Pliant Therapeutics (PLRX)

Investment Research Report — Case Study: The 89% Crash
Update: November 26, 2025
NASDAQ: PLRX | Market Cap: $179M | Current Price: $1.38 | 52-Week High: $18.47

A CRASHED -89% YTD
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1. Executive Summary

Pliant Therapeutics, Inc. (NASDAQ: PLRX) is a biopharmaceutical company focused on integrin-based therapies for
fibrosis and oncology. The company suffered one of the most dramatic collapses in biotech in 2025: -89% in 3 months
after the failure of its lead drug.

Situation Summary:

¢ February 2025: BEACON-IPF trial halted for safety concerns
¢ March 2025: Definitive cancellation of bexotegrast program
¢ May 2025: 45% workforce reduction to preserve cash

¢ Today: Survival depends on PLN-101095 (oncology)

Investment Thesis

PLRX represents a high-risk speculative case. The stock trades at "option value" levels — essentially a binary bet on
the success of a single clinical asset. Final PLN-101095 data expected in late 2025 will determine the company's fate.

2. The Crash: BEACON-IPF Story



2.1 Background: Bexotegrast and Pulmonary Fibrosis

Bexotegrast was a dual avp6/av1 inhibitor developed to treat idiopathic pulmonary fibrosis (IPF), a progressive lung
disease affecting ~150,000 patients in the US with a median prognosis of 3-5 years from diagnosis.

The IPF market is worth ~$4B annually, with only two approved drugs (nintedanib and pirfenidone) that slow but don't
stop progression. An effective drug would have represented a blockbuster opportunity.

2.2 Timeline of the Disaster

February 6, 2025

e PLRX closes at $12.55. The BEACON-IPF trial (Phase IIb/Ill) is ongoing with 360 patients enrolled.
February 7, 2025 (After-Hours)

¢ BREAKING NEWS: Pliant announces voluntary suspension of BEACON-IPF trial. The Data Safety Monitoring
Board (DSMB) recommended stopping after identifying an imbalance in adverse events.

¢ Reaction: -35% in regular session, -58% in after-hours

February 10, 2025

¢ Post-news open: Stock opens at $3.27, with total loss of -74% in 2 trading days.

March 3, 2025

o Definitive cancellation: After analysis by an independent external panel, Pliant permanently terminates BEACON-
IPF. Stock crashes to $1.38 (-89% from peak).

May 2, 2025

¢ Restructuring: 45% workforce reduction to extend cash runway.

2.3 What Went Wrong
Technical Details of the Failure:

¢ Main problem: Imbalance in unadjudicated IPF-related adverse events between treatment and placebo groups

¢ Clinical paradox: Bexotegrast showed efficacy signals on FVC endpoint (forced vital capacity), but safety issues
were unacceptable

o Historical note: This is the first late-stage IPF trial in history to be stopped for safety while showing efficacy

¢ Implication: The avp6/avpB1 mechanism may have intrinsic problems in pulmonary fibrosis

3. Current Pipeline: PLN-101095

After the bexotegrast disaster, Pliant repositioned on oncology as its primary focus with a single active clinical asset.

3.1 PLN-101095: Mechanism of Action

PLN-101095 is a dual inhibitor of avB8 and avB1 integrins, designed for solid tumors resistant to immune checkpoint
inhibitors (ICl).

Scientific Rationale:
e avp8: Activates TGF-f in the tumor microenvironment, suppressing immune response
e avpl: Contributes to tumor fibrosis and T-cell exclusion

e Combination with ICI: Blocking av38 can "unlock” tumors resistant to pembrolizumab/nivolumab

¢ First-in-class: No other av8 inhibitor in advanced clinical development



3.2 Partnership with Merck

PLN-101095 is being developed in combination with pembrolizumab (Keytruda) from Merck & Co. This strategic
partnership provides:

e Access to the leading checkpoint inhibitor ($25B annual sales)
¢ Scientific validation of the mechanism

o Potential for future co-development if data is positive

4, Phase 1 Clinical Data

4.1 Study Design

Parameter Details
Trial ID NCT06270706
Phase Phase 1 (dose escalation + expansion)
Population Advanced solid tumors ICl-refractory
Combination PLN-101095 + Pembrolizumab (Keytruda)

Doses Tested 300mg, 600mg, 1000mg BID

Status Enroliment completed, final data expected Q4 2025

4.2 Interim Results (March 2025)

Preliminary Efficacy (1000mg BID Dose):

Endpoint Result Notes
ORR (Objective Response Rate) 50% 3/6 patients with confirmed partial response
DCR (Disease Control Rate) 83% 5/6 patients with stable disease or response

