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By mapping the evolution of 1L standards of care across major solid tumors, we can
systematically identify true areas of unmet need to focus future development

ix . : : : . : . .
: & Identifying tumor types with high unmet medical need in oncology requires a multi-dimensional
Challenge analysis of clinical, regulatory, and market dynamics
Blue Ocean
Focused on ~15 top solid tumors Low efficacy bar, minimal SoC
and relevant sub-segments* Red Ocean improvement and high unmet
need
Documented current vs. prior 1L High efficacy bar and major
Framework SoC overall survival (OS) recent improvement in SoC
and
Approach Categorized tumor types as

“Red Ocean” vs. “Blue Ocean”
based on magnitude of
improvement and absolute OS

‘ \( *Included patient segments with estimated 1L U.S. patients >7,000
Blue%star" Note: This analysis was conducted November 2025



Magnitude of SoC

Despite the recent improvement in the SoC across the largest tumor types, more than half
still have a mOS of <24 months signifying only incremental benefit in these indications

Overall Survival Differential Between Old and New 1L SoC

Improvement Red Ocean

Blue Ocean
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. Ovarian cancer HRD+ [ — Biomarker-driven segments
£ -~ Melanoma = - (HER2+breast, HRD+ ovarian) and
S __ET, geted Breast cancer HR+/HER2- R e
E L gete | Breast cancer HER2+ .- -------------- n Very |O-SenSItIV6 tumor types
~ [ Renal cell carcinoma Poor/Int [ R >® (melanoma, RCC) have experienced

Bladder cancer e ] >® the blggest |eapS in 0S

_ Targeted NSCLC EGFR MT m------- »® .

2 Renal cell carcinoma [y Most tumor types benefited from 10,
§ TNBC PD-L1-H B0 but gains remain largely confined to
8 NSCLC PD-L1-L NSq e e i
' o0 ]| S e B0 specific subgroups (e.g.r non

NSCLC PD-L1-0 NSq >0 squamous NSCLC, PD-L1-high TNBC)

Ovarian cancer HRD- e
) mMCRPC B->0 )

P8 Chomo/Targete Colorectal cancer KRAS WT m>e Absence of biomarkers to select
‘g‘ TTF/Chemo Glioblastoma multiforme >0 treatment and no benefit from 10
= ey, eted Colorectal cancer B->0 .
(B  10/Targeted Hepatocellular carcinoma B-->0 define many of these tumor types (e.g.,
6o NSCLC PD-L1-L Sq B->e CRC, mCPRC, PDAC)

NSCLC PD-L1-0 Sq e

Pancreatic cancer 2 ]
» Endometrial cancer pMMR » ' . .
E GEA HERD- me The |n?r0(§il:lct|0n. of 10 did not 'FranSIate
2 HNSCC me to a significant improvement in these
® SCLCES me tumor types compared to others

0 HNSCC PD-L1+ me

. 10 . Targeted . Chemo . Hormonal .ADC m OldSoCmOS e New SoC mOS

# Abbreviations: NSCLC = Non-small cell lung cancer; TNBC = Triple-negative breast cancer; mCRPC = metastatic castration-resistant prostate cancer; GEA = Gastroesophageal

adenocarcinoma; HNSCC = Head and neck squamous cell carcinoma; SCLC-ES = Small-cell lung cancer extensive stage; HRD = Homologous recombination deficient; NSq 3
= Non-squamous; Sq = Squamous; pMMR = Mismatch repair proficient



Red Ocean

Even in “Red Ocean” tumors with strong 1L OS gains, opportunities remain to better -
identify poor responders and improve toxicity

Red Ocean: =212 Months of Improvement in 1L SoC

mOS (months)
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Regimen Type Indication * Melanoma, renal cell carcinoma, and
bladder cancer are the only tumor
O CINTVAE (-5 -8 Ovarian cancer HRD+ | P -® types with broad 1L regimens (no

biomarker restriction), all with IO-
based SoC; melanoma in particular

Melanoma | Rt e e o e s s s -0 exemplifies 10’s potential

* ADCs are beginning to reshape 1L

therapy (e.g., EV in bladder cancer, T-
ET/Iangéted B;;af;ﬁggg_ar - >@--—-b DXd in HER2+ breast), replacing
DESTINY- chemo in key tumor types (e.g.,
Breast 09 cisplatin in bladder, taxane in HER2+
(O NNYAF- ---s|| Breast cancer HER2+ - »@ (ADC/targeted) breast cancer)
0S? - Optimizing ADC use in 1L in terms of

duration and combination regimens

Renal cell carcinoma _
W= >® continues to evolve

Poor/Int
@ Toxicity with some MoAs (e.g., CTLA-

’ ~

10/ADC Bladder cancer -------- »>® - 4, ADCs) and sub-groups of
refractory patients highlight

opportunities to improve tolerability
B 10 I Targeted ] chemo [} Hormonal |ADC W OdSoCmOS @ NewSoCmOS and broaden benefit
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Blue Ocean

