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SUMMARY OF RESULTS
IXE+TZP Produced Proteomic and Transcriptomic 
Responses Associated with Enhanced Clinical Response

OBJECTIVE
To explore biological pathways associated with the enhanced clinical 
response observed following the addition of TZP, a dual GIP/GLP-1 
receptor agonist, to IXE in patients with PsO and overweight or 
obesity.
The observed clinical benefit provided an opportunity to explore 

shared immunometabolic mechanisms linking obesity and PsO.

■ Expected inflammatory and metabolic protein changes suggested 
engagement of both IXE and TZP.

■ Co-administration of IXE+TZP was associated with broader proteomic 
and transcriptomic responses than IXE alone.

■ Neutrophil-associated pathways of the whole blood transcriptome 
were associated with enhanced PASI clinical responses through 
mediation analyses.

CONCLUSION
■ Obesity and psoriatic disease are linked through shared 

immunometabolic biology.
■ Concomitant administration of IXE and TZP was associated with 

broader serum proteomic and blood transcriptomic responses than 
IXE alone.

■ Neutrophil-associated expression signatures emerged as candidate 
biological pathways associated with enhanced clinical response.

■ These findings support the concept that adding TZP, a dual 
GIP/GLP-1 receptor agonist, to IL-17A inhibition may influence 
shared immunometabolic pathways relevant to psoriatic disease.
 

Targeting Obesity Alongside IL-17A Inhibition May Improve Outcomes in 
Psoriasis: Insights From TOGETHER-PsO

■ 60–78% of people with psoriasis (PsO) have comorbid obesity or overweight.1

■ These diseases are linked through shared immunometabolic inflammatory pathways.2

■ Weight reduction and treatment of obesity have been associated with improvements in 
PsO.1

■ In TOGETHER-PsO (NCT06588283):
– 40.6% of participants who received concomitant ixekizumab and tirzepatide 

(IXE+TZP) achieved PASI 100 at Week 36, versus 29.0% with IXE alone.1

– 27.1% of participants who received IXE+TZP achieved both PASI 100 and ≥10% 
weight reduction at Week 36, versus 5.8% with IXE alone.1

TOGETHER-PsO Enables Longitudinal Evaluation of Clinical and Biomarker 
Responses

■ Adults with moderate-to-severe PsO and obesity (BMI ≥30 kg/m2) or overweight (BMI 
≥27 to <30 kg/m2 with ≥1 weight-related comorbidity*)

■ Randomized 1:1 to IXE+TZP or IXE alone
■ Individualized diet and exercise counseling in both treatment arms
■ Primary endpoint at Week 36 (PASI 100 with ≥10% weight reduction) 
■ Biomarker sampling at baseline and Week (Wk) 12, 24, and 36
■ Baseline biomarker comparisons between study population and healthy controls:

– Age/sex-matched lean healthy controls
– Age/sex/BMI-matched obese healthy controls

*hypertension, dyslipidemia, obstructive sleep apnea, cardiovascular disease, or type 2 diabetes

From Multi-omics Profiling to TZP Contribution to PASI Response

Expected Inflammatory and Metabolic Biomarker Changes Indicate Activity 
of Both Treatment Components

IXE+TZP Produced Earlier and Broader Serum Proteomic 
Changes Than IXE Alone

Results, continued
IXE+TZP Modulated Additional Dysregulated 

Circulating Proteins in Serum Compared to IXE Alone

Circulating Proteins Linked to Lesional Psoriasis Biology Decline With Treatment

IXE+TZP Produced Broader Blood Transcriptomic 
Changes and Reduces Neutrophil-Associated 

Pathways

Neutrophil-Associated Expression Changes Were 
Estimated to Mediate Part of the Enhanced PASI Response
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■ 60–78% of people with psoriasis (PsO) have comorbid obesity or overweight.1

■ These diseases are linked through shared immunometabolic inflammatory pathways.2

■ Weight reduction and treatment of obesity have been associated with improvements in PsO.1

■ In TOGETHER-PsO (NCT06588283):

– 40.6% of participants who received concomitant ixekizumab and tirzepatide (IXE+TZP) 
achieved PASI 100 at Week 36, versus 29.0% with IXE alone.1

– 27.1% of participants who received IXE+TZP achieved both PASI 100 and ≥10% weight 
reduction at Week 36, versus 5.8% with IXE alone.1

■ Purpose: To explore biological pathways associated with the enhanced clinical response 
observed following the addition of TZP, a dual GIP/GLP-1 receptor agonist, to IXE in patients with 
PsO and overweight or obesity.
■ The observed clinical benefit provided an opportunity to explore shared immunometabolic 

mechanisms linking obesity and PsO.

Targeting Obesity Alongside IL-17A Inhibition May Improve 
Outcomes in Psoriasis: Insights From TOGETHER-PsO

1. Lebwohl M et al. JAMA Dermatol. 2026;162(7):709-19. 2. Almeida-Silva G et al. J Clin Med. 2026;15(11):4302. 
Abbreviation: IL, interleukin; PASI, Psoriasis Area and Severity Index. 
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TOGETHER-PsO Enables Longitudinal Evaluation of Clinical 
and Biomarker Responses

■ Adults with moderate-to-severe PsO and obesity (BMI ≥30 kg/m2) or overweight 
(BMI ≥27 to <30 kg/m2 with ≥1 weight-related comorbidity*)

■ Randomized 1:1 to IXE+TZP or IXE alone

■ Individualised diet and exercise counselling in both treatment arms

■ Primary endpoint at Week 36 (PASI 100 with ≥10% weight reduction) 

