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Background and aim

* In Duchenne muscular dystrophy (DMD), long-term glucocorticoid therapy remains the standard of care but is constrained by dose- and duration-dependent side effects.’

* The side effects of long-term glucocorticoid therapy include weight gain, diabetes, cataracts, Cushingoid appearance, increased fracture risk, growth suppression, and delayed puberty.'

* A need therefore exists for selective glucocorticoid receptor modulators (GRMs) that have the potential to preserve efficacy while reducing side effects.
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* Whilst the majority of 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.!°°

* |t was therefore hypothesized that a therapy that shifts the balance in favour of transrepression with less transactivation could potentially lead to improved safety and tolerability whilst retaining anti-inflammatory potency.

Mechanism of action

Tegacorat: SEGRAM concept

Figure 1. A comparison of the pharmacological properties of conventional

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

Tegacorat is highly selective for the human glucocorticoid
receptor (GR) in in vitro binding assays

Table 1. Nuclear hormone receptor binding (K, nM)

Receptor type Tegacorat (n=2)° Prednisolone (n=2)2

Glucocorticoid® 12 5.4
Progesterone® 3,700 ND¢
Mineralcorticoid® ND¢ 0.26

n represents the number of replicates

°Cells: human B lymphoblast IM-9 cell line; radioligand: *H-dexamethasone.

°Cells: adherent human epithelial breast carcinoma T4 7D cell line; radioligand: 3H-progesterone.
AWhen percentage inhibition of radioligand binding at a receptor was low, Ki could not be determined.
°Cells: insect SfO cells overexpressing recombinant human MR; radioligand: *H-aldosterone

GR, glucocorticoid receptor; ICso, half maximal inhibitory concentration; |Cso e, ICso COrrected for plasma protein
binding in whole blood; ICso1ota, |Cso derived using total drug concentrations; IFN, interferon; Ki, inhibition constant;
LPS, lipopolysaccharide; MR, mineralcorticoid receptor; ND, not determinable; SD, standard deviation.

B10.mdx mouse model of DMD

Tegacorat is a potent GR agonist with anti-inflammatory
(transrepression) activity in human whole blood ex vivo

Figure 2. Concentration-response curves of tegacorat and prednisolone on
LPS-induced IFN-y release in human whole blood
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Drug concentration is on a logarithmic scale.
Percentage inhibition of IFN-y production was
calculated relative to LPS-stimulated vehicle.
Data are means, error bars depict SD.
Adapted from Jakob et al. 2025.7
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Table 2. Ex vivo inhibition of LPS-induced IFN-y release in human whole blood

| Tegacoratn=s Prednisolone n=

ICy5 101, NM 238 + 225 13.4 + 8.0
ICy) 1 NM 13.6+12.8 3.1+18
Maximal inhibition, % 97.2 + 4.0 99.3 + 2.8

Data are mean = SD. n represents the number of replicates.

Outcomes for the B10.mdx mouse model of DMD support the SEGRAM concept for tegacorat

Figure 3. Mean percent area of inflammatory foci in the diaphragm of the B10.mdx mouse model following treatment with

tegacorat, prednisolone or vehicle
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Tegacorat significantly reduced diaphragm inflammation in the B10.mdx mouse model

Figure 4. Tegacorat significantly reduced inflammation (A) but did not significantly increase fasting blood glucose (B)
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Treatment regimens were as follows: tegacorat 0.5 mg/kg qd, tegacorat 1 mg/kg qd, tegacorat 2 mg/kg god, and prednisolone 5 mg/kg gd. H&E was used for
assessment of inflammation in the B10.mdx mouse model (strain C57BL/10ScSn-Dmd™®/J). Individual animal data are shown for all three cohorts; data are plotted
as least square means + 95% confidence intervals. WT was not included in the ANOVA and is shown for comparative purposes only.

“Indicates a statistically significant difference versus mdx vehicle (p<0.05).
ANOVA, analysis of variance; H&E, hematoxylin and eosin; mdx, B10.mdx mice; qd, every day; god, every other day; WT, wild type.

WT Vehicle mdx Prednisolone

mdx Vehicle

mdx Tegacorat 0.5 mg/kg mdx Tegacorat 1 mg/kg mdx Tegacorat 2 mg/kg

Treatment regimens were as follows: tegacorat 0.5 mg/kg qd, tegacorat 1 mg/kg qd, tegacorat 2 mg/kg god, and prednisolone 5 mg/kg gd. ‘Main effect’” analysis of

Day 21+2 (n=17-18 animals per treatment group) and Day 42+2 (n=16-18 animals per treatment group) fasting blood glucose levels by treatment group in the B10.

madx mouse model (strain C57BL/10ScSn-Dmd™®/J). Data are plotted as least square means + 95% confidence intervals.
*Indicates a statistically significant difference versus mdx vehicle (p<0.05).

H&E, hematoxylin and eosin; mdx, B10.mdx mice; qd, every day; god every other day; WT, wild type.

Clinical findings in healthy participants

Tegacorat produced exposure-dependent suppression of cortisol, with near complete suppression at higher doses, and no clinically relevant changes to normal glucose homeostasis in healthy

participants in Phase 1 studies

Figure 5. Selected results from SAD and MAD trials are presented, with treatment groups ordered by increasing exposure at the day of assessment
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AUC, area under the curve from 0 to 24 hours (AUC,,,,) or from O to 3 hours (AUC, 5,); CFB, change from baseline; GR, glucocorticoid receptor; 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.

* Preclinically, tegacorat displays:

— Strong transrepression (anti-inflammatory activity) similar to that

of prednisolone.

— Reduced transactivation (side-effect potential) versus

prednisolone.

— Efficacy in the B10.mdx model of
Krings et al. 2025).8
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* In Phase 1 (SAD and MAD) studies, tegacorat displays:

— Exposure-dependent suppression of the transrepression
biomarker, plasma cortisol.

— No clinically relevant changes in plasma glucose levels in the
OGTT, consistent with low transactivation.

* A phase 2 study of tegacorat in DMD is planned to start in 2026.

DMD, Duchenne muscular dystrophy; OGTT, oral glucose tolerance test.
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