The Dual-Lens

Topography of
Cystic Fibrosis

Strategic Intelligence Briefing:

Al Perception of Vertex and |
Emerging Challengers

: / HIGH-ENERGY AMBER:

CLINICAL CYAN: =
> MARKET-DRIVEN WORLDVIEW

EVIDENCE-BASED WORLDVIEW

Competitive Dynamics:
Real-time tracking of

Precision Medicine Focus:
Deep analysis of genetic

Synthesized from GPT-5.5 and Gemini outputs across
clinical, sentiment, and commercial domains.

mutations and therapeulic Il Il
mechanisms. Ll “ IJII !

Data-Driven Efficacy:
Quantitative assessment
of clinical trial results.

Risk Stratification:
Rigorous evaluation of
patient outcomes and
safety profiles.

SYNTHESIZED INSIGHTS: DEEP CHARCOAL INTERSECTION

Integrated Landscape: Vertex maintains dominance
with strong clinical and market positioning.

Emerging Challengers: Identifying novel
mechanisms and strategic partnerships.

Future Trajectory: Convergence of precision therapies
and market demands will define the next frontier.

market share and > ﬁ\//
competitor movements, ./

Investment Sentiment:
Analysis of funding
trends and acquisition
activities.

Future Growth Potential: _

Forecasting market
expansion and
emerging therapies.
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Digital Intelligence Briefing

Al Consensus: The
Entrenched Incumbent vs.
The Immature Challengers
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4D-710() High-Unmet-Need

Challengers

~

Key Takeaway: GPT-5.5 and Gemini
universally position Vertex as the clinical
and commercial standard. Competitors are
framed as high-promise challengers for
unserved populations, fundamentally

lacking clinical validation. Vertex

(Alyftrek,
Trikafta/Kaftrio)
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RCT-2100

Analytical Warning: Raw Share-of-Voice
(SOV) metrics showed challengers at 25%

A each and Vertex/Sionna at 0%, contradicting
the actual generated text. SOV metrics are
unreliable for this dataset; qualitative
synthesis is prioritized.
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Premium Intelligence Briefing

The Al Data Diet: Mapping
the Source Topography

GPT-5.5 Core: Relies on primary
regulatory, trial, and payer policy ———
documents. Highly defensible. |
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investors.sionnatx.com

Gemini Periphery: Leverages
media, retail investor forums,
and speculative commentary.
High hallucination risk.
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The Shared Vulnerability:

domains for early-stage
narratives, and Reddit for
patient sentiment.

- &
Over-reliance on company IR @\q
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Premium Intelligence Briefing

Al Behavior Diagnostic: Clinical Discipline vs. Commercial Drama

GPT-5.5 Gemini
. Source-grounded; balances Market-oriented; frames landscape
Analytical Posture | approved vs. genetic/mRNA as monopoly vs. emerging threats.
challengers.
Sentiment Bi Contextualizes patient forums Categorical, emotive; blends clinical
AL carefully. disappointment with stock market
reaction.
Clinical Depth Strong evidence hierarchy; details Concise; leans heavily into trial risk
trial endpoints. narratives.
Hallucination / Low: Cites primary regulatory High: Makes specific payer/pricing
Auditability Risk sources frequently. claims with zero explicit URLs.
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Premium Intelligence Briefing

The CF Market Paradigm: Two Distinct Lanes of Risk

Key Insight: Al models do not currently view the market as a head-to-head battle.
Instead, they evaluate two separate risk profiles based on clinical maturity.

The Incumbent Lane: Vertex The Challenger Lane

Narrative has Narrative is purely

shifted from foundational.
“does it work?” to Success depends
tolerability, entirely on solving

mental health, : - delivery, durability,
s 4 _High prom|se for ., .
access friction, - H'gn et Need repeat dosing, and

and proving onomic = /\/ biomarker
incremental value. translation.
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PREMIUM INTELLIGENCE BRIEFING

Clinical Efficacy Gaps: Incremental Polish vs. Foundational Proof

Vertex Reality: Strong efficacy base; questions are now at the margins. Trikafta faces scrutiny on relying partly on
in vitro evidence for rare variants.

Leveraging adult Addressing Establishing Addressing remaining
data for younger mutations beyond sustained benefits symptoms and
cohorts. the common set. over years. complications.
Pediatric Rare-Variant Long-Term Residual
Extrapolation Evidence Outcomes Disease

Challengers Reality: Consistently framed as immature. <
Clinical

dation
Demonstrating efficacy with RePPat

subsequent administrations |

Proving safety and efficacy in
rigorous human trials.

~ Gemini Callout: Gemini uniquely framed
ARCT-032's Phase 2 interim signal
negatively as a “failure to improve lung
function,” blending clinical data with
capital-market disappointment.

LucidScope

Achieving lasting
therapeutic effects

Molecular .
ivery

Ensuring efficient and safe
transport to target cells.




Premium intelligence briefing

Patient Sentiment: The ‘Two Miseries’ Choice

Key Takeaway: Real patient complaint volume is highly concentrated around Vertex because approved products
generate real-world discussion. Challenger sentiment is a void of unmet need.

Vertex Noise: High Concentration of Real-World Complaints llen; nal:Voids of Unmet Need

Neuropsychiatric

Mutation-Agnostic Demand

Treatment Burden

Vertex Vulnerabilities: Mental health and cognitive complaints dominate
Trikafta online discourse. Alyftrek faces early switcher complaints
(headaches, fatigue) and uncertainty if symptoms are transient.

