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THE 2026 MANDATE

Physics, Logistics, and the End of the Platform Premium

"The future is already here - it’s just not evenly distributed."

- William Gibson

The era of the "Science Project" is over. For the last decade, biotech capital structures were built on the premise of cheap money
and distant terminal value. That premise has collapsed.

With the cost of capital (WACC) stabilizing at 12-15% and the patent cliff threatening $300B in pharma revenue, the market has
stopped rewarding theoretical potential. It now demands high-velocity industrial execution.

This report argues that the winners of 2026 will be defined by three structural shifts:

1. From Biology to Physics - The clinical battle for solid tumors is pivoting from antibody-mediated biology (ADCs) to the brute
force of atomic physics (Radiopharma).

2. From Scarcity to Scale - The primary competitive moat is no longer the molecule; it is the isotope supply chain. The winners will
be those who secure the "Nuclear Valley" logistics required to deliver alpha-emitters at commercial volume.

3. From Discovery to Delivery - The "Platform Premium" is dead. Valuations are decoupling from broad discovery engines and
accruing to "Single Asset" companies that can navigate the operational complexity of the last mile.

This is not a forecast of what might happen. It is a roadmap of what is already being built.

Disclaimer
This document is provided for informational, strategic planning, and benchmarking purposes only and should not be construed as investment advice, financial
advice, medical advice, or arecommendation to buy or sell any specific securities or assets.

The insights, valuation models, and clinical projections presented herein have been developed using a combination of publicly available clinical trial registries
(ClinicalTrials.gov), corporate filings, aggregated market intelligence, and comparative supply chain inference across the Radiopharmaceutical and Cell & Gene
Therapy sectors. All figures, including Net Present Value (NPV) sensitivities and supply chain capacity forecasts, represent modeled scenarios intended to support
strategic decision-making and landscape analysis, not guaranteed market outcomes.

This report reflects ProGen Search’s current understanding of the therapeutic and industrial landscape as of the December 2025 planning horizon. The forward-
looking statements contained regarding clinical trial readouts (e.g., RayzeBio, Capstan Therapeutics), regulatory timelines, and isotope production capacities are
subject to significant scientific, regulatory, and operational risks. Actual clinical results and commercial timelines may vary materially from these projections due to
patient enrollment dynamics, regulatory shifts, and broader macroeconomic conditions.

No representations or warranties, express or implied, are made regarding the accuracy, completeness, or applicability of the information contained herein. ProGen

Search accepts no liability for decisions or actions taken based on the contents of this document. Readers are encouraged to conduct their own due diligence and
seek appropriate independent professional advice before making investment, hiring, or organizational pivot decisions.
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Executive Summary: The Great Convergence

"The test of a first-rate intelligence is the ability to hold two
opposed ideas in mind at the same time." - F. Scott
Fitzgerald

The year 2026 marks the definitive end of the "Proof-of-
Concept" era for advanced modalities and the beginning
of "Industrialized Medicine." For the past decade,
Radiopharmaceuticals, Antibody-Drug Conjugates
(ADCs), and Cell & Gene Therapies (CGT) have operated in
siloes - distinct scientific fiefdoms with separate capital
structures and clinical philosophies. That separation is
over. We are entering The Great Convergence, a period
defined by the violent collision of these modalities over
the same biological real estate and the simultaneous
hardening of the supply chains required to deliver them.

This convergence is not merely scientific; it is a forced
evolution driven by a merciless macro-environment. With
interest rates settling at a "rational" 4-5% and the
Weighted Average Cost of Capital (WACC) for biotech
skyrocketing to 12-15%, the era of the "Platform Premium"
is dead. The market no longer rewards distant terminal
value; it demands visible, high-velocity revenue. This
financial pressure is compounded by the "Patent Cliff,"
where Big Pharma faces a staggering $300 billion revenue
loss between 2025 and 2030 due to the Loss of Exclusivity
(LOE) on franchise assets like Keytruda and Revlimid.

