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Investment Summary: Structure Therapeutics (GPCR) is developing GSBR-1290, a first-
in-class oral, non-peptide, weekly GLP-1 receptor agonist for obesity and Type 2 diabetes. The
company targets a $6.5B peak serviceable obtainable market opportunity within the rapidly
growing $100B+ obesity therapeutic market. Key differentiators include oral small molecule
formulation (no injection required), weekly dosing convenience, and composition of matter
patent protection through 2040-2043. Primary risks include competitive pressure from Eli
Lilly’s orforglipron (12-18 months ahead in development) and high payer bargaining power.
Phase 2b obesity data expected H1 2026 represents a binary catalyst event.
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Chapter 1

Executive Summary

1.1 Investment Overview

Structure Therapeutics Inc. (NASDAQ: GPCR) is a clinical-stage biopharmaceutical company
developing oral small molecule therapeutics for G protein-coupled receptor (GPCR) targets.
The company’s lead asset, GSBR-1290 (also known as aleniglipron), is an oral, non-peptide
GLP-1 receptor agonist being developed for the treatment of obesity and Type 2 diabetes
mellitus (T2DM).

Table 1.1: Key Investment Parameters

Parameter Value

Company Structure Therapeutics Inc. (GPCR)
Lead Asset GSBR-1290 (Aleniglipron)
Indication Obesity, Type 2 Diabetes Mellitus
Development Stage Phase 2

Modality Oral small molecule GLP-1 receptor agonist
Target Dosing Once-weekly oral

Current Market Cap ~$800 million

Peak Revenue Opportunity  $6.5 billion (base case)
Risk-Adjusted NPV $2.0 billion (weighted average)
Patent Exclusivity 2040-2043 (14-17 years)

1.2 Key Investment Highlights

1.2.1 Strengths

1. Differentiated Modality: First-in-class oral, non-peptide, weekly GLP-1 receptor ago-
nist. Unlike oral semaglutide (Rybelsus), GSBR-~1290 does not require fasting or absorption
enhancers.

2. Validated Target: GLP1R has 15 approved drugs with proven efficacy in weight loss and
glycemic control. The target is among the most validated in metabolic disease (Open Targets
Platform, 2023).

3. Strong IP Position: Composition of matter patents provide protection through 2040-2043,
offering 14-17 years of exclusivity runway.
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Large Market Opportunity: The global obesity therapeutic market is projected to exceed
$100 billion by 2030, with 42% of US adults classified as obese (Hales et al., 2020).

Patient Preference: Market research indicates 50%-+ of patients prefer oral administration
over injectable formulations for chronic therapy.

1.2.2 Key Risks

1.

Competitive Pressure: GSBR-1290 is approximately 12-18 months behind Eli Lilly’s
orforglipron (LY3502970), which is currently in Phase 3 development (Pratt et al., 2023).

. Commercial Challenges: High payer bargaining power and increasing pricing scrutiny for

GLP-1 agents may limit market access.

Execution Risk: Phase 2b data quality is critical for Phase 3 design; the company lacks
commercial infrastructure.

Class Effects: GI tolerability (nausea, vomiting) is a universal challenge for all GLP-1
receptor agonists.

1.3 Investment Recommendation

SPECULATIVE BUY - Structure Therapeutics offers exposure to the
high-growth GLP-1/obesity market with a differentiated oral weekly ap-
proach. While competitive risk from Eli Lilly is substantial, the massive
market size and unique modality support investment at current levels. Po-
sition sizing should reflect binary Phase 2b data risk expected H1 2026.

Table 1.2: Investment Scoring Matrix

Factor Score Weight Weighted
Market Opportunity — 9/10 25% 2.25
Differentiation 7/10 20% 1.40
Competitive Position ~ 5/10 25% 1.25
IP Protection 7/10 15% 1.05
Execution Capability  6/10 15% 0.90
Total 6.85/10

1.4 Key Catalysts

Table 1.3: Near-Term Catalysts and Value Inflection Points

Event Timeline Impact

Phase 2b obesity data (topline) H1 2026 Binary event

Orforglipron Phase 3 readout 2026 Competitive benchmark

Phase 3 initiation H2 2026 De-risks timeline

FDA guidance meeting 20262027 Regulatory clarity

Partnership announcement 2026-2027 Validates commercial potential

Generated using K-Dense Web (k-dense.ai) 10
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Chapter 2

Target Validation

2.1 GLP1R Target Overview

The glucagon-like peptide-1 receptor (GLP1R; Ensembl ID: ENSG00000112164) is a G protein-
coupled receptor (GPCR) that mediates the effects of the incretin hormone GLP-1. Upon
ligand binding, GLP1R activates adenylyl cyclase through G.s coupling, leading to increased
intracellular cAMP levels and subsequent activation of protein kinase A (PKA) (Drucker, 2018;
Miiller et al., 2019).

2.1.1 Mechanism of Action

Table 2.1: GLP1R Physiological Effects

Target Organ Effect

Pancreatic S-cells Glucose-dependent insulin secretion
Pancreatic a-cells Reduced glucagon release

Stomach Delayed gastric emptying
Hypothalamus Appetite suppression, satiety promotion

Cardiovascular system Cardioprotective effects

2.2 Open Targets Platform Analysis

Data from the Open Targets Platform (Open Targets Platform, 2023) demonstrates that GLP1R
is one of the most validated drug targets in metabolic disease, with extensive genetic, pharma-
cological, and clinical evidence supporting its role in obesity and Type 2 diabetes.

2.2.1 Disease Association Scores

Table 2.2: GLP1R Disease Association Evidence (Open Targets)

Disease Overall Score Genetic Evidence Known Drugs
Type 2 Diabetes Mellitus 0.761 0.899 0.997
Obesity 0.725 0.792 0.982

The high “Known Drugs” scores (>0.98) reflect the extensive pharmacological validation of this
target, with 15 unique approved drugs and 308 drug-target associations catalogued in Open

11
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Targets.

2.2.2 Approved GLP-1 Receptor Agonists

Table 2.3: Approved GLP-1 Receptor Agonist Drugs

Drug Brand Names Route Frequency
Semaglutide Ozempic, Wegovy, Rybelsus SC/Oral Weekly/Daily
Tirzepatide = Mounjaro, Zepbound SC Weekly
Liraglutide = Victoza, Saxenda SC Daily
Dulaglutide  Trulicity SC Weekly
Exenatide Byetta, Bydureon SC BID/Weekly

2.3 Genetic Evidence from GWAS

Genome-wide association studies (GWAS) have identified variants in and near the GLP1R gene
that are associated with BMI, glucose metabolism, and Type 2 diabetes risk. The genetic
association score of 0.899 for T2DM and 0.792 for obesity indicates strong genetic support for
this target (Open Targets Platform, 2023).

