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Executive Summary

Al in drug development is operating in a systemic fragility regime with a Fragility Surface of 71.0, exceeding its
structural threshold of 62.0 by +9.0 points. Fragility is concentrated in validation dependency, capital reliance, and
tightly coupled transmission pathways.

Fragility Transmission Lag is 4 months 26 days, indicating rapid propagation into financial outcomes. Structural
break probability reaches 54.2% within 180 days and 72.9% within 365 days. Expected loss reaches —-28.6% and
—-39.4% respectively.

. Overview

Provides a concise snapshot of system state, timing, and directional movement. It summarizes fragility level,
threshold positioning, and momentum classification.

MODEL OUTPUT

Fragility Surface 71.0 (+4.0 YoY)
Structural Threshold 62.0 (Breached)
Fragility Pressure +9.0 (Above Threshold)
Fragility Regime Systemic (Active)

Fragility Momentum Rising (+0.4 YoY)

Peer Average Surface 70.4 (+0.6 vs Peer)
Prior Surface 67.0 (Reference)

Interpretation. The system moved from 67.0 to 71.0, a year-over-year increase of +4.0, indicating continued
deterioration within a nonlinear fragility regime. Operating above threshold with positive momentum implies limited
absorption capacity and increased probability of rapid propagation.
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II. Scope and System Boundary

Defines the entities and exposures included in the system. It classifies which components are analyzed versus
excluded.

MODEL OUTPUT

Included Exposure $420.0B (Al Drug Platforms)
Excluded Exposure $1.6T (Traditional Pharma)
System Focus Al-Driven Development

Interpretation. The system isolates fragility specific to Al-driven drug development pipelines. Conclusions apply
only within this structural domain and not the broader pharmaceutical ecosystem.

[ll. Peer Construction and Exclusion Logic

Defines how the peer group is constructed. It classifies inclusion criteria based on structural similarity.

MODEL OUTPUT

Peer Count 5 (Comparable)
Weighting Equal (Balanced)
Exclusion Criteria Non-Al / Hybrid

Interpretation. Peers are constructed around validation-dependent Al models with similar capital structures. This
ensures fragility comparisons reflect structural exposure.

IV. Cross System Comparability

Defines how fragility scores compare across systems. It classifies whether scores are absolute or relative.

MODEL OUTPUT

Calibration Threshold-Based
Comparability Directional
Normalization System-Specific

Interpretation. Scores are internally consistent but not cross-sector absolute. Interpretation must focus on
direction and regime rather than numeric equivalence.

V. Cross Company Fragility Dashboard

Positions fragility across companies within the system. It classifies relative fragility levels across peers.

MODEL OUTPUT

Schraédinger 64.0 (Least Fragile)
Recursion 69.0

Exscientia 70.0

Relay Therapeutics 72.0

Absci 77.0 (Most Fragile)
Peer Average 70.4

Fragility Spread +13.0 (Wide)
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Interpretation. Fragility is elevated across all entities with measurable dispersion. System-level risk dominates,
though relative positioning differences exist.

VI. Financial Architecture

Describes the capital and revenue structure of the system. It classifies dependence on external funding versus
internal stability.

MODEL OUTPUT

Revenue Visibility 4.2 (Moderate)
Capital Dependence 8.4 (High)
Partnership Reliance 7.2 (Elevated)
Cash Stability 5.6 (Constrained)

Interpretation. The system is heavily dependent on external capital and partnerships. Funding disruptions will
directly translate into valuation instability.

VIl. Governing Variable

Identifies the primary driver of system stability. It classifies the dominant variable controlling fragility.

MODEL OUTPUT
Primary Driver Validation + Capital Access

Dependency Strength High

Interpretation. System stability is governed by validation outcomes and funding continuity. Failure in either
dimension triggers rapid destabilization.

VIIl. Economic Transmission Architecture

Maps how fragility propagates through the system. It classifies the transmission sequence from input to outcome.

MODEL OUTPUT
Transmission Chain Model - Validation — Funding - Valuation

Coupling Strength Tight

Interpretation. The system is tightly coupled across stages. Disruptions propagate rapidly into financial outcomes.

IX. Structural Blind Spots Ranked

Identifies the primary fragility drivers within the system. It classifies vulnerabilities by severity.