Consequently, 2026 will be characterized by a shift from
"Science Projects" to "Scale." We are witnessing the
"Alpha-Shift" in radiopharma, moving from beta-emitters
to high-potency Actinium-225 and Lead-212.
Simultaneously, the CGT sector is pivoting from the
unscalable, artisanal "ex vivo" model to the mass-
producible "in vivo" paradigm. These are not incremental
improvements; they are structural overhauls designed to
solve the asymptotic limits of current standards of care.
As Radiopharma (Alpha), ADCs (Next-Gen), and CGT (In
Vivo) collide, the winners in 2026 will not be those with the
cleverest biology, but those who can master the physics of
the supply chain and the economics of the "last mile"
delivery.

Section 1: The Clinical Battlefield
(Radiopharma vs. ADCs)

The most friction in the 2026 landscape is found in the
"Collision Zones" - specific tumor antigens where Next-
Gen ADCs and Targeted Alpha Therapies (TATs) are now
competing for dominance. The industry has moved
beyond the saturation of HER2 and TROPZ2; the new war is
being fought over Claudin18.2 and B7-H3. This is no
longer a question of target validation, but of modality
selection: does the patient need a "Biology" solution
(ADC) or a "Physics" solution (Radiopharma)?
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The battle for Claudin18.2 in gastric and

gastroesophageal junction (GEJ) cancers perfectly
illustrates this divergence. On one side, we have the ADC
approach, exemplified by AstraZeneca’s AZD0901. This
asset relies on the traditional biological mechanism of
internalization and lysosomal cleavage. It positions itself
as the "bulk" warfare solution for high-expression tumors.
However, gastric tumors are notoriously fibrotic, creating a
stromal barrier that large antibodies struggle to penetrate.
Enter the "Physics" solution: PeptiDream’s PD-29875. By
utilizing a smaller peptide radioligand, this asset bypasses
the diffusion limitations of ADCs. It offers a counter-
strategy: deep stromal penetration paired with the atomic
lethality of a radionuclide.

Similarly, the B7-H3 landscape is splitting along
"internalization" vs. "crossfire" lines. Daiichi Sankyo’s I-
DXd (ADC) is leveraging the internalization pathway for
efficacy in Small Cell Lung Cancer (SCLC). However,
Novartis (via the Mariana Oncology acquisition) is betting
that the biology of internalization is a liability in
heterogeneous tumors. Their Alpha-emitter strategy
(exemplified by their lead asset MC-339 in SCLC and their
emerging B7-H3 pipeline) utilizes the 'Crossfire Effect’. By
firing alpha particles 50-80 pm through tissue, the
radiopharmaceutical kills not only the target cell but also
the antigen-negative neighbors that the ADC misses. This
is the critical clinical differentiator for 2026: ADCs rely on
the "chemical bystander effect" (dependent on diffusion),
while Alpha-therapies utilize a "radiological bystander
effect" (dependent on physics), effectively ignoring
multidrug resistance pumps (MDR1) that often neutralize
ADCs.

The ultimate manifestation of this convergence is the
emergence of the "Radio-ADC" (ARC). This hybrid
modality attempts to solve the "Depot Problem." Small
molecule radioligands suffer from fast renal washout,
often clearing the system before the isotope has fully
decayed. By conjugating the isotope to an antibody,
developers are leveraging the FcRn recycling mechanism
to keep the isotope in circulation for days, perfectly
matching the 10-day half-life of Actinium-225.

The clinical calendar for 2026 is loaded with catalyst
events that will adjudicate these battles. The bellwether
eventis undoubtedly RayzeBio’s (BMS) primary efficacy
readout for ACTION-1 (NCT05477576) in H1 2026. Awin
here validates the "Alpha-after-Beta" sequencing in GEP-
NETs. Simultaneously, AstraZeneca and Fusion
Pharmaceuticals will be intensifying enrollment for the
pivotal Phase 2/3 AlphaBreak trial (NCT06402331). In the
CGT space, the "In Vivo" pivot faces its first major test with
Capstan Therapeutics releasing Phase 1 safety data for
CPTX2309 in Q1 2026, challenging the traditional ex vivo
CAR-T hierarchy.