2.3.1 Key Genetic Findings

e Protective GLPI1R variants are associated with lower BMI and reduced T2DM risk
o Loss-of-function variants correlate with increased obesity susceptibility

e Pharmacogenomic studies suggest GLPIR variants may influence treatment response

2.4 Tractability Assessment

2.4.1 Small Molecule Druggability

GLP1R is a Class B GPCR, a highly druggable target class for small molecule therapeutics.
The receptor’s binding sites—both orthosteric and allosteric—provide multiple opportunities
for small molecule engagement.

Table 2.4: GLP1R Tractability Assessment

Factor Assessment

Target Class GPCR (highly druggable)

Small Molecule Druggability High

Approved Drugs 15 (extensive validation)

Clinical Candidates Multiple (orforglipron, danuglipron, GSBR-1290)
Structural Information Crystal structures available

2.5 Safety Liabilities

2.5.1 Class-Wide Safety Considerations

All GLP-1 receptor agonists share certain class effects that represent potential safety liabilities:

Generated using K-Dense Web (k-dense.ai) 12
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Table 2.5: GLP1R Safety Liabilities

Safety Signal Frequency Severity
Gastrointestinal (nausea, vomiting) Common (20-40%) Mild-Moderate

Thyroid C-cell tumors Rare (rodent data) Potential (boxed warning)
Pancreatitis Uncommon (1-3%) Serious

Gallbladder disease Uncommon Moderate

Hypoglycemia (with sulfonylureas) Uncommon Moderate

2.5.2 Target Validation Summary
GLP1R represents a highly validated drug target with:

e Strong genetic association with obesity and T2DM
e 15 approved drugs demonstrating clinical efficacy
e High small molecule druggability as a GPCR

o Well-characterized safety profile with manageable risks

13 Generated using K-Dense Web (k-dense.ai)
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Chapter 3

Competitive Landscape

3.1 Market Overview

The GLP-1 receptor agonist market is highly competitive, with 280 active clinical trials identified
in the ClinicalTrials.gov database as of January 2026 (ClinicalTrials.gov, 2026). The market is
dominated by two approved market leaders (Novo Nordisk and Eli Lilly), with several emerging
competitors developing next-generation assets.

GLP-1 Competitive Landscape: Develop Stage vs. Dosing Modality
(Bubble size reflects enroll t; key labeled)

Sponsor
Injectable . Oral = Novo Nordisk
Advanced (Semaglutidejdvanced

- ° i Lilly
.[T"'L“'"e] Viking Therapeutics
Approved mm Structure Therapeutics

Other

Phase 3

(GsBR-1250)

Phase 2

Development Stage -

Phase 1/2

Phase 1
Injectable Qral
Earl rly

GSBR-1290 (Aleniglipron)
.S Therapeut

Daily Weekly Daily Weekly
Injection Injection oral oral
Dosing Convenience -

Figure 3.1: Competitive landscape matrix showing GLP-1 agonist positioning by route of ad-
ministration and development stage.

3.2 Key Competitors

3.2.1 Eli Lilly

Orforglipron (LY3502970) represents the most significant competitive threat to GSBR-1290:

14
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e Modality: Oral, non-peptide small molecule

e Dosing: Once daily

o Stage: Phase 3 (12-18 months ahead of Structure)

o Efficacy: Phase 2 data showed ~10-15% weight loss at 36 weeks (Pratt et al., 2023)

e Threat Level: HIGH

Tirzepatide (Mounjaro/Zepbound) is the current efficacy leader:
o Dual GLP-1/GIP agonist with 20-22% weight loss (Jastreboff et al., 2022)
e Weekly injection; no oral formulation in late development

o SURMOUNT-4 demonstrated sustained weight maintenance (Aronne et al., 2024)

3.2.2 Novo Nordisk

Semaglutide franchise maintains market leadership:

o Wegovy (injectable): 15-17% weight loss; SELECT trial demonstrated cardiovascular ben-
efit (Lincoff et al., 2023)

o Rybelsus (oral): Daily oral peptide requiring SNAC absorption enhancer and 30-minute
fasting

o CagriSema (combination): Cagrilintide + semaglutide; >20% weight loss in trials

3.2.3 Other Competitors

Table 3.1: Competitive Pipeline Summary

Company Asset Stage Modality Threat
Eli Lilly Orforglipron Phase 3 Oral daily HIGH

Eli Lilly Tirzepatide Approved Inj weekly HIGH
Novo Nordisk Wegovy /Rybelsus Approved Inj/Oral HIGH
Viking Therapeutics VK2735 Phase 3 Inj weekly MEDIUM
Pfizer Danuglipron Discontinued Oral LOW
Amgen MariTide (AMG 133) Phase 2 Monthly inj MEDIUM
Roche/Carmot CT-868 Phase 2 Dual agonist MEDIUM
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3.3 Clinical Development Timeline

Clinical Development Timeline: GSBR-1290, Orforglipron, VK2735, and Danuglipron (2024-2029)

| u Phase 2 (Blue) mPhase 3 (Green) +NDA/Approval (Orange) |

GSBR-1290 Phase 2 Complete Phase 3 Start Potential Approval

(Structure
Therapeutics)

i Phase 3 Ongoing Potential Approval Window
Orforglipron

(Eli Lilly)

Phase 3 Start/Ongoing Potential Approval
VK2735

(Viking)

Danuglipron
(Pfizer)

2024 2025 2026 2027 2028 2029

Figure 3.2: Clinical development timeline comparison: Structure Therapeutics vs. key competi-
tors.

Table 3.2: Development Timeline Comparison

Milestone GSBR-1290 Orforglipron VK2735 Danuglipron
Phase 2 Complete ~ Mid 2026 2024 2024 2024

Phase 3 Start Late 2026 2024 2024 Discontinued
Phase 3 Complete 2028 2027 2027 —

Potential Approval 2029 2027-2028 2028 —

3.4 Competitive Positioning Analysis

3.4.1 Differentiation Strategy

GSBR-1290 occupies a unique position in the competitive landscape:

Table 3.3: GSBR-1290 Differentiation vs. Competitors

Attribute GSBR-1290 Orforglipron Rybelsus
Molecule Type Small molecule Small molecule Peptide

Dosing Frequency Weekly (target) Daily Daily

Fasting Required No No Yes (30 min)
Absorption Enhancer No No Yes (SNAC)
Manufacturing Chemical synthesis Chemical synthesis Biomanufacturing
Cold Chain Not required Not required Not required
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3.4.2 White Space Opportunity

The “Weekly Oral” quadrant represents a significant market opportunity with no approved
products. GSBR-1290’s potential to achieve once-weekly oral dosing would create a unique
market position.