MODEL OUTPUT

Validation Gap 8.6 (Dominant)
Data Dependency 8.2
Overfitting Risk 7.9
Capital Dependence 7.6
Execution Gap 7.3

Interpretation. Validation credibility is the dominant fragility driver. Instability is anchored in the gap between
modeled and real-world outcomes.
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X. Fragility Signal

Measures baseline system stress. It classifies average fragility across drivers.

MODEL OUTPUT
Fragility Signal 8.0 (+0.3 YoY)
Capital Exposure $336.0B (At Risk)

Interpretation. Baseline fragility is elevated and increasing across the system. Additional stress will rapidly push
the system into higher fragility regimes.

XI. Fragility Density

Measures concentration of fragility within the system. It classifies how tightly risk is clustered across drivers.

MODEL OUTPUT

Fragility Density 7.6 (Clustered)
Concentrated Capital $250.0B (Core Nodes)
Density Direction Stable

Interpretation. Fragility is concentrated within a small number of critical drivers. This concentration accelerates
propagation once stress is introduced.

XIl. Fragility Elasticity
Measures system sensitivity to change. It classifies responsiveness to small input variations.

MODEL OUTPUT

Fragility Elasticity 9.4 (+0.6 YoY)
Impact Multiplier 9.4x ($1 - $9.4)
Elasticity Direction Rising

Interpretation. The system is highly sensitive to disruption and becoming more reactive over time. Small changes
produce disproportionately large downstream impacts.

XIII. Fragility Convexity

Measures nonlinear escalation under stress. It classifies how fragility accelerates beyond threshold conditions.

MODEL OUTPUT

Fragility Convexity 9.8 (+0.5 YoY)
Expansion Range 8.0x-12.0x (Nonlinear)
Convexity Direction Rising

Interpretation. Fragility accelerates sharply once activated, with nonlinear expansion dominating outcomes. This
creates abrupt regime shifts rather than gradual deterioration.

XIV. Fragility Duration

Measures persistence of fragility conditions. It classifies whether instability is structural or cyclical.
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MODEL OUTPUT

Fragility Duration 3y 2m 18d (Persistent)
Capital Lock $420.0B (Fully Exposed)
Duration Stability Structural

Interpretation. Fragility persists over multi-year horizons and is embedded structurally within the system.
Instability will remain unless underlying drivers materially change.

XV. Fragility Trajectory

Measures directional movement of fragility. It classifies trend and acceleration of system instability.

MODEL OUTPUT

Trend +0.4 (Yoy)
Acceleration +0.2 (Increasing)
Added Risk +$25.0B (Incremental)

Interpretation. Fragility is increasing and accelerating across the system. The trajectory indicates continued
deterioration rather than stabilization.

XVI. Fragility Momentum

Summarizes directional fragility state. It classifies system movement into regimes.

MODEL OUTPUT

Fragility Momentum Rising (+0.4 YoY)
Momentum State Upward
Stability Bias Negative

Interpretation. Fragility continues to build within the system with sustained upward movement. Stabilization
assumptions are premature under current conditions.

XVIl. Shock Velocity

Measures speed of fragility transmission. It classifies how quickly shocks convert into outcomes.

MODEL OUTPUT

Shock Velocity 7.1 (Rapid)
Transmission Speed High
Repricing Window Compressed

Interpretation. Shock transmission is rapid and leaves limited time for adjustment. Repricing events are likely to
occur quickly once triggers are activated.

XVIII. Structural Persistence Profile

Measures durability of fragility drivers. It classifies persistence across cycles.
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MODEL OUTPUT

Persistence Horizon 3y 2m 18d (Extended)
Driver Stability High
Reversion Probability Low

Interpretation. Fragility drivers are persistent and resistant to short-term correction. Structural change is required
to materially reduce instability.

XIX. Fragility Acceleration Signal

Detects nonlinear transition phase. It classifies whether the system is entering acceleration.

MODEL OUTPUT

Acceleration State Active
Phase Nonlinear
Transition Risk Elevated

Interpretation. The system is in an active acceleration phase with nonlinear characteristics. Fragility is
compounding rather than stabilizing.

XX. Fragility Transmission Lag

Measures time from fragility formation to financial impact. It classifies the analytical observation window.