Individual Confirmed Responses:

e NSCLC: -74% tumor reduction at week 18
¢ Cholangiocarcinoma: -48% reduction at week 42
¢ Melanoma: -42% reduction at week 27

Safety: Well tolerated, no DLT (dose-limiting toxicity) observed

4.3 Data Interpretation

Strengths:

¢ 50% ORR in patients already failed on ICI is a remarkable result
o Durable responses (week 27-42) suggest sustained benefit
¢ Clean safety profile differentiates from bexotegrast

Limitations:

o Very small dataset (n=6 at highest dose)

e Phase 1 is not predictive of Phase 2/3 success



o Heterogeneous tumors make it difficult to assess specific efficacy

5. 2025 Financial Analysis (SEC Filing)

5.1 Quarterly Income Statement

Item ($M) Q1 2025 Q2 2025 Q3 2025
Revenue $0 $0 $0
R&D Expenses $38.2 $28.4 $17.9
G&A Expenses $12.1 $11.8 $10.3
Total OpEx $50.3 $40.2 $28.2
Net Loss ($47.8) ($37.4) ($26.3)
EPS (Diluted) ($0.73) ($0.57) ($0.43)

Note: The significant reduction in expenses Q1 - Q3 (-44% OpEX) reflects the 45% personnel cut announced in May
2025 and the closure of the BEACON-IPF program.

5.2 Balance Sheet (September 30, 2025)

Iltem Q32025 Q2 2025 Change
Cash & Cash Equivalents $93.7M $118.4M -$24.7M
Short-term Investments $148.1M $168.3M -$20.2M
Total Cash Position $241.8M $286.7M -$44.9M
Prepaid & Other Current $8.4M $10.2M -$1.8M
Total Current Assets $250.2M $296.9M -$46.7M
Property & Equipment (net) $4.8M $5.6M -$0.8M
Operating Lease ROU Assets $18.2M $19.1M -$0.9M
Other Non-Current Assets $3.4M $3.8M -$0.4M
Total Assets $276.6M $325.4M -$48.8M

5.3 Liabilities & Stockholders' Equity

ltem Q32025 Q22025
Accounts Payable $3.2M $4.1M
Accrued Liabilities $12.8M $15.6M
Operating Lease Liabilities (Current) $4.7M $4.5M
Total Current Liabilities $20.7M $24.2M
Long-term Debt $30.4M $30.2M

Operating Lease Liabilities (Long-term) $21.8M $22.9M



ltem Q32025 Q2 2025

Other Long-term Liabilities $3.4M $3.6M
Total Liabilities $76.3M $80.9M
Common Stock & APIC $678.4M $676.8M
Accumulated Deficit ($478.2M) ($432.4M)
Accumulated OCI $0.1M $0.1M
Total Stockholders' Equity $200.3M $244.5M
Total Liabilities + Equity $276.6M $325.4M

5.4 Cash Runway Analysis

Cash Runway Projection:

« Cash Position: $241.8M (Q3 2025)

e Long-term Debt: $30.4M

e Net Cash (Cash - Debt): $211.4M

e Quarterly Burn Rate: ~$26M (post-restructuring)

o Estimated Runway: ~8-9 quarters — through Q3-Q4 2027

e Break-even: Not expected without partnership or new financing

Implication: The company has sufficient time to complete PLN-101095 development through Phase 2, but may need
new capital for Phase 3.

5.5 YoY Comparison (Q3 2024 vs Q3 2025)

ltem Q32024 Q3 2025 Change
R&D Expenses $47.8M $17.9M -63%
G&A Expenses $14.3M $10.3M -28%
Net Loss ($57.8M) ($26.3M) -55%
EPS (Diluted) ($0.89) ($0.43) +52%
5.6 Relevant SEC Filings 2025
Date Filing Key Content
Feb 7, 2025 8-K Announcement of BEACON-IPF trial suspension
Mar 3, 2025 8-K Definitive termination of bexotegrast program
Mar 17, 2025 8-K PLN-101095 Phase 1 interim data
May 2, 2025 8-K 45% workforce restructuring
Aug 7, 2025 10-Q Q2 2025 Financial Results

Nov 5, 2025 10-Q Q3 2025 Financial Results



6. Catalyst Timeline

Q4 2025 (Imminent) *
PLN-101095 Final Phase 1 Data

e Timeline: December 2025

¢ Potential Impact: HIGH — Only near-term catalyst

e What to Expect: Complete dataset, final ORR, safety profile, recommended Phase 2 dose
¢ Positive Scenario: ORR >40% confirmed - potential +100-200%

¢ Negative Scenario: ORR <30% or safety issues — potential -50%

2026
Catalyst Timeline Impact
PLN-101095 Phase 2 Start H1 2026 Medium-High
PLN-101325 Phase 1 Start H1 2026 Medium (muscle dystrophies)
Potential Partnership 2026 High (if positive data)
Q4 2025 Earnings Mar 2026 Low

7. Risk Analysis

7.1 Clinical Risks

Single-Asset Dependency

The entire company valuation depends on PLN-101095. If this asset fails, there is no credible Plan B. The previous
failure of bexotegrast demonstrates that Pliant has already failed once on a lead program.