“Blue Ocean” tumors with the smallest 1L OS gains all rely on PD-1 based regimens, -
suggesting better patient selection and/or novel targets may help increase 0OS benefit

Blue Ocean: <3 Months of Improvement in 1L SoC
mOS (months)

Regimen Type Indication 0 12 24 36 48 60 72 84
End trial * All tumor types here have 10 in 1L, but
10/Chemo " omelvllrll\iRcancer » survival benefit is small; most depend
P on PD-1 + chemo combination
regimens
10/Chemo GEA HER2- e * There is limited patient selection-

pMMR and HER2- are more
representative of the residual patient
pool left over after other targeted

10/Chemo HNSCC He therapies

@' Greater refinement in patient
10/Chemo SCLC-ES me " selection (biomarker-defined
subgroups) and better targets
suitable for these tumor types could
unlock more meaningful efficacy in

HNSCC PD-L1+ e these tumor types

B 0 [l chemo B 0dSoCmOS @  NewSoCmOS
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Recent 2025 ESMO conference highlighted not only the potential but also challenges of
developing new targets and patient population selection strategies to address unmet needs

Select ESMO 2025 Abstracts in “Blue Ocean” Tumor Types

Drug (Target) Tumor Abstract Key Takeaways

EemantuzlmabMEEMANE chemottor aduancedion Early OS benefit seen, but with longer follow-up OS curves

Bemarituzumab : i : ) have converged. Unique corneal toxicity seen that is
(FGFR2) ~ O/GHC metastatic FGER2boverexpressing (G/GEIC) o o gjple. Ph3 FORTITUDE-102 (BEMA + chemo + nivo) also
Ph3 FORTITUDE-101 results . P L .
recently failed - unclear if similar toxicity issues persisted
RC118 (CLDN18.2-targeted ADC) + RC148 (PD- )0 4 pp 1 /vEGF demonstrated ORR 57.1% (vs. 33.3%) and
0 RC118 1/VEGF bispecific antibody) or PD-1 for )
G/GEJC . . mPFS 7.9mos (vs. 4.3 mos); 1L study for ADC + PD-1/VEGF
(CLDN18.2) previously treated locally advanced or metastatic . .
G/GEJA planned could provide chemo free option for 1L CLDN18.2+
Cacontinaly ¢ Gatonira Cad) s chemos. chemoas 1L SSeTITankY Meso s aready avpiovee i e o
(PD-1/ CTLA-4) G/GEJA : final results Ph3 COMPASSION-15 trial . i y g » €SP
in PD-L1 low-neg groups
e . mOS of 25.3 mos from start of maintenance for tarlatamab
Tarlatamab Tarlatamab with first-line chemo-lO for ES-SCLC: . ) . .
(DLL3XCD3) ES-SCLC DeLLphi-303 study + PD—_1 with low grade CRS and ICANS; Ph3 DellPhi-305 is
ongoing
Enfortumab HNSCC Enfortumab vedotin plus pembrolizumab as 1L in ORR of 39% in 41 patients, mOS not reached; trial enrolled
vedotin (Nectin-4) R/M HNSCC: results from a cohort in EV-202 trial CPS =1 patients

While not at ESMO, there was considerable buzz about Genmab/Merus’s Petosemtamab (EGFRXLGR5 bispecific) in HNSCC which is in
Ph3 for 1L PD-L1+ HNSCC; previous Ph2 data showed 63% ORR and 9 mos mPFS
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Disclaimer

This presentation has been prepared by Bluestar BioAdvisors LLC (“Bluestar”) for the exclusive use of the party to whom Bluestar
delivers this presentation (the “Company”). Bluestar makes no, and disclaims all, representations and warranties, express or
implied, in relation to these materials and the information contained therein. Bluestar will not be liable for any direct, indirect,
special, incidental, exemplary or consequential losses or damages of any kind, including without limitation those damages
suffered by any person as a result of relying on any statement or information contained in these materials. To the extent the
presentation includes estimates about market and product potential, as well as forecasts of future business or financial
performance (including estimates of potential cost savings and synergies), such estimates and forecasts are made as of the
effective date of the presentation, are not guarantees and must be independently considered and verified by Company. Actual
results will vary from the projections and such variations may be material. Distribution of this presentation to any person other
than the Company and those persons retained to advise the Company, who agree to maintain the confidentiality of this material
and be bound by the limitations outlined herein, is unauthorized. This presentation has been prepared solely for informational
purposes and is not to be construed as a solicitation or an offer to buy or sell any securities or related financial instrument or as
legal, tax, accounting or investment advice or recommendation. The Company should consult its own counsel, tax and financial
advisors as to matters described herein.
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