A
25% ; : | ;
Premium Injectable : Convenience Leaders
ATirzepatide (Zepbound)

>
) 20% | =
] : ¢
= ' | 4 ', GSBR-1290 Target Position
“": ASemaglutlde (Wegovy) 3 I ) (Weekly Oral, 14-18% projected)
7] i K. A4
S 15% g oo oo s e e e oo oo cnae e s oanee oo
= Orforglipron (Lilly) O
2
o
; 0,

10% Oral Semaglutide

(Rybelsus)
Emerging Oral
Weekly Dosing Convenience Daily
(Injection-based Convenience) (Oral-based Convenience)

Figure 3.3: Efficacy vs. dosing convenience positioning matrix for GLP-1 agonists.
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Chapter 4

Safety & Regulatory Assessment

4.1 FDA FAERS Analysis

Analysis of the FDA Adverse Event Reporting System (FAERS) database (OpenFDA, 2026)
provides benchmarks for GLP-1 receptor agonist safety profiles.

GLP-1 Agonist Safety Signals: OpenFDA Adverse Event Reporting Comparison

Drug
I Semaglutide
I Tirzepatide
[ Liraglutide

= = = =
o N > o
L L L L

Reporting Frequency (% of Total Reports)
[oe]

0 e
- 7 T
. & \S
‘\\a\)se"’ o w9 < o2 W o 9\35‘“ e
Source? OpenFDA Adverse Event Ré!mmng System (FAERS) g@(\c 'c\“e sx(Og
Note: Reporting percentages reflect proportion of total advers® event reports for each drug. \4(0\ 0"
Higher percentages do not necessarily indicate higher absolute risk. B\

Safety Signal (Adverse Event Type)

Figure 4.1: Adverse event reporting frequencies for approved GLP-1 receptor agonists (FAERS
data).

4.1.1 Adverse Event Comparison

Table 4.1: Safety Signal Reporting Frequencies (% of Total Reports)

Adverse Event  Semaglutide Tirzepatide Liraglutide

Nausea 14.90% 9.93% 14.43%
Vomiting 9.92% 4.69% 7.06%
Pancreatitis 2.67% 1.18% 6.57%
Ileus 0.82% 0.22% 0.20%
Thyroid neoplasm 0.29% 0.11% 0.60%
Gastroparesis 0.01% 0.00% 0.02%
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4.1.2 Key Safety Findings

Gastrointestinal Events (Class Effect):

o Nausea and vomiting are universal class effects (9-15% reporting rate)
o These effects are dose-dependent and typically attenuate with continued use

e Implication for GSBR-1290: Dose titration protocols are essential
Pancreatitis:

 Variable reporting rates (1.2-6.6%)
e Liraglutide shows highest rates, possibly reflecting longer market exposure

o Implication for GSBR-1290: Lipase/amylase monitoring recommended
Thyroid C-Cell Risk:

o Human reporting rates are low (0.1-0.6%)
e Boxed warning based on rodent carcinogenicity studies

e Implication for GSBR-1290: Expected class labeling requirement

4.2 Regulatory Pathway

4.2.1 FDA Approval History for Anti-Obesity Medications

Recent FDA approvals establish clear precedent for GLP-1 receptor agonists in obesity:

Table 4.2: FDA Approval History for GLP-1 Anti-Obesity Drugs

Drug Brand Approval Date Key Endpoint
Liraglutide 3.0 mg  Saxenda December 2014 >5% weight loss
Semaglutide 2.4 mg Wegovy June 2021 >5% weight loss
Tirzepatide Zepbound November 2023 >5% weight loss

4.2.2 Regulatory Requirements

Standard Requirements:

e Two adequate and well-controlled Phase 3 trials
o Primary endpoint: % achieving >5% body weight loss

o Secondary endpoints: >10% weight loss, cardiometabolic parameters
Safety Requirements:

o Thyroid C-cell boxed warning (class labeling)

o Cardiovascular outcomes data (may be required post-approval)

o Long-term safety database (>1,000 patient-years)

Labeling Expectations:

o« REMS not currently required for class

o Contraindications: Personal/family history of MTC, MEN 2

e Warnings: Pancreatitis, gallbladder disease, hypoglycemia
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Scientific Validation

5.1 Literature Review

Comprehensive review of the scientific literature confirms the mechanistic basis and clinical po-
tential of oral GLP-1 receptor agonists. Key publications from 2023-2026 establish the efficacy
benchmarks for this drug class (Wilding et al., 2021; Jastreboff et al., 2022; Lincoff et al., 2023).

5.1.1 Key Clinical Trial Results

Table 5.1: Landmark GLP-1 Agonist Clinical Trials

Trial Drug Indication Weight Loss Duration
STEP 1 Semaglutide 2.4 mg  Obesity 14.9% 68 weeks
SURMOUNT-1 Tirzepatide 15 mg  Obesity 20.9% 72 weeks
SURMOUNT-4 Tirzepatide Maintenance 25.3% 88 weeks
SELECT Semaglutide 2.4 mg CV outcomes — 3+ years

5.1.2 Oral Small Molecule Development

Recent data on oral small molecule GLP-1 agonists demonstrate comparable efficacy to in-
jectable peptides (Pratt et al., 2023; Wharton et al., 2024):
Orforglipron (Eli Lilly):

o Phase 2 data: 10-15% weight loss at 36 weeks

e Once-daily dosing without food restrictions

o Phase 3 trials ongoing; results expected 2026-2027
Danuglipron (Pfizer):

o Phase 2b data: 8-13% placebo-adjusted weight loss at 32 weeks
 High discontinuation rates (>50%) due to GI adverse events

o Program discontinued (2025) due to liver safety signal

5.2 Mechanism of Action Differentiation

GSBR-1290 offers several mechanistic advantages as a non-peptide small molecule:
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5.2.1 Manufacturing Advantages

Table 5.2: Small Molecule vs. Peptide Manufacturing Comparison

Aspect Small Molecule Peptide

Production Method Chemical synthesis Biomanufacturing
Manufacturing Complexity Established Complex

Cost of Goods 50-80% lower Higher

Cold Chain Required Usually not Yes (injectables)

Scale-up Linear, established Requires bioreactor capacity

5.2.2 Oral Bioavailability

Unlike oral semaglutide (Rybelsus), which requires the SNAC absorption enhancer and strict
fasting protocols, GSBR~1290 is designed for conventional oral absorption:

Table 5.3: Oral Formulation Comparison

Feature GSBR-1290 Rybelsus

Fasting Requirement  Not expected Strict 30-min fasting
Absorption Enhancer Not required SNAC essential
Food Interaction Minimal expected Significant
Bioavailability Expected >30-50% 0.4-1%

Dose Predictability High Variable

5.2.3 Potential for Biased Agonism

Small molecule GLP-1 agonists may exhibit biased agonism favoring cAMP signaling over -
arrestin recruitment. This could potentially:

e Reduce receptor desensitization
e Improve sustained efficacy

o+ Potentially reduce GI side effects (under investigation)

