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Supplementary Figure S1. Aortic diameter at unloaded conditions (no distension).
Yo diameter was obtained from diameter-force relations by wire myography in aortic rings

from

LmnaGGOgG/G609G mlce (A)’

LmnalCsSLCsSM22aCreta*

(n=11) (B) and

LmnalCSLCSTie2Cret9’* (n=8) (C) mice, which are compared with corresponding littermate
controls Lmna** and LmnalCS/LCS respectively (n=13 and 8, respectively).
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Supplementary Figure S2. Cell-specific progerin expression in aorta from
LmnaltCSteSsM22aCre 9+ and Lmna-CStCSTie2Cre 9* mice. Immunofluorescence
imaging of thoracic aortic sections from LmnalCSLCS | mnalCSLCSSM22aCre 9+ and
LmnalCSLCSTie2Cre 9* mice stained with DAPI for nuclei and an anti-Lamin A antibody
that recognizes progerin but not Lamin C. Elastin is also visualized due to its green
autofluorescence. Negative control without primary antibody (No primary Ab) was
performed in an aortic section of LmnattSLCSSM22aCre9* mice incubated with vehicle
instead of primary Anti-Lamin A antibody.
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Supplementary Figure S3. Aortic-femoral aorta stiffness measured by pulse wave
velocity (PWV) in Lmnalt®StCS and Lmna'CStCcS SM22aCre'9* mice. PWV was
measured in control LmnalCSL.CS mice and in LmnalcSL.cs SM22aCre'9’* mice with VSMC-
specific progerin expression (PWV could not be measured in LmnaG609G/Ge09G mijce
because they presented aortic regurgitation).Stiffness of the artery is directly proportional
to the velocity of the pulse wave. The velocity of the pulse wave is calculated by
measuring the time from the R wave of QRS to the foot of the pulse waveform in both the
aorta and the femoral arteries. The distance from the aortic arch to the femoral artery is
divided by the transit time (TT) to get the velocity of the pulse wave.
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Supplementary figure S4. Effect of collagenase, elastase, and mycalolide B on
physiological diameter. Diameter was estimated at 100 mmHg obtained from diameter-
force relations by wire myography in aortic rings from Lmna*’* and LmnaG809G/G609G mjce,
Collagenase (A) and elastase (B) degrade collagen and elastin respectively, and

mycalolide B (C) depolymerizes F actin to G actin, thus disrupting the cytosqueleton.
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Supplementary Figure S5. Adventitial collagen is not altered in progeroid mice.
Histologic analysis of aorta from LmnaG609G/G609G mijce (n=9) and Lmna** (n=10) mice
stained with Haematoxylin/Eosin (H&E), and Picrosirius Red. Picrosirius red-stained
specimens were visualized both under bright field or polarized light, the latter of which
allows visualizing collagen bundles, being the green ones the less compacted and the
orange ones the more dense, compacted or crosslinked collagen fibers. Under
polarized light, collagen bundles were only detected in the adventitia. Quantification of
this adventitial collagen bundles shows no changes in the total amount of detected
collagen nor in the relative amount of the thicker (Orange) of the thinner (Green) fibers
between LmnaG809G/G609G gnd Lmna*/* aortic sections. Scale bar 100um.
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Supplementary Figure S6. Second Harmonic Generation (SHG) imaging in the
adventitia layer in thoracic aortas from Lmna** and Lmna®t09¢/G609C mijce. SHG
imaging of thoracic aortas from LmnaG609G/Ge03G (n=7) and Lmna*’* mice (n=6) detected
collagen bundles only in the adventitial layer. Quantification showed no differences in the
collagen amount, organization or distribution in the adventitia layer. Scale bar 100um.
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Supplementary Figure S7. Comparison of different parameters obtained from
pressure-diameter curves with the pressure myograph in small mesenteric arteries
from Lmna** and Lmna®609¢/C609G mice. Wall thickness and Media/Lumen ratio are
maintained, while cross sectional area of the vessel wall is decreased in small mesenteric
arteries from LmnaG609G/G609G mice (n=9) compared with control Lmna** mice (n=9).