■ Biomarker sampling at baseline and Week (Wk) 12, 24, and 36

■ Baseline biomarker comparisons between study population and healthy controls:

– Age/sex-matched lean healthy controls

– Age/sex/BMI-matched obese healthy controls

Abbreviation: BMI, body mass index.
*hypertension, dyslipidemia, obstructive sleep apnea, cardiovascular disease, or type 2 diabetes
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2 Differential 
Analysis

Mixed model for 
repeated measures

Change from baseline 
and IXE vs IXE+TZP

3A Pathway Enrichment
Reactome pathway analysis

Identifies treatment-modulated pathways 
adjusted q < 0.1

1 Multi-omics 
Profiling

Olink proteomics 
+ bulk RNA-seq 
transcriptomics

3B Statistical Mediation Analysis
Contribution of biomarker change to the 

treatment effect of +TZP on PASI

IXE+TZP 
vs IXE

Biomarker
change 

PASI
improvement

Biomarker-mediated 
treatment effectDirect treatment 

effect

From Multi-omics Profiling to TZP Contribution to PASI Response

Abbreviations: PASI, Psoriasis Area and Severity Index; RNA-seq, RNA sequencing; Wk, Week.

Hypothesis: Addition of TZP may influence shared 
immunometabolic pathways that contribute to 

improved PsO outcomes. Total effect of 
PASI change
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Expected Inflammatory and Metabolic Biomarker Changes 
Indicate Activity of Both Treatment Components

Baseline PsO vs Healthy Controls

Wk

*qval < 0.05 for 
IXE+TZP  vs IXE slope 
comparison

Change from Baseline PsO

IL
19

Le
pt

in

Abbreviations: HC, healthy control; IL, interleukin; ns, not significant; PASI, Psoriasis 
Area and Severity Index.

These findings support biological engagement of 
both PsO-related inflammatory pathways and 
obesity-related metabolic pathways.

Associations With Clinical Outcomes



Copyright ©2026 Eli  and Company. All rights reserved.

IXE+TZP Produced Earlier and Broader Serum Proteomic 
Changes Than IXE Alone

Serum Proteomics
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IXE+TZP Modulated Additional Dysregulated Circulating 
Proteins in Serum Compared to IXE Alone

Abbreviations: ns, not significant; PASI, Psoriasis Area and Severity Index.

69.1%  57% 39.3%Estimated 
proportion 
mediated:

IXE+TZP increased the number of disease 
associated serum proteins that change 

significantly from baseline.

Wk

Serum E-Selectin (SELE)

SELE changes were associated with 
PASI improvement.

*qval < 0.05 for 
IXE+TZP vs IXE slope 
comparison
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Circulating Proteins Linked to Lesional Psoriasis Biology 
Decline With Treatment

1. Garcet et al. Comparative molecular analysis of IL-17A and IL-23 pathway inhibition in moderate-
to-severe psoriasis: 4-week results from IXORA-R. J Invest Dermatol. 2026;146(3):669-77.e6. 
Abbreviations: HC, healthy control; ns, not significant.

Wk

DEFB4A/B is elevated in PsO 
More reduction with IXE+TZP than IXE alone

* = change from baseline q<0.05

• Though blood and skin are different 
compartments, several circulating proteins linked 
to PsO skin inflammation decreased with 
treatment.

• Some changes appeared stronger with 
combination therapy.

• These changes in circulating proteins were 
consistent with improvement in PsO biology.

IXORA-R1 TOGETHER-PsO

*qval < 0.05 
for IXE+TZP  
vs IXE slope 
comparison

Baseline PsO vs Healthy Controls Change from Baseline PsO
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IXE+TZP Produced Broader Blood Transcriptomic Changes 
and Reduces Neutrophil-Associated Pathways

IXE+TZP Produced Broader 
Blood Transcriptomic Changes

IXE+TZP Reduced Neutrophil-
Associated Expression Signatures

*qval < 0.1 
**qval < 0.05

Abbreviations: HC, healthy control; NES, normalised enrichment score; ns, not significant.

Neutrophil-associated transcriptional signatures 
emerged as candidate pathways linking biological 

changes to enhanced clinical response.



Copyright ©2026 Eli  and Company. All rights reserved.

Mediation analysis estimated that neutrophil gene expression changes explained 
~12–20% of PASI improvement at Week 36 with IXE+TZP in PsO

Neutrophil-Associated Expression Changes Were Estimated to 
Mediate Part of the Enhanced PASI Response

Abbreviations: HC, healthy control; ns, not significant; PASI, Psoriasis Area and Severity Index.
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IXE+TZP Produced Broader Biomarker Responses Linked to 
Enhanced Clinical Response

■ Expected inflammatory and metabolic protein changes suggested 
engagement of both IXE and TZP.

■ Co-administration of IXE+TZP was associated with broader proteomic 
and transcriptomic responses than IXE alone.

■ Neutrophil-associated pathways of the whole blood transcriptome were 
associated with enhanced PASI clinical responses through mediation 
analyses.



Copyright ©2026 Eli  and Company. All rights reserved.

IXE+TZP Broadened Biomarker Responses in Psoriasis

Scan the QR code for a list 
of all Lilly content presented 
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■ Obesity and psoriatic disease are linked 
through shared immunometabolic biology.

■ Concomitant administration of IXE and TZP 
was associated with broader serum proteomic 
and blood transcriptomic responses than IXE 
alone.

■ Neutrophil-associated expression signatures 
emerged as candidate biological pathways 
associated with enhanced clinical response.

■ These findings support the concept that 
adding TZP, a dual GIP/GLP-1 receptor 
agonist, to IL-17A inhibition may influence 
shared immunometabolic pathways relevant 
to psoriatic disease. 
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