MODEL OUTPUT

Transmission Lag 4m 26d (Compressed)
Observation Window Short
Timing Sensitivity Elevated

Interpretation. Transmission occurs within a compressed timeframe, narrowing the analytical window between
structural fragility formation and observable financial impact.

XXI. Fragility Engine
Synthesizes core fragility components into a unified system. It classifies how fragility is generated, amplified, and
sustained.

MODEL OUTPUT

Fragility Signal 8.0 (Elevated)
Fragility Density 7.6 (Clustered)
Fragility Elasticity 9.4 (Sensitive)
Fragility Convexity 9.8 (Nonlinear)
Fragility Duration 3y 2m 18d (Persistent)

Interpretation. Fragility is generated by high signal intensity and amplified by concentrated density and extreme
elasticity. Convexity ensures nonlinear escalation, sustaining instability over extended horizons.

XXIl. Shock Scenario Matrix

Simulates system response under varying stress intensities. It classifies fragility outcomes across severity levels.

tsakasfragilityradar.com Page 6



TSAKAS FRAGILITY RADAR LLC SAMPLE THEMATIC DEEP-DIVE - MARCH 2026

MODEL OUTPUT

Minor Scenario -15.6% (-$65.5B)
Moderate Scenario -32.4% (-$136.1B)
Severe Scenario -51.2% (-$215.0B)
System Value $420.0B (Baseline)

Interpretation. Moderate stress produces severe drawdowns due to nonlinear amplification. Severe scenarios
imply systemic failure conditions with large-scale capital impairment.

XXIII. Fragility Transmission Coefficient

Measures transmission versus absorption of fragility. It classifies buffering capacity within the system.

MODEL OUTPUT

Transmission Coefficient 0.93 (High Pass-Through)
Absorption Capacity 0.07 (Minimal Buffer)
Shock Retention Low

Interpretation. The system transmits nearly all fragility with minimal absorption. Shocks pass directly through to
outcomes without meaningful buffering.

XXIV. Structural Break Probability

Estimates probability of regime transition. It classifies likelihood of systemic break conditions.

MODEL OUTPUT

Break Probability 26.8% ($112.6B)
Probability Direction Rising
Break Intensity Moderate

Interpretation. Structural break risk is present and increasing across the system. Continued acceleration will push
probability into dominant risk territory.

XXV. Structural Breakpoint

Defines conditions required for system failure. It classifies trigger thresholds for regime shift.

MODEL OUTPUT

Primary Trigger Validation Failure
Secondary Trigger Funding Contraction
Joint Condition Required for Breakdown
Trigger Sensitivity High

Interpretation. System failure is triggered by combined validation breakdown and capital contraction. Monitoring
must track both variables simultaneously.

XXVI. Fragility Pressure

Measures distance above structural threshold. It classifies proximity to instability.
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MODEL OUTPUT

Fragility Pressure +9.0 (Above Threshold)
Pressure Ratio 1.15 (Elevated)
Capital Above Threshold $160.0B (Excess)

Interpretation. The system is materially above its structural threshold. Instability is already active rather than
potential.

XXVII. Fragility Event Probability Curve

Shows probability distribution across time horizons. It classifies progression of risk over time.

MODEL OUTPUT

P(30d) 18.6% ($78.1B)
P(90d) 35.4% ($148.7B)
P(180d) 54.2% ($227.6B)
P(365d) 72.9% ($306.0B)

Interpretation. Probability increases materially across time horizons with clear acceleration. The system
transitions into dominant risk regimes over time.

XXVIII. Fragility Impact Magnitude

Estimates financial loss under modeled scenarios. It classifies capital impact severity.

MODEL OUTPUT

Minor Impact -15.6% (-$65.5B)

Moderate Impact -32.4% (-$136.1B)
Severe Impact -51.2% (-$215.0B)
Expected Loss (180d) -28.6% (-$120.1B)
Expected Loss (365d) -39.4% (-$165.5B)

Interpretation. Downside magnitude is asymmetric and escalates rapidly under stress. The asymmetry between
minor and severe scenarios reflects the system's nonlinear convexity profile.

XXIX. Catalyst and Monitoring Framework

Identifies observable triggers and indicators. It classifies signals for system change.