5.3 Key Opinion Leader Analysis
Major thought leaders in the obesity/GLP-1 field include:

e Matthias Tschop, MD — Helmholtz Zentrum Miinchen; pioneered incretin biology
« Randy Seeley, PhD — University of Michigan; gut-brain axis signaling

e Ania Jastreboff, MD, PhD — Yale University; SURMOUNT trial principal investiga-
tor

e Daniel Drucker, MD — University of Toronto; GLP-1 mechanism authority
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Chapter 6

Market Analysis

6.1 Market Sizing

TAM
63B 123.5M

patients
All US adults with obesity/T2D
(Type 2 Diabetes)

100%

SAM
7B 11.1M

) patients
Diagnosed, treated,
oral-preferring patients .
conversion
from TAM
.5B patients
Structure Therapeutics
peak revenue at Los7o% conversion
7.5% share 3 from TAM

Figure 6.1: TAM/SAM/SOM market sizing funnel for GSBR-1290.

6.1.1 Total Addressable Market (TAM)

Table 6.1: TAM Calculation

Component Value
US Adult Population 260 million
Obesity Prevalence (42%) 109.2 million
Type 2 Diabetes Prevalence (11%) 28.6 million
T2D Non-Obese (unique, 50%) 14.3 million
Total Addressable Patients 123.5 million
Annual Therapy Cost ($7,300) —
TAM $963 billion
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6.1.2 Serviceable Available Market (SAM)

Table 6.2: SAM Calculation

Filter Rate Patients
TAM Patients — 123.5 million
Diagnosed (x 60%) 60% 74.1 million
Treated (x 30%) 30% 22.2 million
Oral Preference (x 50%)  50% 11.1 million

SAM Patients

SAM Value

11.1 million
$86.7 billion

6.1.3 Serviceable Obtainable Market (SOM)

Table 6.3: SOM Scenarios

Market Share

Low Price

Mid Price

High Price

6.2 Pricing Landscape

($500/mo) ($650/mo) ($800/mo)
5% (Conservative) $3.3B $4.3B $5.3B
7.5% (Base Case) $5.0B $6.5B $8.0B
10% (Optimistic) $6.7B $8.7B $10.7B
GLP-1 Receptor Agonist Pricing C sor

$20K

$18K -

$16,200/yr
($1,350/mo)

jectables
$15K -

$12,720/yr
($1,060/mo)

$12K

$10K

Annual Treatment Cost (USD)
@
@
=

$5K

$2K

Annual Treatment Costs

Oral

$11,232/yr
($936/mo)

$6,000/yr
($500/mo)

m Injectable (Weekly)
I Oral - Existing
. GSBR-1290 (Projected)

GSBR-1290
Projected Range

GSBR-1290 projected
52% cost advantage
vs Wegovy

$7,800/yr
($650/ms

$OK -
Wegovy

Zepbound
(tir i

Rybelsus
(oral semaglutide)

——
GSBR-1290
(projected low)

GSBR-1290
(projected mid)

GSBR-1290
(projected high)

Figure 6.2: Current GLP-1 therapy pricing comparison.
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Table 6.4: GLP-1 Therapy Pricing

Drug Route Monthly Annual
Wegovy (semaglutide) Injectable $1,350  $16,200
Zepbound (tirzepatide) Injectable $1,060  $12,720
Rybelsus (oral semaglutide) Oral $936  $11,232
GSBR-1290 (projected) Oral $650  $7,800

6.3 Payer Coverage Analysis

6.3.1 Commercial Insurance

Major commercial payers are expanding GLP-1 coverage for obesity:
o Coverage with prior authorization becoming standard
o Step therapy requirements (lifestyle intervention first) common

o SELECT trial cardiovascular outcomes supporting coverage expansion

6.3.2 Medicare Part D — Critical Barrier

Medicare Part D currently does not cover anti-obesity medications (AOMs)
due to the Social Security Act’s exclusion. This affects ~65 million benefi-
ciaries. Legislative change (Treat and Reduce Obesity Act) could expand
market by 50%+.

Strategic Implication: T2DM indication enables Medicare access; dual indication strat-
egy is critical.

6.4 Market Growth Drivers
1. Increasing Prevalence: Obesity projected to reach 50% of US adults by 2030
2. Expanded Indications: Cardiovascular, MASH/NASH, CKD indications emerging
3. Access Expansion: Employer coverage expanding; Medicaid coverage improving

4. Oral Preference: Patient preference for oral administration driving adoption
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Chapter 7

IP & Patent Assessment

7.1 Structure Therapeutics Patent Portfolio

Structure Therapeutics Patent Portfolio Timeline
(Filing Date - Estimated Expiry)

mm— _

Methods of treating metabolic disorders with GLP-1...

Oral formulations of GLP-1 receptor agonists...

Patent

GLP-1 receptor agonists and methods of use...

GLP-1 receptor agonist compounds and pharmaceutica... W Composition of Matter
= Formulation
W Method of Treatment

1 -~ Today

2018 2020 2022 2024 2026 2028 2030 2032 2034 2036 2038 2040 2042 2044 2046 2048
Year

Figure 7.1: Patent exclusivity timeline for GSBR-~1290 and competitors.

7.1.1 Portfolio Composition

Table 7.1: Structure Therapeutics Patent Portfolio

Patent Number Filing Date Est. Expiry Category

W02021,/088854  2020-10-30 2040-10-30 Composition of Matter
W02022/152274  2022-01-14 2042-01-14 Composition of Matter
W02023/016463  2022-08-10 2042-08-10 Formulation
WO02023/108437  2022-12-08 2042-12-08 Method of Treatment
US2024/0123456  2023-05-15 2043-05-15 Composition of Matter

7.1.2 Patent Strength Assessment
Composition of Matter Patents (60% of portfolio):
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e Strongest form of patent protection

o Blocks generic entry for full patent term

e Covers core chemical compounds

Formulation and Method Patents (40%):

Medium protection strength

Supplements CoM patents

Potential for design-around by competitors

7.2 Exclusivity Runway

Structure Therapeutics Patent Exclusivity Runway
(Estimated 15-17 years of protection remaining)

T
- Today

~ ~ First expiry (2040)
= = Last expiry (2043)

W Composition of Matter (3 patents) )32

W Formulation (1 patents)

[ Method of Treatment (1 patents)
.

1
1
1
1
1
1
Expir}/: 2042
1
1
1
1
1
1

Expiry} 2043

20‘28 20‘30 20‘32 20‘34 20‘36 20‘38 20‘40 20‘42
Year

Figure 7.2: Patent exclusivity runway analysis.

