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LIPODYSTROPHY"

To investigate the therapeutic potential of adipose tissue in mitigating the aging
phenotype of Hutchinson-Gilford progeria syndrome (HGPS), by elucidating its effects on 1)
cellular aging mechanisms; 1) the aging phenotype in an HGPS mouse model
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Figure 4. Impact of subcutaneous adipose tissue on body weight and metabolic parameters
(a-f). (a-b) Body weight gain of Strategy for subcutaneous adipose tissue in LmnaG809G/G609G g5 the
weight gain between the beginning and the end of the study. (c-d) Glucose tolerance test (GTT) and
(e-f) insulin tolerance test (ITT) in mice. (A) Glucose tolerance and insulin tolerance tests were

performed in mice after 6 hours of fasting. Data are expressed as the mean + SEM. N =6 per group. 0
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Impact of subcutaneous adipose tissue on the behavior of Lmnag6999/G609G mice
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RESULTS D

Conditioned medium from adipogenesis delays the hallmarks of aging in HGPS fibroblasts
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Figure 1. Conditioned medium from adipogenesis decreases progerin accumulation, extracellular alterations and DNA damage in HGPS fibroblasts. (a—d) (a-b) Quantitative polymerase chain
reaction analysis mRNA levels of (a) Progerin and MMP1, (c-d) Conditioned medium decreased y-H2AX immunoreactivity. Cells were immunolabeled for y-H2AX (red). Images are representative of
three independent experiments. Scale bar, 20 pm. Data are expressed as the mean + SEM, at least, three independent experiments, and are expressed as a percentage of HGPS. *p <0.05, **p <0.01,
significantly different from HGPS, as determined by Student's t test. HGPS, Hutchinson-Gilford progeria syndrome.
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Figure 6. Impact of the strategy on adipose tissue viability and on lipodystrophy (a-d). (a-c) Representative images of hematoxylin—eosin-stained sections of subcutaneous adipose tissue using for strategy
(a), subcutaneous adipose tissue of sham- and subcutaneous adipose tissue LmnaC609G/G609G mjce, Scale bar, 20 um. (d) Size of the visceral adipose tissue (VAT), expressed as a percentage of % of body weight in

3 months-old sham- and subcutaneous adipose tissue Lmna®t09G/G609G mjice. Data are expressed as the mean + SEM. N =6 per group.

CONCLUSIONS

Conditioned medium of adipogenesis attenuates the accumulation of progerin, senescence markers and
Improves circularity;

After 10 weeks, the strategy using subcutaneous adipose tissue contributes to reversing partial
lipodystrophy;

These preliminary results support that adipose tissue could be a potential therapeutic target to mitigate
the progression of premature aging in HGPS.
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