© 2025 ProGen Search. All rights reserved.
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The 2026 Clinical Catalyst Calendar: Convergence of Modalities

Sana Bio - $G293 Pre-IND Data

Nucleus RadioPharma (PA) Operational

Thor Medical - Production Start

Kelonia - KLN-1010 12-Month Data 4

Sanofi/Orano - AlphaMedix Ph3 First Patient

Orna Therapeutics - ORN-101IND Filing

Umoaja - UB-VV111 Durability & RP2D -

RayzeBio (BMS) - ACTION-1 Readout (H1)
Interius (Gilead) - INT2104 Ph1 Efficacy
Capstan (AbbVie) - CPTX2309 Ph1Safety

Modality / Sector

I Radiopharma
N In Vivo CAR-T

B Supply Chain

Feb 2026 Apr 2026

Section 2: The Supply Chain "Moat" (The
Alpha Revolution)

While the clinical data garners the headlines, the true
strategic differentiator in 2026 is the industrialization of
the isotope supply chain. We are witnessing a decisive
shift from "Scarcity" to "Scale," fundamentally altering the
competitive dynamics of the sector. For years, the industry
relied on "Legacy Supply" derived from government
stockpiles (producing a meager ~1.7 to 3 Curies globally
peryear). This bottleneck effectively capped the
commercial potential of Alpha therapies.

2026 breaks this deadlock. The commercial capacity for
Alpha emitters is projected to jump to 50-100 Curies per
year, driven by the activation of massive industrial
facilities. NorthStar Medical in Beloit, WI, is filing its Drug
Master File (DMF) for electron-beam produced Actinium-
225in Q2 2026. Simultaneously, PanTera in Belgium is
bridging the gap with 1.5-2.0 Ci/year before their full-scale
reactors come online, and Orano Med is commissioning
its ATLab in Onnaing, France. This is no longer "cottage
industry" physics; it is the mass production of nuclear
medicine.
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Timeline (2026)

A critical divergence is emerging in the type of Alpha
supply chain being built: the Centralized (Actinium-225)
model vs. the Generator (Lead-212) model. Actinium-225,
with its 10-day half-life, supports a centralized
manufacturing approach allowing hubs like Nucleus
RadioPharma (opening its Spring House, PA facility in
Late 2026) to distribute regionally. In contrast, the Lead-
212 supply chain, championed by Sanofi/Orano Med,
relies on a shorter 10.6-hour half-life, necessitating a more
complex, just-in-time logistics network or the use of Lead-
212 generators.

This industrial revolution is reshaping the physical
footprint of Big Pharma. Bristol Myers Squibb (RayzeBio)
and Eli Lilly (Point Biopharma) are turning Indianapolis,
IN into the "Nuclear Valley" of the United States. Lilly’s
180,000 sq. ft. campus and BMS’s 77,000 sq. ft. facility are
not just factories; they are strategic moats. By co-locating
near the FedEx global hub, they are solving the "Decay
Chain" logistics equation - every hour the drug sits on a
tarmac, a percentage of the inventory literally vanishes
(decays). Novartis is taking a different approach with
"Time Zone Arbitrage,” opening its Carlsbad, CA facility to
serve the West Coast and eliminate the "decay penalty" of
cross-country shipping.

© 2025 ProGen Search. All rights reserved.
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Alpha Emitter Capacity: Legacy vs. 2026 Commercial Outlook
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Section 3: The "In Vivo" Pivot & Workforce
Crisis

While Radiopharma scales up, the Cell & Gene Therapy
(CGT) sector is undergoing a necessary pivot from "Ex
Vivo" to "In Vivo." The current "vein-to-vein" model -
extracting cells, engineering them in a lab for 3-6 weeks,
and reinfusing them - has hit a commercial wall. With Cost
of Goods Sold (COGS) exceeding $95k and failure rates up
to 25%, the model is unscalable. The 2026 solution is to
turn the patient’s body into the bioreactor.

This pivot is bifurcated into two technical approaches:
Viral Vectors for permanent integration (e.g., Umoja
Biopharma, Interius) and Lipid Nanoparticles (tLNPs) for
transient expression (e.g., Capstan Therapeutics, Orna).
The "Lymphodepletion Paradox" is central here. The
industry is desperate to remove the toxic chemotherapy
conditioning required for current CAR-T therapies.
Companies like Kelonia Therapeutics (reporting long-
term durability data in Q3 2026) are pioneering this
"immune reset" without chemotherapy, which is the key to
unlocking the massive autoimmune market (Lupus, MS).
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However, this technological leap is colliding with a severe
Workforce Crisis. We are building 21st-century supply
chains with a talent pool that does not exist. The
industrialization of "Theranostics" (pairing diagnostics with
therapy) has created a bottleneck at the intersection of
Aseptic Biologics and Nuclear Physics. There is a critical
shortage of Radiation Safety Officers (RSOs) who
possess both NRC licensing authority and GMP
manufacturing discipline.