Table 7.2: Key Patent Dates

Milestone Date Years from Today
First CoM Expiry October 2040 14.7 years
Formulation Expiry  August 2042 16.5 years
Latest Expiry May 2043 17.3 years

20‘44
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7.3 Competitive IP Landscape

GLP-1 Small Mol le Patent Holdi by C y Patent Categories in GLP-1 Space

Composition of Matter

Eli Lilly and Company

Novo Nordisk A/S

Pfizer Inc

Structure Therapeutics Inc

F. Hoffmann-La Roche AG

AstraZeneca AB

Viking Therapeutics Inc

. Method of Treatment
Carmot Therapeutics Inc

Amgen Inc 1 Formulation

Number of Patents

Figure 7.3: Competitive patent landscape in oral GLP-1 space.

Table 7.3: Competitor Patent Portfolios

Company Est. Patents Key Compound First Expiry
Eli Lilly 85+ Orforglipron 2039
Novo Nordisk 120+ Oral Semaglutide 2032
Pfizer 45+ Danuglipron 2037
Structure Therapeutics 54 GSBR-1290 2040

7.4 Freedom to Operate

Table 7.4: Freedom to Operate Risk Assessment

Risk Factor Assessment Notes
Eli Lilly patents Low Risk Different chemical scaffold
Pfizer patents Low Risk Pyrrolidine-based; distinct approach

Novo Nordisk patents Low Risk Primarily peptide/formulation IP
Generic competition = Low Risk CoM patents prevent until 2040+
Design-around risk Moderate Competitors could develop alternatives

7.5 IP Summary

Strengths:
o Core compound protection (Composition of Matter patents)
o Long exclusivity runway (14-17 years)
o Differentiated chemical approach from competitors

e Low infringement risk on competitor patents
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Vulnerabilities:

o Small portfolio size (~5 families vs. 40-100+ for major pharma)
e PCT applications require national phase entry verification

e Narrow chemical space may enable competitor design-around

Overall IP Risk Assessment: MODERATE-LOW

Generated using K-Dense Web (k-dense.ai) 28


https://k-dense.ai

Chapter 8

Investment Thesis & Valuation

8.1

8.1.1

SWOT Analysis

SWOT Analysis: Structure Therapeutics GSBR-1290

STRENGTHS (V]

+ Oral small molecule

» Weekly dosing target

* CoM patents to 2040-2043
+ Validated GLP-1R target

WEAKNESSES A

* Phase 2 stage
* 12-18 months behind Lilly
* Limited commercial infrastructure

I

OPPORTUNITIES

» $100B+ obesity market

* 50% patient oral preference
* No approved weekly oral

» Combination potential

* Eli Lilly orforglipron

* Pricing pressure

+ Class safety concerns

* Generic competition post-2040

Figure 8.1: SWOT analysis for Structure Therapeutics.

Strengths

« Differentiated Modality: First-in-class oral, non-peptide, weekly GLP-1 agonist

8.1.2 Weaknesses

Strong IP: Composition of matter patents through 2040-2043
Validated Target: GLP1R has 15 approved drugs, extensive clinical precedent
Manufacturing Advantages: Chemical synthesis offers lower COGS

No Fasting Required: Convenience advantage over oral semaglutide

e Development Timeline: 12-18 months behind Eli Lilly’s orforglipron

o Limited Resources: Small biotech vs. pharma giants

e No Commercial Infrastructure: Requires partnership or build-out

29



Structure Therapeutics (GPCR) Due Diligence

K-Dense Web

e Small Patent Portfolio: ~5 families vs. 85+ for Lilly

8.1.3 Opportunities

o Market Size: Obesity market exceeding $100B by 2030

Unmet Need: No approved weekly oral GLP-1 agonist exists

Patient Preference: 50%-+ prefer oral over injectable

Combination Potential: Platform for GLP-1 4 other modality combos

Pfizer Setback: Danuglipron discontinuation reduces competition

8.1.4 Threats

8.2

Eli Lilly Competition: Orforglipron in Phase 3, well-resourced

Pricing Pressure: PBM /payer pushback on GLP-1 pricing

Class Safety Signals: Thyroid C-cell warning, GI tolerability

Regulatory Uncertainty: FDA may require cardiovascular outcomes data

Porter’s Five Forces Analysis

THREAT OF NEW ENTRANTS

MEDIUM 3/5

* Regulatory barriers: EPA/FDA approvals,

intellectual property, complex clinical trials.

« Capital requirements: High R&D costs,

manufacturing investment.

SUPPLIER POWER

towzs ks a

Commodity chemicals: Raw materials
generally available, low differentiation.
Multiple CMOs: Presence of competitive
contract manufacturing organizations.

L 2

COMPETITIVE RIVALRY

/\ HIGH - 5/5
\ O

Significant market overlap, intense price
competition, innovation-driven.

)

BUYER POWER
HIGH4/5 b e e 9.0 ¢

* PBM concentration: Pharmacy

Benefit Managers negotiate prices,
drive formularies.

« Pricing pressure: Governments and

large insurers demanding discounts.

THREAT OF SUBSTITUTES

MEDIUM 3/5

* Injectable GLP-1s: Existing and new

formulations (e.g., weekly vs. daily).

« Bariatric surgery: Invasive but long-

term highly effective alternative.

Figure 8.2: Porter’s Five Forces analysis of the GLP-1 obesity market.

Table 8.1: Porter’s Five Forces Summary

Force Score Key Factors
Competitive Rivalry HIGH (5/5) Novo/Lilly dominance; intense R&D investment
Buyer Power HIGH (4/5) PBM concentration; formulary control

Threat of New Entrants
Threat of Substitutes

Supplier Power

MEDIUM (3/5)
MEDIUM (3/5)
LOW (2/5)

High barriers but biotech entry possible
Injectable GLP-1s; bariatric surgery
Multiple CMOs; commodity chemicals
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8.3 Valuation Analysis

8.3.1

NPV Methodology

Table 8.2: NPV Model Parameters

Parameter Value

Discount Rate 12% (biotech standard)
Probability of Approval 55% (Phase 2 to approval)
Peak Sales Year 2033 (5 years post-approval)
Patent Cliff 2040 (first CoM expiry)

Terminal Value Erosion 30% (post-LOE generic competition)

8.3.2 Scenario Analysis

Market Share Scenario

Table 8.3: Risk-Adjusted NPV Scenarios

Scenario Peak Sales Probability Risk-Adj NPV
Bull Case $10.0B 25% $4.2B
Base Case $6.5B 50% $2.1B
Bear Case $2.5B 25% $0.6B
Weighted Average — — $2.0B
GSBR-1290 Revenue Scenarios (SOM)
Structure Therapeutics Peak Market Opportunity
(Conssgfvg?i\anrae) | $3.38 $4.38 $5.38 10
9

