Figure legends:

Supplemental Figure 1: Cardiovascular abnormalities in MFS mice. (A) TAA;

+/+

On the left are representative Echo images of the parasternal long axis of Fbn1

and Fbn1™"™ mice with highlights of the aortic root (yellow bar; AoR) and

proximal ascending aorta (red bar; AsAo). On the right are the average diameters

of the same anatomical sites in Fbn1™" (black) and Fbn1m*™ (gray) mice.
Asterisks indicate statistically significant differences (p<0.05; n=8 per genotype)
and bars indicate mean + SD. (B) Valvular disease: aortic and mitral valve
regurgitation (AV and MV, respectively) as seen by parasternal Echo;

regurgitation is represented as a blue backwards flow.

Supplemental Figure 2: Characterization of conditionally inactivated Fbn1 mice.
(A) lllustrative whole mount X-gal staining of neonatal hearts of the indicated
genotypes with cross-section of myocardial tissue shown below; scale bar = 50
um. (B) Bar graphs summarizing qPCR estimates of Fbn1 transcript levels in
cardiomyocytes and cardiac fibroblasts isolated from newborn mice of the
indicated genotypes. Transcript levels in cells from conditional mutant mice is
shown together with those from the respective parental mutant mice and both
mgR/mgR

groups are expressed relative to Fbn1"* levels (100%); values from Fbn1

cardiomyocytes are included as a reference. Asterisks indicate statistically

aMHC-/-

significant differences (p<0.05; n=5 per all genotypes but n=18 for Fbn1

mice) and bars indicate mean + SD. (C) Representative images of Fbn1"" and

myxomatous mitral valve (black arrowhead; scale bar = 50um) or TAA (yellow



arrowhead; scale bar = 1mm) in 6-week-old Fbn1°°?” and Fbn1"""""% mice
respectively. (D) Cardiac size in 6-week-old aMHC-Cre transgenic mice
evaluated according to the indicated criteria. Black and gray bars refer to aMHC-

Cre” and aMHC-Cre™ mice, respectively (n25 per genotype).

Supplemental Figure 3: Ultrastructure of fibrillin-1 deficient pericellular matrix.
Representative electron microscopy images of myocardial cross-sections from
P16 Fbn1”" and Fbn1” mice with arrows in the magnified images on the right

pointing to the BM-associated pericellular matrix. Scale bar = 1uM.

aMHC-/-

Supplemental Figure 4: TGF antagonism in Fbn1 mice. Representative
hearts collected from 3-month-old Fbn1”, untreated Fbn1™"“”", and 1D11-
treated Fbn1™""“" mice (upper panel). Below are evaluations of the same animals
for the indicated parameters of cardiac function or size. Asterisks indicate

statistically significant differences compared to Fbn1"" mice (p<0.05; n=5 per

genotype) and bars indicate mean £ SD, ANOVA p < 0.002.
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