
BACKGROUND

Classical MPNs (polycythemia vera, essential thrombocythemia, myelofibrosis) carry substantial cardiovascular and thrombotic
morbidity, frequent hospitalization, and premature mortality.

Type 2 diabetes (T2DM) and obesity are common comorbidities in MPN, amplifying thrombotic and cardiovascular risk.

GLP-1 receptor agonists (GLP-1RAs) reduce CV events and mortality in general T2DM/obesity populations (LEADER, SUSTAIN-6
trials).

Anti-inflammatory and anti-thrombotic pleiotropic effects may confer additional benefit in MPN.

No prior large-scale study has evaluated GLP-1RA outcomes specifically in classical MPN.

OBJECTIVE

Evaluate the association of GLP-1RA exposure with major clinical outcomes in adults with classical MPN and T2DM and/or
obesity using a global real-world database.

METHODS

DATA SOURCE

TriNetX Global Collaborative Network — federated, de-identified EHR data from academic medical centers worldwide.

STUDY DESIGN

Retrospective cohort study with 1:1 propensity score matching (PSM). Index date = first GLP-1RA prescription (exposed) or first
non-GLP-1RA antidiabetic agent (comparator).

ELIGIBILITY & FOLLOW-UP

• Adults 18–90 years with classical MPN (PV, ET, PMF)
• Concurrent T2DM and/or obesity diagnosis
• Outcomes assessed: 30 days to 5 years post-index

PSM VARIABLES

Age, sex, race, BMI, HbA1c, MPN subtype, prior CV disease, anticoagulation use, cytoreductive therapy, and relevant
comorbidities.

1,837
GLP-1RA Cohort

(post-PSM)

1,837
Comparator Cohort

(post-PSM)

541 days
Median Follow-up (GLP-1RA)

442 days
Median Follow-up (Comparator)
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RESULTS — OUTCOME SUMMARY TABLE

Outcome
GLP-1RA

(%)
Comparator

(%)
HR 95% CI p-value

All-Cause Mortality 1.0% 4.3% 0.23 0.14–0.39 <0.001

Heart Failure 1.6% 4.3% 0.37 0.24–0.58 <0.001

Ischemic Heart Disease 4.0% 7.7% 0.49 0.36–0.67 <0.001

All-Cause Hospitalization 5.4% 10.4% 0.51 0.39–0.67 <0.001

Venous Thromboembolism 1.9% 3.0% 0.59 0.38–0.92 0.020

Cerebral Infarction 0.6% 1.1% 0.55 0.26–1.15 0.108 (NS)

HR = Hazard Ratio  |  CI = Confidence Interval  |  NS = Not Significant  |  N = 1,837 per cohort after propensity score matching

FOREST PLOT — HAZARD RATIOS (95% CI)

Outcome HR (95% CI)

0.1 0.2 0.3 0.5 1.0 2.0

All-Cause Mortality
p<0.001 0.23 (0.14–0.39)

Heart Failure
p<0.001 0.37 (0.24–0.58)

Ischemic Heart Disease
p<0.001 0.49 (0.36–0.67)

All-Cause Hospitalization
p<0.001 0.51 (0.39–0.67)

Venous Thromboembolism
p=0.020 0.59 (0.38–0.92)

Cerebral Infarction
p=0.108 (NS) 0.55 (0.26–1.15) NS

HR = Hazard Ratio  |  CI = Confidence Interval  |  NS = Not Significant  |  Null line at HR = 1.0  |  N = 1,837 per cohort
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EVENT RATE COMPARISON (%)

GLP-1RA Cohort Comparator Cohort

Max scale: 12%

All-Cause Mortality ↓ 77%

1.0%

4.3%

Heart Failure ↓ 63%

1.6%

4.3%

Ischemic Heart Disease ↓ 51%

4.0%

7.7%

All-Cause Hospitalization ↓ 49%

5.4%

10.4%

Venous Thromboembolism ↓ 41%

1.9%
3.0%

Cerebral Infarction ↓ 45% (NS)

0.6% 1.1%

CONCLUSIONS

In this global PSM analysis of MPN patients with T2DM and/or obesity, GLP-1RA exposure was associated with significantly
lower risks across multiple major outcomes:

↓ 77%
All-Cause Mortality
HR 0.23 (p<0.001)

↓ 63%
Heart Failure
HR 0.37 (p<0.001)

↓ 51%
Ischemic Heart Disease
HR 0.49 (p<0.001)

↓ 49%
All-Cause Hospitalization
HR 0.51 (p<0.001)

↓ 41%
Venous Thromboembolism
HR 0.59 (p=0.020)

↓ 45%
Cerebral Infarction
HR 0.55 (p=0.108, NS)

GLP-1RAs represent a promising repurposing candidate to reduce nonmalignant morbidity in classical MPNs. Prospective
studies incorporating biomarker- and thrombosis-focused endpoints are warranted.
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