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Supplemental Data Figure Legends 

Supplemental Figure 1: Characteristics of progressive cardiac remodeling in the MHC-

AT1R
tg/+ 

mouse model 

(A) Heart-to-body weight (HW/BW) ratios in 60 to 160 days old MHC-AT1R
tg/+ 

and age-matched 

wild-type (WT) control litters indicative for the progressive growth phenotype of transgenic hearts 

with amplified AT1R signaling in the cardiomyocytes (CMs). Numbers display the amount of animals 

that were analyzed at the different time-points (***P<0.001; n.s.=non-significant). (B) Representative 

hematoxylin and eosin (HE) staining of cardiac sections obtained from WT and AT1R transgenic 

hearts at 120 days of age. Signs of a disorganized arrangement of the myocytes and profound 

hypertrophy of the cells were observed in MHC-AT1R
tg/+ 

myocardium. (C) Quantification of the area 

of the CMs. The areas were determined from HE stained cells with a centrally located nucleus. 

Measurements were obtained from cardiac sections of n=9 WT and n=11 MHC-AT1R
tg/+ 

mice 

(*P<0.05). (D) Adult ventricular myocyte size determination from WT and MHC-AT1R
tg/+ 

hearts in 

culture determined by planimetry using AxioVison Microscope Software 4.8 (Carl Zeiss). Numbers 

are indicative for the cells that were analyzed originating from WT (n=3) and AT1R
tg/+ 

(n=5) hearts 

(***P<0.001). (E) Expression levels of the hAT1 receptor in WT and MHC-AT1R
tg/+ 

hearts, (F) in 

cardiomyocytes (CM) and cardiac fibroblasts (CF) derived from MHC-AT1R
tg/+ 

mice. Hypoxanthine-

phosphoribosyl-transferase 1 (HPRT1) mRNA levels were used as a reference to normalize the data 

(***P<0.001). (G) Histological visualization of extracellular-matrix components i.e. collagen by 

Sirius Red staining of 120-day-old WT as compared to AT1 receptor transgenic hearts. The staining 

revealed both an intense increase in perivascular and interstitial fibrosis (red). Transcript levels of (H) 

connective tissue growth factor and (I) and -smooth muscle actin as characteristic markers of 

fibroblast activity. Values were normalized to hypoxanthine-phosphoribosyl-transferase 1 (HPRT1) as 

internal reference (*P<0.05). 

 

Supplemental Figure 2: Cardiac growth in MHC-AT1R
tg/+ 

mice subjected to a prolonged 

sildenafil treatment protocol 
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To test if early alterations in myocardial structure were sensitive to sildenafil (SIL) treatment, MHC-

AT1R
tg/+ 

mice received SIL at an age of 40 days and cardiac dimensions were determined at 120 days 

of age. Heart weights normalized to (A) the body-weight and (B) to the length of the tibia. For a better 

assessment of the treatment response the MHC-AT1R
tg/+

 group receiving SIL for 60 days from Fig. 

3A+B was implemented in this panel (n.s.=non-significant). 

  



JPET#226092 

Supplemental data 

 

 

  



JPET#226092 

Supplemental data 

 

 