This scarcity has triggered a "Radiation Premium" in
compensation. Salary data for 2026 reveals that RSOs now
command $148,000 compared to $120,000 for their
biologics counterparts - a premium of over 20%. Sign-on
bonuses for radiopharma technologists have reached
**$40,000**, and talent is draining from traditional coastal
hubs toward the logistics nodes of Indianapolis and
Memphis. The inability to staff the new facilities described
in Section 2 (BMS, Lilly, Nucleus) represents the single
greatest operational risk to the 2026 outlook.

"We are attempting to build 21st-century infrastructure
with a 20th-century workforce. The talent gap is now the
primary commercial risk." - ProGen Search Intelligence

© 2025 ProGen Search. All rights reserved.
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The Radiation Premium: 2026 Compensation Trends
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Section 4: The Investment Verdict (The "Great
Recalibration")

The investment climate for 2026 is defined by the "Great
Recalibration." The Zero Interest Rate Policy (ZIRP) erais a
distant memory, and the cost of capital has fundamentally
changed the valuation models for Life Sciences. With
interest rates stabilized at 4-5%, the Weighted Average
Cost of Capital (WACC) for biotech has risen to 12-15%.

In a high-discount-rate environment, the Net Present
Value (NPV) of cash flows expected 10 years from now
(typical for platform discovery engines) is decimated. This
phenomenon, known as the "Duration Trap," is forcing a
strategic pivot. Investors and Big Pharma acquirers are
ignoring broad platforms in favor of "Single Asset"
companies - ventures with late-stage (Phase 2/3) data that
can generate revenue within the 2-4 year horizon.
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This behavior is accelerated by the Patent Cliff. With $300
billion in revenue at risk between 2025 and 2030, Pharma
giants are not looking for "science experiments"; they are
looking forimmediate revenue replacement. This explains
the discrepancy in valuations: companies with a "Product
Engine" that can churn out INDs (like the RayzeBio or
Fusion acquisitions) command multi-billion dollar
premiums, while pure-play discovery platforms struggle to
raise Series B rounds.

Strategic Outlook: For hiring managers and investors, the
verdict is clear. The value in 2026 lies in execution and
convergence. Avoid pure biology plays that lack a supply
chain strategy. Overweight companies in the "Nuclear
Valley" that have secured their alpha-emitter supply. And
in the CGT space, look for the "In Vivo" data readouts - that
is where the next industrial revolution begins.

© 2025 ProGen Search. All rights reserved.



The Duration Trap: Valuation Sensitivity to Interest Rates
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Conclusion: The New Industrial Logic Notes on data & estimates:
The narrative of 2026 is no longer about the "potential" of This report blends public information (company
novel modalities; it is about the brutal calculus of scale. disclosures, hiring signals, deal activity, regulatory
The winners will not be the companies with the most updates) with market observations gathered through
elegant biology, but those that successfully couple that ongoing work across radiopharma, ADCs, biologics and
biology with a hardened, nuclear-grade supply chain and a CGT. Where hard numbers vary by site, geography, and
"single-asset" financial strategy that fits the high-rate program design, figures are shown as ranges or directional
environment. The era of the generalist platform is over; the estimates. Capacity, pricing, and timelines in these supply
era of the vertically integrated specialist has begun. chains move quickly; treat charts as decision-support

rather than definitive forecasts.

About ProGen Search:
Market Intelligence & Executive Search for the Convergence Era.

You don't need another resume forwarder. You need a partner who understands the difference between an Alpha-emitter
supply chain and a standard biologics launch.

How we help:

1. Strategic Search: We identify and secure the rare "hybrid" talent (e.g., RSOs with GMP experience, Commercial
leads who understand nuclear logistics) that doesn't exist on standard job boards.

2. Market Intelligence: We provide the salary benchmarking, competitor mapping, and organizational design insights
required to build a 2026-ready leadership team.

Building for 20267 Let's verify your organizational assumptions.
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