MODEL OUTPUT

Deterioration Signal #1 Validation Failures
Deterioration Signal #2 Funding Contraction
Deterioration Signal #3 Partnership Breakdown
Stabilization Signal #1 Reproducible Validation
Stabilization Signal #2 Non-Dilutive Capital
Stabilization Signal #3 Revenue Visibility

Interpretation. System direction depends on validation outcomes and capital conditions. Early signals will emerge
in clinical results and financing terms.
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XXX. Model Confidence and Uncertainty

Assesses reliability of model outputs. It classifies sources of uncertainty.

MODEL OUTPUT

Model Confidence High
Data Transparency Partial
Validation Variability Elevated
Private Exposure Risk Present

Interpretation. Core signals are structurally robust despite uncertainty. Hidden risks may emerge from non-pu
data and validation variability.

XXXI. Model Invalidation Conditions

Defines conditions that invalidate the fragility thesis. It classifies structural changes that would reduce system
fragility.

MODEL OUTPUT

Validation Success Sustained Reproducible
Capital Dependence Reduced / Self-Funding
Funding Structure Stable / Non-Dilutive
Revenue Visibility Improved / Predictable

Interpretation. These conditions would structurally reduce fragility across the system. If sustained, the current
fragility thesis becomes invalid.

XXXII. Capital Segmentation

Separates exposure across capital layers. It classifies how fragility propagates across funding structures.

MODEL OUTPUT

Venture Capital First Impact (Funding Shock)
Public Equity First Reprice (Valuation)
Strategic Capital Delayed (Second-Order)

Interpretation. Fragility propagates sequentially across capital layers. Equity markets react first, followed by
slower institutional capital adjustments.

XXXIII. Relative Fragility Layer

Ranks entities by relative fragility within the system. It classifies structural dispersion across peers.

MODEL OUTPUT

Least Fragile Schrédinger 64.0

Most Fragile Absci 77.0

Fragility Spread +13.0 (Wide)
Capital Differential $50.0B (Material)
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Interpretation. Meaningful dispersion exists between least and most fragile entities. Structural differences across
the peer group are observable and persistent.

XXXIV. Time Horizon Mapping

Separates fragility across time horizons. It classifies risk progression across short, medium, and long-term
windows.

MODEL OUTPUT

Immediate Horizon 18.6%—35.4% ($78.1B-$148.7B)
Medium Horizon 54.2%-72.9% ($227.6B-$306.0B)
Long-Term Horizon 3y 2m 18d ($420.0B Exposed)

Interpretation. Risk is present immediately and accelerates significantly over time. The structural profile shifts
most materially in the medium-horizon window.

XXXV. Cross-System Fragility Differential

Compares relative fragility states between adjacent systems. It classifies structural differences between
Al-dependent and traditional pharmaceutical models.

MODEL OUTPUT

Al Drug Development System Fragility 71.0 (Above Threshold)
Traditional Pharma System Fragility ~48.0 (Below Threshold)
Coupling Differential Tight vs Distributed

Revenue Stability Gap Material

Interpretation. The two systems exhibit structurally divergent fragility profiles. The Al-dependent system shows
tighter coupling, higher capital dependence, and compressed transmission lag relative to the traditional
pharmaceutical system. This analytical observation describes structural state and is not a directive on capital
allocation.

XXXVI. Methodology Notice

Describes the framework architecture used to derive outputs. It classifies model construction and application.

MODEL OUTPUT

Framework Type Structural Fragility Model

Calibration Basis Threshold-Based System

Core Drivers Signal - Density - Elasticity - Convexity
Output Layers State - Time - Outcome

Use Case Institutional Research

Interpretation. The model evaluates how fragility forms and propagates across systems. Outputs describe
structural state under uncertainty and do not predict exact outcomes.

XXXVII. Structural Conclusion

Provides final system synthesis. It classifies overall fragility state relative to threshold and peers.
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MODEL OUTPUT
Fragility Surface
Structural Threshold
Fragility Pressure
Transmission Lag

System Value

71.0
62.0
+9.0
4m 26d
$420.0B
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Systemic)
Breached)
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(
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(
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Interpretation. The system is operating above its structural threshold within a nonlinear fragility regime. Instability
is active and is expected to persist under current conditions absent structural change to the underlying drivers.