Limited Dataset

The PLN-101095 interim data is based on only 6 patients at the highest dose. This is statistically insufficient to draw
definitive conclusions. The 50% ORR could easily drop to 20-30% with a larger sample.

Unproven Mechanism

Blocking avf8 to sensitize tumors to ICls is a theory not yet validated in randomized trials. It may not work in larger
populations or in specific tumor types.

7.2 Financial Risks

Future Capital Requirements

Even though current cash runway extends to 2027, a registrational Phase 3 will require hundreds of millions of dollars.
Pliant will need to do a dilutive equity raise or find a partner.

Option Valuation

At $1.38/share, the stock trades at ~0.9x book value ($200.3M equity vs $179M market cap). The market prices in a high
probability of total failure.

Debt



$30.4M of long-term debt represents an obligation that reduces financial flexibility. In distress, debt has priority over
equity.

Prior Failure

Management has already demonstrated the ability to fail on a major program. The team's credibility is compromised.

7.3 Competitive Risks

Evolving 10 Landscape

The immuno-oncology market is evolving rapidly with ADCs, bispecifics, and CAR-T. Even if PLN-101095 works, it could
be superseded by next-gen therapies before reaching the market.

Big Pharma Competition

Roche, BMS, AstraZeneca and others have unlimited resources to develop ICl combinations. Pliant competes with a tiny
budget.

8. Price Targets & Valuation Scenarios

8.1 Valuation Methodology

The following 12-month price targets are based on:

e Sum-of-parts: Cash value + probability-weighted pipeline value
¢ Book Value: $200.3M stockholders' equity / 130M shares = $1.54/share
« Comparable transactions: Biotech deals for oncology assets in Phase 1/2

¢ Risk-adjustment: PoS (Probability of Success) per clinical phase

8.2 Bull Case: $5.00 - $7.00
Upside: +262% to +407%
Probability: 20%

Key Assumptions:

e PLN-101095 final ORR >45%

o Safety profile confirmed clean

e Partnership with Big Pharma (Merck or others)
e Phase 2 fast-tracked

¢ Peak sales potential $500M-1B

Catalysts: Final Q4 2025 data, partnership announcement, analyst upgrades

8.3 Base Case: $1.50 - $2.50

Return: +9% to +81%
Probability: 50%

Key Assumptions:

e PLN-101095 ORR 30-40%
¢ Mixed but sufficient data for Phase 2

¢ No immediate partnership



e 2026 equity raise (dilutive)
¢ Valuation ~1.0-1.2x book value

Rationale: Company survives, progresses slowly, but without breakthrough

8.4 Bear Case: $0.30 - $0.70
Downside: -49% to -78%
Probability: 30%

Key Assumptions:

e PLN-101095 ORR <25%

o Safety issues emerge

¢ No viable pipeline options

¢ Liquidation or reverse merger
e Valuation ~0.3x book value

Recovery Path: Asset IP sale, acquisition by shell company, orderly liquidation with ~$1.00-1.20/share distribution to
shareholders

8.5 Note on Speculative Nature

A WARNING: PLRX is a highly speculative stock. The probability of significant loss is high (30% bear case). This is
not suitable for conservative investors or as a core portfolio position. Size positions accordingly (max 1-2% of portfolio).

9. Sources & References

SEC Filing (Verified Data)

¢ Pliant Therapeutics SEC EDGAR Filings
e 10-Q Q2 2025 (SEC)
e PLRX SEC Filing History (Stock Titan)

Clinical Data & Trial

e PLN-101095 Phase 1 Trial (ClinicalTrials.gov)
e PLN-101095 Interim Data March 2025 (Yahoo Finance)
e PLN-101095 Pipeline Page (Pliant)

News & Analysis
¢ BEACON-IPF Cancellation (Clinical Trials Arena)
e Pliant Stock Crash Analysis (BioSpace)
e PLRX -89% Analysis (Yahoo Finance)

o 45% Workforce Reduction (Clinical Trials Arena)


http://clinicaltrials.gov/

Financial Data
e Q32025 Earnings Report (Stock Titan)
e Q32025 Earnings Summary (FinTool)
Report Date: November 26, 2025

Disclaimer: This report is provided for informational purposes only. It is not investment advice. PLRX is highly
speculative with a high risk of total loss. Consult a financial advisor before investing.