Challenger Unmet Need: Sentiment focuses on foundational

| requirements for broader, less burdensome solutions.

The Gemini Emotive Framing
Gemini forcefully frames the incumbent patient experience as a choice between “improved lung function vs. psychological burden.”
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PREMIUM INTELLIGENCE BRIEFING

Market Access Reality: Dominance, Scrutiny, and the Add-On Penalty

Vertex Reality: Dominant but economically scrutinized. High U.S. access is tightly controlled by payer friction and genotype documentation.

Access Friction

Incumbent Path: Vertex
Dominant but economically scrutinized. High U.S. access
Prior Auth / Genotype Docs Payer friction and mandatory genotype documentation.
High Out-of-Pocket Risk Significant patient cost burden creates adherence challenges.

Cost-Effectiveness Scrutiny Intense pricing and value scrutiny for incremental benefits.

Challenger Path A: Challenger Path B:
Mutation Agnostic The Sionna Add-On Penalty
SION-719 high-risk proposition if positioned as an

/ | add-on, demanding proof of extreme
ROADBLOCK | = 2 incremental clinical benefit to overcome
. . payer resistance. The combined cost and
, | Trikafta complexity face severe scrutiny.

Both Al models highlight SION-719 as a

High payer confidence if
targeting zero-option patients.
Clear value proposition.
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PREMIUM INTELLIGENCE BRIEFING

Strategic Imperatives: Protecting the Incumbent (Vertex)
Al Perception Risk

Product Core Vulnerability Actionable Content Strategy
Narrative shifting from Seed easily discoverable peer-
Trikafta / efficacy to side effects. reviewed RWE on neuropsychiatric
. Neuropsychiatric complaints | management, rare-variant
Kaftrio and mental health burden evidence, and CFF-facing
dominating Reddit/forums. education.
Framed merely as a Create clear, structured content
convenience lifecycle product. | answering ‘Who should switch?,
Alyftrek Early switcher complaints and | clarifying transient vs. concerning
value scrutiny vs. Trikafta. side effects, and outlining long-term
outcomes beyond sweat chloride.
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PREMIUM INTELLIGENCE BRIEFING

Strategic Imperatives: Advanced Challengers (Sionna & 4DMT)
Al Perception Risk

J Product Core Vulnerability Actionable Content Strategy
_ Highly visible (25 citations) but | Define as the CFTR-normalization
Sionna viewed purely as pre-efficacy. | challenger. Prepare clear data
(SION-719, The ‘expensive add-on’ narratives on sweat chloride thresholds,
451, 109) narrative. and position proprietary combos as

replacement rather than add-on.

Promising but uncontrolled:; Own the durable, mutation-agnostic
4D Molecular | dependent on redosing proof. | gene therapy narrative. Prioritize
Therapeutics | AAV-related safety and repeat- | peer-reviewed AEROW updates,
(4D-710) dose feasibility. patient-selection criteria, and
transparent safety monitoring.
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PREMIUM INTELLIGENCE BRIEFING

Strategic Imperatives: Emerging Challengers
(Arcturus, ReCode, Krystal)

Al Perception Risk

Core Vulnerability Actionable Content Strategy

Arcturus Al shorthand becoming “no Reposition mucus/HRCT improvement
i meaningful FEV1 improvement” as a biologically meaningful early signal;

(ARCT-032) (heavily pushed by Gemini). clarify next Phase 2 readout goals.
ReCode Lack of public human efficacy; Publish aggressively on SORT-LNP lung

skepticism around mucus delivery targeting, biodistribution, and
(RCT-2100) and nebulizer burden. repeat-administration safety.
Krystal Biotech Models explicitly state molecular Connect transduction rates to
(KB407) proof-of-concept (transduction) does | noninvasive endpoints (symptoms, QolL)

not equal clinical efficacy.

publish accessible explanations of the
registrational pathway.
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PREMIUM INTELLIGENCE BRIEFING
A |

The Algorithmic Vulnerability: Manipulating the Data Diet

investors.sionnatx.com
Reddit ir.krystalbio.com

A\ The IR Echo Chamber

I

A\ The Reddit Sentiment Trap

Without robust real-world evidence
published on high-authority domains,
Al defaults to Reddit forums to answer
“how do patients feel?”. This heavily
skews Vertex's profile toward worst-

case neuropsychiatric complaints. .
|

Early-stage narratives are entirely
controlled by company press releases.
While good for visibility, Al models
interpret this as promotional unless
backed by peer-reviewed domains.

| |
LucidScope



PREMIUM INTELLIGENCE BRIEFING

The Strategic Playbook: Controlling the Al Lens

Medical Affairs

L Commercial / IR

HEOR / Market Access

Stop relying solely on
press releases. Al models
penalize promotional
domains.

Transition early-stage
narratives into structured
clinical explainers,
translating biomarker
data into clear outcome
trajectories.

Flood the authoritative
zZone.

Seed high-authority
domains (FDA, DailyMed,
NIH) with peer-reviewed
RWE on long-term
outcomes, side-effect
management, and rare-
variant efficacy.

Defend the economics.

Challengers must publish
explicit cost-benefit
rationales for add-on
therapies.

Vertex must make payer
policy summaries highly
indexable to counter
speculative pricing
narratives.

Bottom Line: The biggest threat to Vertex is a gradually accumulating narrative around tolerability and cost. The
biggest opportunity for challengers is proving clinical outcomes—not just mechanism—for patients Vertex cannot serve.
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