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Background and aim
•	 Long-term glucocorticoid therapy remains the standard of care for patients with Duchenne muscular dystrophy (DMD), however, dose- and duration-dependent side effects often limit its use.1-3

•	 Therefore, a need exists for selective glucocorticoid receptor modulators (GRMs) that aim to preserve efficacy while reducing side-effects.
•	 Whilst the side effects of glucocorticoids are driven predominantly by transactivation of specific genes and, to a lesser extent, by a combination of transactivation and transrepression, the anti-inflammatory effects are primarily mediated by transrepression.1,4,5

•	 Tegacorat (GRM-01) is a novel, orally available, non-steroidal, selective glucocorticoid receptor agonist and modulator (SEGRAM) that displays reduced transactivation activity and strong transrepression activity compared with conventional glucocorticoids.6

•	 It is hypothesized that this pharmacological profile of tegacorat, shifting the balance towards less transactivation whilst retaining full transrepression activity, may lead to an improved benefit risk profile for patients with DMD.
•	 Data supporting the full retention of glucocorticoid-receptor (GR)-mediated transrepression activity with tegacorat have been described.6,7 Here we present the pharmacological and preclinical data points alongside the unpublished Phase 1 data that support the reduced 

transactivation potential of tegacorat.

Conclusions 

Mechanism of action

B10.mdx mouse model of DMD Clinical findings in healthy participants 

Tegacorat demonstrated less GR transactivation than prednisolone, and no detectable 
transactivation at either the PR or MR

TAT mRNA expression was significantly increased by prednisolone versus vehicle, but not  
by tegacorat

Tegacorat demonstrated less induction of TAT enzyme activity versus prednisolone in the human 
HepG2 hepatocarcinoma cell line

Tegacorat did not significantly increase fasting blood glucose Tegacorat produced no clinically relevant changes in normal glucose homeostasis in Phase 1 studies

Figure 2. Concentration-response curves for tegacorat and prednisolone in reporter gene induction (transactivation)  
assays of human (A) GR, (B) PR, and (C) MR in CHO cells

Figure 3. Percent change in TAT mRNA expression versus vehicle (DMSO) in human primary hepatocyte cultures treated for 
24 hours with tegacorat (10 μM) or prednisolone (0.3 μM) 

Table 1. Effect of tegacorat and prednisolone on the induction of TAT enzymatic activity in HepG2 cells 

Figure 4. Fasting blood glucose levels by treatment group Figure 5. Selected results from SAD and MAD, with treatment groups ordered by increasing exposure

Data on file. 
AUC, area under the curve from 0 to 3 hours (AUC0-3h); CFB, change from baseline; MAD, multiple ascending dose; OGTT, oral glucose tolerance test; PBO, placebo;  
PRED, prednisolone; QD, once-daily dosing (for 14 days); SAD, single ascending dose; SD, single dose. 
For each boxplot: center = median, box = interquartile range, whiskers = 5th to 95th percentile.
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	� In cellular assays, tegacorat demonstrated partial and less 
transactivation potential compared with prednisolone and had 
minimal effect on TAT activity and TAT mRNA expression, a marker 
of gluconeogenesis and transactivation. 

	� Tegacorat also had a minimal effect on blood glucose levels, a 
marker of GR-mediated transactivation, in the mdx mouse model 
of DMD, and had no clinically relevant effect on normal glucose 
homeostasis in Phase 1 studies in heathy participants.

	� These data demonstrate the reduced transactivation potential 
of tegacorat and suggest that tegacorat may have an improved 
benefit-risk profile versus glucocorticoids. 

	� A Phase 2 study in DMD is planned to start in 2026.
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‘Main effect’ analysis combining data from Day 21 ± 2 (n=17-18 animals per treatment group) and Day 42 ± 2 (n=16-18 animals per treatment group).  
Data are plotted as least square means ± 95% confidence intervals.
*Indicates a statistically significant difference versus mdx vehicle (p<0.05).
DMD, Duchenne muscular dystrophy; qd, once daily, qod, every other day; WT, wild type.
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Data on file. ****p<0.0001
Data show the mean ± SD percent change in expression vs vehicle treated cells (n=3 wells/treatment group X 3 PCR replicates = 9). Mean percent (SD) change in mRNA 
expression of TAT compared with vehicle was 229.9 ± 30.9% for tegacorat 10 μM (ns, p>0.05) and 1179.3 ± 370.2% for prednisolone 0.3 μM (p<0.0001).
DMSO, dimethyl sulfoxide; ns, not significant (p>0.05); PCR, polymerase chain reaction; TAT, tyrosine aminotransferase.
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Data are mean values (± SEM) from 4–8 independent experiments with tegacorat and three with prednisolone. Drug concentrations ranged from 0.003 to 10 μM,  
and are shown on a logarithmic scale on the x-axis. Assays used a CHO cell line overexpressing human GR, PR, or MR ligand-binding domain fused to the GAL4  
DNA binding domain.
CHO, Chinese hamster ovary; EC50, half-maximal effective concentration; GR, glucocorticoid receptor; Log c, log concentration; MR, mineralocorticoid receptor;  
PR, progesterone receptor; SEM, standard error of the mean. 

Data are mean ± SD. The n values given for each assay and drug refer to the number of replicates. 
EC50, half-maximal effective concentration; PRED, prednisolone; SD, standard deviation; TAT, tyrosine aminotransferase.

Figure 1. A comparison of the pharmacological properties of conventional glucocorticoids and SEGRAMs

SEGRAMs have the potential for an improved “benefit-risk” profile versus current glucocorticoids

Tegacorat: SEGRAM concept
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The steroid skeleton is highlighted in red.
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*international non-proprietary name [INN]

Assay
Potency IC50 (nM) Inhibition/efficacy (%)

Tegacorat PRED Tegacorat PRED 

Induction of TAT enzyme activity n=6 
>10,000

n=6 
283.5 ± 113.0

n=4 
14.0 ± 6.4

n=4 
92.4 ± 5.3