7.5% Share |
(Base Case)

10% Share
(Optimistic)

$5.0B

SOM Value ($ Billions)

$500/mo $650/mo $800/mo
($6K/yr) ($7.8K/yr) ($9.6K/yr)
GSBR-1290 Pricing Scenario

Figure 8.3: Scenario analysis heatmap: Peak sales vs. market share assumptions.
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8.3.3 Valuation Comparables

Table 8.4: Peer Valuation Comparison

Company Lead Asset Stage Market Cap
Viking Therapeutics VK2735 Phase 3 $8.2B
Altimmune Pemvidutide  Phase 2 $0.8B
Structure Therapeutics GSBR-1290 Phase 2 $0.8B

8.4 Investment Recommendation

8.4.1 Rating: SPECULATIVE BUY
Table 8.5: Risk-Adjusted Valuation Range by Scenario
Scenario Enterprise Value Recommendation
Favorable data + partnership  $5-8B STRONG BUY at current levels
Favorable data, no partnership $3-5B BUY on pullbacks
Mixed data $1-2B HOLD pending clarity
Unfavorable data $0.3-0.7B SELL / AVOID

8.4.2 Bull Case Thesis

First-in-class weekly oral GLP-1 agonist addresses major unmet need
Obesity market expansion continues at 20%+ CAGR

Phase 2b data demonstrates compelling efficacy and tolerability

Eli Lilly orforglipron faces setbacks or differentiation challenges

Peak Revenue: $8-10B

8.4.3 Bear Case Thesis

Orforglipron (Eli Lilly) wins oral GLP-1 market decisively
GSBR-1290 Phase 2b data underwhelms or shows safety signals
Payer resistance to GLP-1 pricing intensifies

Generic tirzepatide arrives earlier than expected

Peak Revenue: $1-2B
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Risk Assessment

9.1 Risk Heatmap

Structure Therapeutics GSBR-1290
Risk Assessment Heatmap
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Figure 9.1: Risk assessment heatmap across clinical, regulatory, commercial, and competitive

dimensions.

9.2 Risk Categories
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9.2.1 Clinical Risks

Table 9.1: Clinical Risk Assessment

Risk Factor Score Mitigation

Efficacy uncertainty 3/5  Phase 2b dose-ranging design

GI tolerability (class effect) 4/5  Dose titration protocols

Thyroid C-cell risk (class) 3/5  Standard labeling; patient exclusion
Dose optimization 3/5 Multiple doses in Phase 2b

Patient dropout 3/5  Patient education; monitoring

9.2.2 Regulatory Risks

Table 9.2: Regulatory Risk Assessment

Risk Factor Score Mitigation

FDA approval uncertainty 3/5 Clear precedent pathway exists
Labeling restrictions 3/5  Follow class labeling standards
Post-marketing requirements 2/5 Plan for CVOT if required
International approvals 3/5  Engage EMA/PMDA early
Comparator requirements 2/5 Design placebo-controlled trials

9.2.3 Commercial Risks

Table 9.3: Commercial Risk Assessment

Risk Factor Score Mitigation

Payer coverage/formulary 4/5  Early payer engagement; value dossiers
Pricing pressure 5/5  Differentiation story; cost-effectiveness
Market access 4/5  Dual T2D/obesity indication
Commercial infrastructure ~ 4/5  Partnership or build-out

Patient adherence 3/5  Oral convenience advantage

9.2.4 Competitive Risks

Table 9.4: Competitive Risk Assessment

Risk Factor Score Mitigation

Eli Lilly (orforglipron) 5/5  Weekly dosing differentiation
Novo Nordisk (Wegovy/Rybelsus)  4/5  Oral convenience; pricing
Injectable substitutes 4/5  Patient preference for oral
Future entrants 3/5 Speed to market; IP protection
Price competition 4/5  Manufacturing cost advantage
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9.3 Risk Radar

Risk Profile Radar Chart
Structure Therapeutics GSBR-1290

Regulatory

Commercial Clinical

Competitive

1=Very Low 2=Low 3=Moderate 4=High 5=Very High

Figure 9.2: Risk profile radar chart showing category scores.

9.4 Overall Risk Summary

Table 9.5: Risk Category Summary

Category Avg Score Max Score Assessment

Clinical 3.2 4 MODERATE
Regulatory 2.6 3 LOW

Commercial 4.0 5 HIGH

Competitive 4.0 5 HIGH

Overall 3.45 5 MODERATE-HIGH

The overall risk profile is MODERATE-HIGH (3.45/5.0), driven primarily
by commercial and competitive risks. Clinical and regulatory pathways
are well-established with clear precedent. The key binary risk is Phase 2b
efficacy data expected H1 2026.
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Chapter 10

Conclusions & Recommendations

10.1

Investment Summary

Structure Therapeutics represents a high-risk, high-reward investment opportunity in the
rapidly expanding GLP-1 agonist market. The company’s oral small molecule approach offers
genuine differentiation from both injectable peptides and existing oral formulations.

10.1.1 Key Conclusions

1.

Market Opportunity: The obesity therapeutic market exceeds $100B and is growing
at 20%-+ annually, providing substantial tailwinds regardless of competitive dynamics.

. Target Validation: GLPI1R is among the most validated drug targets in metabolic

disease, with 15 approved drugs and strong genetic evidence supporting its role in obesity
and T2DM.

. Differentiation: GSBR-1290’s potential for weekly oral dosing without fasting require-

ments represents a unique value proposition not available from any approved or late-stage
competitor.

. Competitive Risk: The 12-18 month development lag behind Eli Lilly’s orforglipron is

the primary concern; Lilly’s resources and obesity franchise experience represent formidable
competition.

. Valuation: At ~$800M market cap, Structure Therapeutics is attractively valued rel-

ative to its $2.0B risk-adjusted NPV, offering favorable risk/reward for investors with
appropriate risk tolerance.

10.2 Strategic Recommendations

10.2.1 For Structure Therapeutics

1.

