K perplexity

GLP1-ra, specifically Tirzepatide and Retatrutide,
do they turn on PPAR delta.

Current evidence does not show that GLP-1 receptor agonists, specifically Tirzepatide or
Retatrutide, directly activate PPAR delta (PPARS) receptors. Tirzepatide is a dual agonist for
GLP-1 and GIP receptors, while Retatrutide is a triple-agonist, also activating the glucagon
receptor. Neither are documented to act as PPAR delta agonists or directly “turn on" this
pathway in clinical or mechanistic studies to date.[1[21[3]

Mechanism of Action

o Tirzepatide stimulates GLP-1 and GIP receptors, leading to improved glycemic control,
reduced appetite, and favorable changes in lipid metabolism, but available research does
not demonstrate direct PPARS activation. There is some evidence that Tirzepatide changes
expression levels of related metabolic regulators like PPARa and PPARy, but not PPARS. L3

o Retatrutide is designed to activate GLP-1, GIP, and glucagon receptors. The triple hormone
approach offers broader metabolic benefits, but again, there is currently no direct link
between Retatrutide and PPAR delta receptor activation in the literature. 12 11

e GLP-1Receptor Agonists as a class have complex effects on metabolic pathways, but
direct PPARGS stimulation is specifically associated with drugs like GW501516 or Elafibranor,
not with GLP-1 RAs or their newer derivatives. 4l 12

What Is Known About PPAR Delta and Incretins

e PPAR delta agonists can increase GLP-1 production by enteroendocrine L cells, meaning
PPARS stimulation may upregulate GLP-1, but the reverse (GLP-1 RAs activating PPARS) is
not supported by clinical or basic science data. 3l 16l

e Some metabolic effects of GLP-1 RAs, such as improvement in mitochondrial function and
insulin secretion, may involve PPARGS as a downstream mediator, but this is not the same as
direct receptor activation. L&l

Summary Table

Drug/Pathway GLP-1Activation GIP Activation Glucagon Activation Direct PPARS Activation
Tirzepatide Yes [ Yes 1 No [ No direct evidence 312
Retatrutide Yes [ Yes [ Yes [ No direct evidence 121

GW501516 No No No Yes 141 [2]



Drug/Pathway GLP-1Activation GIP Activation Glucagon Activation Direct PPARS Activation

Elafibranor No No No Yes 12
Neither Tirzepatide nor Retatrutide act as PPAR delta agonists according to current scientific
literature and mechanistic studies. 11121 [3]

use data from clinical studies only, no influencer,
clinic or youtube sources

Clinical studies on Tirzepatide and Retatrutide consistently show significant benefits for
glycemic control, weight loss, and metabolic outcomes, but none demonstrate that either drug
acts as a direct PPAR delta (PPARS) agonist or activates this receptor in humans. 211 [22] [23] [24]

Tirzepatide

e Clinical trials (including the SURPASS trials) show that Tirzepatide is a dual GLP-1/GIP
receptor agonist leading to better glucose control, insulin sensitivity, and weight reduction
compared to placebo and several comparators.IQlmlml

e Mechanistic studies in humans and published clinical pharmacology reviews do not
describe, suggest, or document PPARS activation as part of Tirzepatide's effect. 121 122

e The metabolic improvements seen with Tirzepatide are attributed to incretin receptor
agonism and downstream pathways, not direct PPAR delta modulation. 1231 1221 [21]

Retatrutide

¢ Pivotal clinical trials for Retatrutide document marked improvements in body weight, fasting
glucose, and lipid profiles in adults with obesity or type 2 diabetes, consistent with its role as
a GLP-1, GIP, and glucagon receptor agonist. 241

¢ No clinical trial data or published human studies show that Retatrutide directly activates
PPARG in patients. 1231 [24]

GLP-1 Receptor Agonists and PPAR Delta

e Meta-analyses and network reviews of GLP-1 receptor agonist trials state there is no
evidence for direct PPARS activation in human subjects given these agents. Instead, any
PPAR effects are specific to dual PPAR agonists (like saroglitazar or elafibranor), not to
incretin-mimetic agents. (261 [27]

e Current clinical data underscore that GLP-1 receptor agonists provide metabolic benefits

through modulation of incretin hormones, not through direct nuclear receptor (PPARS)
activation. 2711261

In summary, the best available clinical study data confirm that Tirzepatide and Retatrutide do
not turn on or directly activate PPAR delta in humans. Their benefits are unrelated to PPARS



agonism and are mediated through GLP-1, GIP, and (with Retatrutide) glucagon receptor
pathways.[241 [26] [27] [21)
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