XXXVIII. Analytical Synthesis

Synthesizes the full model into a unified analytical view. It integrates State, Structure, Time, and Outcome into one
institutional observation layer. This synthesis describes structural state and is not a directive on capital allocation.

STATE
Current Surface
Structural Threshold
Fragility Pressure
Peer Average

Prior Surface

STRUCTURE
Fragility Signal
Fragility Density
Fragility Elasticity
Fragility Convexity
Fragility Duration
Primary Blind Spot

Capital Dependence

TIME
Transmission Lag
Shock Velocity
Acceleration State

Observation Window
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OUTCOME
Break Probability 26.8% ($112.6B)
P(30d) 18.6% ($78.1B)
P(90d) 35.4% ($148.7B)
P(180d) 54.2% ($227.6B)
P(365d) 72.9% ($306.0B)
Expected Loss (180d) -28.6% (-$120.1B)
Expected Loss (365d) -39.4% (-$165.5B)
Capital at Risk (365d) $306.0B (72.9% of System)
Capital Above Threshold $160.0B (38.1% Excess)

MONITORING THRESHOLDS

Observable conditions that indicate continued or accelerating system deterioration. These are analytical thresholds
for monitoring purposes.

Surface >72.0 (Critical)
Transmission Lag <4m (Immediate)
P(90d) >40.0% ($168.0B)
Expected Loss (180d) >30.0% (-$126.0B)
Validation Failure Rate >20.0% (Critical)
Funding Contraction <-15.0% (YoYy)

STABILIZATION INDICATORS

Observable conditions that would indicate structural improvement and reduced fragility. These are analytical
indicators for monitoring purposes.

Surface <58.0 (Below Threshold)
Transmission Lag >7m (Extended)
Expected Loss (180d) <18.0% (-$75.6B)
Validation Success Rate >75.0% (Sustained)
Non-Dilutive Capital >$20.0B (Supportive)
Revenue Visibility >70.0% (Improved)

BEHAVIORAL SEQUENCE

Observed historical sequence of how fragility transmits across capital layers in tightly coupled systems. This
describes propagation dynamics.

Public Equity First (Reprice)
Venture Capital Second (Withdraw)
Strategic Capital Third (Lagged)

Interpretation. The analytical synthesis indicates a system operating in an active fragility regime with compressed
transmission timing, elevated outcome probabilities, and asymmetric downside magnitude. Monitoring thresholds
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and stabilization indicators describe the structural conditions under which the analytical view would either confirm
or invalidate. This synthesis is structural risk analysis and is not a directive on capital allocation, conviction
positioning, or trading decisions. Subscribers integrate this analytical view with their own valuation work,
fundamental analysis, and risk management frameworks.

XXXIX. Final Structural State
Provides the final analytical synthesis of system state. It classifies structural condition, direction, and persistence.

MODEL OUTPUT

System Value $420.0B (Total Exposure)
Fragility State Systemic (Active)

Direction Worsening (Accelerating)
Coupling Profile Tight (High Pass-Through)
Structural Persistence Multi-Year (Embedded)

Interpretation. The system is fragile, worsening, and highly sensitive to structural shocks. Current conditions are
expected to persist absent material change to the underlying drivers of validation dependency, capital reliance, and
transmission coupling.

Disclaimer

This document is structural risk research produced by Tsakas Fragility Radar LLC. It is not investment advice and
does not constitute a recommendation to buy, sell, or hold any security. The analytical framework describes
structural state and propagation dynamics under uncertainty. Subscribers and recipients are responsible for their
own investment decisions and should integrate this analytical view with their own valuation work, fundamental
analysis, and risk management frameworks. Past confirmation of analytical calls does not guarantee future
outcomes. The Fragility Radar's research output is delivered to institutional subscribers under a written
subscription agreement that does not establish an investment advisory relationship.

Sample Document Notice. This is a redacted sample of monthly thematic deep-dive content delivered to
subscribers of the Tsakas Fragility Radar. The original analysis was distributed to subscribers 30 days prior to any
public release. Subscribers receive the full monthly deep-dive each month, plus the live Fragility Radar log,
quarterly custom reports on subscriber-selected names, direct email access, and threshold breach notifications on
monitored names. Subscription information at tsakasfragilityradar.com.
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