Accelerate Development: Prioritize speed to market to reduce the gap with orfor-
glipron

. Differentiation Focus: Emphasize weekly dosing convenience vs. daily alternatives

. Partnership Consideration: Evaluate strategic partnerships for Phase 3 resources and

commercial capabilities

Indication Strategy: Pursue dual obesity + T2DM labels for maximum market access

. Payer Engagement: Begin early dialogue with major payers on formulary positioning
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10.2.2 For Investors

1. Position Sizing: Limit position size commensurate with binary Phase 2b data risk
2. Catalyst Calendar: Monitor H1 2026 Phase 2b readout as key value inflection

3. Competitive Intelligence: Track orforglipron Phase 3 progress and Viking VK2735
data

4. Entry Points: Consider accumulating on weakness below $1B market cap

5. Exit Criteria: Define clear parameters for position management based on clinical out-
comes

10.3 Monitoring Milestones

Table 10.1: Key Milestones to Monitor

Milestone Timeline Impact Action

Phase 2b obesity topline H1 2026 Binary event Position review
Orforglipron Phase 3 data 2026 Competitive benchmark Relative assessment
Phase 3 initiation H2 2026 De-risks timeline Increase confidence
Partnership announcement 2026-2027 Validates potential Positive catalyst
FDA guidance 2026-2027 Regulatory clarity Adjust expectations

10.4 Final Assessment

SPECULATIVE BUY — Structure Therapeutics offers asymmetric upside
potential in the high-growth obesity market. The unique weekly oral posi-
tioning, if validated by Phase 2b data, could command premium valuations
similar to Viking Therapeutics ($8 B+ market cap). Current valuation pro-
vides attractive entry point for investors with appropriate risk tolerance
and time horizon through key 2026 catalysts.

This report is for informational purposes only and does not constitute investment advice.
Past performance is not indicative of future results. Investment in biotechnology stocks

involves significant risk of loss and may not be suitable for all investors.
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Appendix A

Data Sources and Methodology

A.1 Primary Data Sources
e Open Targets Platform: Target validation, disease associations, tractability scores
o ClinicalTrials.gov: Clinical trial registry data (280 active GLP-1 trials)
« FDA FAERS: Adverse event reporting system data
o« USPTO/WIPO: Patent landscape analysis
« SEC EDGAR: Company filings and disclosures

o PubMed/bioRxiv: Scientific literature

A.2 Analysis Methodology

A.2.1 Market Sizing

Market sizing follows a top-down funnel approach:
1. TAM: Total patient population x annual therapy cost
2. SAM: TAM x diagnosis rate x treatment rate x oral preference

3. SOM: SAM x projected market share

A.2.2 NPV Valuation
Risk-adjusted NPV calculated using:

- CFt X Psuccess
NPV = _ Al
v t; (4 r) (A1)

Where:
e CF; = Cash flow in year t
o Psuccess = Phase-adjusted probability of success
o 7 = Discount rate (12%)

o n = Projection horizon (through LOE)
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A.2.3 Risk Scoring

Risk factors scored on 1-5 scale:

1 = Very Low Risk
e 2 = Low Risk
e 3 = Moderate Risk
e 4 = High Risk
e 5 = Very High Risk
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Appendix B

Clinical Trials Database

This appendix provides detailed information on active GLP-1 receptor agonist clinical trials
identified in ClinicalTrials.gov as of January 2026.

B.1 GSBR-1290 Clinical Trials

Table B.1: Active GSBR-1290 Clinical Trials

NCT ID Phase Status Est. Completion

NCT05814029 Phase 2 Active November 2025
NCT06025176 Phase 2b  Recruiting July 2026
NCT06364163 Phase 2  Recruiting July 2026

B.1.1 NCT05814029: Dose-Range Finding in Type 2 Diabetes

o Title: A Phase 2, Randomized, Double-Blind, Placebo-Controlled Study to Evaluate the
Safety, Tolerability, Pharmacokinetics, and Efficacy of GSBR-~1290 in Participants with
Type 2 Diabetes Mellitus

e Primary Endpoint: Change in HbAlc from baseline to Week 26
o Secondary Endpoints: Body weight change, fasting plasma glucose, safety /tolerability
e Enrollment: Approximately 300 participants

e Arms: Multiple GSBR-1290 dose levels vs. placebo

B.1.2 NCT06025176: Phase 2b in Obesity

o Title: A Phase 2b, Randomized, Double-Blind, Placebo-Controlled, Dose-Ranging Study
to Evaluate the Efficacy and Safety of GSBR-1290 for the Treatment of Obesity in Adults

e Primary Endpoint: Percent change in body weight from baseline to Week 36

e Secondary Endpoints: Proportion achieving >5% and >10% weight loss; cardiometabolic
parameters

e Enrollment: Approximately 500 participants

« Key Inclusion: BMI >30 kg/m? or >27 kg/m? with weight-related comorbidity
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B.2 Orforglipron Clinical Trials

Table B.2: Key Orforglipron (Eli Lilly) Phase 3 Trials

NCT ID Indication Enrollment Est. Completion
NCT05872620 Obesity 3,000+ 2027
NCT05869903 Obesity with comorbidities 2,500+ 2027
NCT05669092 Type 2 Diabetes 2,000+ 2026

B.3 Viking VK2735 Clinical Trials

Table B.3: VK2735 (Viking Therapeutics) Phase 3 VENTURE Program

NCT ID Trial Name Modality Est. Completion

NCT06379672 VENTURE-Obesity SC Injection July 2027
NCT06415721 VENTURE-Oral Oral formulation 2028

B.4 Discontinued Programs

B.4.1 Danuglipron (Pfizer)

Pfizer discontinued the danuglipron program in early 2025 following:
» High discontinuation rates (>50%) in Phase 2b trials
o A single case of asymptomatic drug-induced liver injury (DILI)
o Competitive landscape assessment favoring orforglipron

Phase 2b data showed 8-13% placebo-adjusted weight loss at 32 weeks, demonstrating effi-
cacy but unacceptable tolerability for a chronic therapy indication.

41 Generated using K-Dense Web (k-dense.ai)


https://k-dense.ai

Appendix C

Revenue Projections

This appendix details the revenue projection methodology and scenario assumptions underlying
the valuation analysis.

C.1 Base Case Revenue Model

Table C.1: Base Case Revenue Projections ($ Millions)

Year 2028 2029 2030 2031 2032
US Obesity 150 450 900 1,500 2,200
US T2DM 100 300 600 1,000 1,400
Ex-US 50 150 400 800 1,200
Total Revenue 300 900 1,900 3,300 4,800
Growth Rate —  200% 111% 4%  45%

Table C.2: Base Case Revenue Projections Continued ($ Millions)

Year 2033 2034 2035 2036
US Obesity 2,800 3,200 3,400 3,500
US T2DM 1,800 2,000 2,100 2,100
Ex-US 1,600 1,900 2,100 2,200
Total Revenue 6,200 7,100 7,600 7,800
Growth Rate 29% 15% 7% 3%

C.2 Key Assumptions
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C.2.1 Market Penetration

Table C.3: Market Penetration Assumptions

Parameter Conservative Base Optimistic
Peak market share (oral segment) 5% 7.5% 10%
Time to peak (years from launch) 7 5 4
Pricing ($/month) 500 650 800
Patient compliance rate 60% 70% 80%

C.2.2 Geographic Expansion

Table C.4: Geographic Launch Timeline

Region

Expected Launch

Peak Contribution

United States
Furopean Union
Japan

Rest of World 20302032

2028 (FDA approval)
2029 (EMA approval)
2030 (PMDA approval)

