of the company are provided.

Under Review (UR) - Following the release of significant news from this company, the rating has been temporarily placed under review until sufficient
information has been obtained and assessed by the analyst.

Guggenheim Securities, LLC methodology for assigning ratings may include the following: market capitalization, maturity, growth/value, volatility and
expected total return over the next 12 months. The price targets are based on several methodologies, which may include, but are not restricted to, analyses
of market risk, growth rate, revenue stream, discounted cash flow (DCF), EBITDA, EPS, cash flow (CF), free cash flow (FCF), EV/EBITDA, P/E, PE/growth,
P/CF, P/FCF, premium (discount)/average group EV/EBITDA, premium (discount)/average group P/E, sum of the parts, net asset value, dividend returns,
and return on equity (ROE) over the next 12 months.

Price targets are assigned for Buy- and Sell-rated stocks. Price targets for Neutral-rated stocks are provided at the discretion of the analyst.
Equity Valuation and Risks: For valuation methodology and risks associated with covered companies or price targets for covered companies, please

see the most recent company-specific research report at https://guggenheimlibrary.bluematrix.com/client/library.jsp, contact the primary analyst or your
Guggenheim Securities, LLC representative, or email GSResearchDisclosures@guggenheimpartners.com.

RATINGS DISTRIBUTIONS FOR GUGGENHEIM SECURITIES:

IB Serv./ Past 12Mos.

Rating Category Count Percent Count Percent
BUY 274 70.44% 58 21.17%
HOLD 108 27.76% 3 2.78%
SELL 7 1.80% 0 0.00%

Guggenheim Securities Research assigns Buy, Neutral, Sell ratings for covered securities. Such assignments equate to Buy, Hold and Sell for the purposes
of the above Rating Distribution Disclosure required by FINRA Rule 2241.

OTHER DISCLOSURES

This research is for our clients and prospective clients only. This research was prepared by personnel who are associated with both Guggenheim Securities,
LLC (a FINRA-registered broker-dealer, “Guggenheim Securities”) and Guggenheim Securities Research Services, LLC (an investment adviser, “GSRS,”
and together with Guggenheim Securities, “Guggenheim”). If you are paying separately for this research, it is being provided to you by GSRS. Otherwise, it
is being provided by Guggenheim Securities. Guggenheim does not create tailored or personalized research and all research provided by Guggenheim is
impersonal advice. Other than disclosures relating to Guggenheim and our affiliates, this research is based on current public information that we consider
reliable, but we do not represent it is accurate or complete, and it should not be relied on as such. We seek to update our research as appropriate, but
various regulations may prevent us from doing so. Other than certain industry reports published on a periodic basis, the large majority of reports are
published at irregular intervals as appropriate in the research analyst's judgement. Guggenheim Securities conducts a full-service, integrated investment
banking and brokerage business. Guggenheim Securities is a member of SIPC (http://www.sipc.org). Guggenheim Securities' salespeople, traders, and
other professionals may provide oral or written market commentary or trading strategies to Guggenheim Securities' clients and our employees trading for
our own account that reflect opinions that are contrary to the opinions expressed in this research. Guggenheim and certain of our affiliates conduct an
investment management business, trade for their own accounts, and may make investment decisions that are inconsistent with the recommendations or
views expressed in this research.

We and our affiliates, officers, directors, and employees, excluding equity and credit analysts, will from time to time have long or short positions in, act as
principal in, and buy or sell, the securities or derivatives, if any, referred to in this research. We and our affiliates also may sell to or buy from customers on a
principal basis the securities described herein. We and our affiliates also do business with, or that relates to, companies covered in Guggenheim research
and may have a position in the debt of the company or companies discussed herein.

This research is not an offer to sell or the solicitation of an offer to buy any security. It does not constitute a personal recommendation or take into account
the particular investment objectives, financial situations, or needs of individual clients. Clients should consider whether any advice or recommendation
in this research is suitable for their particular circumstances and, if appropriate, seek professional advice, including tax advice. The price and value of
investments referred to in this research and the income from them will fluctuate. Past performance is not a guide to future performance, future returns are
not guaranteed, and a loss of original capital may occur. Fluctuations in exchange rates could have adverse effects on the value or price of, or income
derived from, certain investments.

This communication does not constitute an offer of Shares to the public in the United Kingdom. No prospectus has been or will be approved in the United
Kingdom in respect of the Securities. Consequently, this communication is directed only at (i) persons who are outside the United Kingdom or (ii) persons
who have professional experience in matters relating to investments falling within Article 19(5) of the Financial Services and Markets Act 2000 (Financial
Promotion) Order 2005 (the “Order”), (iii) high net worth entities falling within Article 49(2) of the Order (iv) and other persons to whom it may lawfully be
communicated (all such persons together being referred to as “relevant persons”). Any investment activity to which this communication relates will only be
available to, and will only be engaged with, relevant persons. Any person who is not a relevant person, or otherwise in a territory where it is not intended
to, or may not, be distributed, should not act or rely on this document or any of its contents.

Copyright © 2025 by Guggenheim Securities, LLC, a FINRA registered broker-dealer, and by Guggenheim Securities Research Services, LLC, an
investment adviser (together with, Guggenheim Securities, LLC, “Guggenheim”). All rights reserved. The content of this report is based upon information
obtained from sources that Guggenheim generally considers reliable, but Guggenheim makes no representations or warranties with respect to its accuracy,
completeness, timeliness, suitability or otherwise, and assumes no responsibility to update it for subsequent events or knowledge. Guggenheim is not
responsible for your use of this information.
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