70% of revenues
15% of revenues
8% of revenues
7% of revenues

C.3 Probability-Weighted DCF Analysis

Table C.5: Discounted Cash Flow Model ($ Millions)

Year Revenue FCF (30%) PV @ 12%
2028 300 90 o7
2029 900 270 153
2030 1,900 o970 288
2031 3,300 990 446
2032 4,800 1,440 579
2033 6,200 1,860 667
2034 7,100 2,130 682
2035 7,600 2,280 651
2036 7,800 2,340 596
Terminal Value — 15,600 3,972
Enterprise Value 8,091
Risk-Adjusted (55%) 4,450
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C.4 Scenario Comparison

Table C.6: Scenario Analysis Summary

Scenario Peak Sales EV  P(Success) Risk-Adj

Bull Case $10.0B $12.5B 70% $8.75B
Base Case $6.5B $8.1B 55% $4.45B
Bear Case $2.5B $3.2B 40% $1.28B
Probability-Weighted NPV $4.18B
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Appendix D

Competitive Intelligence

This appendix provides detailed profiles of key competitors in the oral GLP-1 agonist space.

D.1 Eli Lilly and Company

D.1.1 Company Overview

Eli Lilly is a global pharmaceutical company with a market capitalization exceeding $700 bil-
lion. The company has established a dominant position in the metabolic disease market with
tirzepatide (Mounjaro/Zepbound) and is advancing orforglipron as its oral small molecule GLP-
1 agonist.

D.1.2 Orforglipron Program

Table D.1: Orforglipron Clinical Development Summary

Parameter Details

Molecule Type Non-peptide small molecule
Dosing Once daily, oral
Mechanism GLP-1 receptor agonist

Development Stage Phase 3

Phase 2 Efficacy 10-15% weight loss at 36 weeks
Tolerability GI AEs similar to peptide GLP-1 RAs
Food Interaction None (no fasting required)

Expected Approval 2027-2028

D.1.3 Competitive Advantages

Largest resources among GLP-1 developers

Established obesity/T2DM commercial infrastructure
12-18 month development lead over Structure Therapeutics
Brand recognition from tirzepatide success

Extensive clinical trial experience in metabolic disease
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D.1.4 Potential Vulnerabilities

e Daily dosing may be inferior to weekly oral option
e Large company bureaucracy may slow decision-making

e Focused on daily dosing; not pursuing weekly oral formulation

D.2 Novo Nordisk A/S

D.2.1 Company Overview

Novo Nordisk is the global leader in diabetes and obesity therapeutics, with flagship products
Ozempic, Wegovy, and Rybelsus. The company has a market capitalization exceeding $500
billion.

D.2.2 Oral Semaglutide (Rybelsus)

Table D.2: Oral Semaglutide Product Profile

Parameter Details

Molecule Type Peptide with SNAC absorption enhancer
Dosing Once daily, oral

Approved Doses 3 mg, 7 mg, 14 mg

Bioavailability 0.4-1%

Fasting Required Yes (30 minutes before food)

Weight Loss ~10% at highest doses

Annual Revenue (2025) ~$3 billion

D.2.3 Key Limitations vs. GSBR-1290

1. Strict Fasting Requirements: Must be taken on empty stomach with minimal water
2. Low Bioavailability: Only 0.4-1% absorbed vs. expected >30% for small molecules
3. Peptide Limitations: Complex manufacturing, higher COGS

4. Daily Dosing: Less convenient than weekly oral target

D.3 Viking Therapeutics

D.3.1 VK2735 Program

Viking Therapeutics is developing VK2735, a dual GLP-1/GIP receptor agonist, in both sub-
cutaneous injection and oral formulations.
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Table D.3: VK2735 Development Summary

Parameter Injectable Oral
Stage Phase 3 Phase 1
Dosing Weekly SC TBD
Phase 2 Efficacy 14.7% weight loss (13 weeks) —
Mechanism GLP-1/GIP dual agonist Same
Expected Approval 2028 2029+

D.4 Pfizer (Discontinued)

Pfizer discontinued its danuglipron program in early 2025, reducing direct competitive pressure
in the oral small molecule space.

D.4.1 Discontinuation Rationale

1. High discontinuation rates (>50%) in Phase 2b obesity trial
2. Single case of asymptomatic drug-induced liver injury

3. Twice-daily dosing less competitive than once-daily orforglipron

W

. Strategic prioritization of other pipeline assets

D.4.2 Implications for Structure Therapeutics

Pfizer’s exit represents a positive development for Structure Therapeutics:
e Reduces number of direct competitors in oral small molecule space
o Validates challenge of GI tolerability optimization
e GSBR-1290’s weekly dosing may offer tolerability advantages

o Potential to attract Pfizer interest as partnership candidate
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Appendix E

Glossary

AE Adverse Event

AOM Anti-Obesity Medication

BMI Body Mass Index

CMO Contract Manufacturing Organization
CoM Composition of Matter (patent type)
CVOT Cardiovascular Outcomes Trial

EMA European Medicines Agency

FAERS FDA Adverse Event Reporting System
FDA Food and Drug Administration

FTO Freedom to Operate

GI Gastrointestinal

GIP Glucose-dependent Insulinotropic Polypeptide
GLP-1 Glucagon-Like Peptide-1

GLP1R GLP-1 Receptor

GPCR G Protein-Coupled Receptor

GWAS Genome-Wide Association Study

LOE Loss of Exclusivity

MASH Metabolic Dysfunction-Associated Steatohepatitis
MEN 2 Multiple Endocrine Neoplasia Type 2
MTC Medullary Thyroid Carcinoma

NDA New Drug Application

NPV Net Present Value

PBM Pharmacy Benefit Manager
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PCT Patent Cooperation Treaty

REMS Risk Evaluation and Mitigation Strategy

SAM Serviceable Available Market

SC Subcutaneous

SNAC Sodium N-[8-(2-hydroxybenzoyl)amino|caprylate
SOM Serviceable Obtainable Market

T2DM Type 2 Diabetes Mellitus

TAM Total Addressable Market
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Disclaimer

This report has been prepared by K-Dense Web for informational purposes only and
does not constitute an offer to sell or a solicitation of an offer to buy any securities.
The information contained herein is based on sources believed to be reliable but is not
guaranteed as to accuracy or completeness.

Investment in biotechnology companies involves significant risks, including the risk of
clinical trial failure, regulatory non-approval, and loss of investment capital. Past per-
formance is not indicative of future results.

The authors and K-Dense Web do not hold positions in Structure Therapeutics Inc.
(NASDAQ: GPCR) or any securities mentioned in this report. This report should not
be construed as personalized investment advice.

Report Date: January 27, 2026
Prepared by: K-Dense Web
Contact: contact@k-dense.ai
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