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[Abstract] Objectives To generate the cardiacspecific human FAMS55A transgenic mice a model for the study of
its function and effects on cardiomyopathy. Methods The expression of FAM55A gene in the heart tissues from wild type
mice and ¢TnT"*'V transgenic mice were analyzed by western blot. The expression of FAM55A in seven different organs was
also detected by western blot. The transgenic vector was constructed by inserting the human FAMS55A gene into the
downstream of a-MHC promoter. The transgenic mice were created by the method of microinjection. The genotype of
transgenic line was identified by PCR and the expression level of the gene was determined by Western blot. The pathologic
changes of the heart structure and function were analyzed by echocardiography and microscopy. Results The expression of
FAMSSA was up—regulated in the mice with DCM. One line of C57BL/6] transgenic mice with high human FAMS55A

expression was identified from five transgenic founders. Compared with the wild type mice FAMS5A transgenic mice
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showed increased left ventricular anterior wall during systolic and left ventricular anterior wall during diastole from one
month of age to five months of age. The cardiac function of transgenic mice was increased at three months of age. The
cardiomyocytes from transgenic mice exhibited hypertrophy and no disarrange under light microscope. Conclusions The

R141W . . . . . . . pe
transgenic mice. The transgenic mice with cardiac-specific

expression of FAM55A was up—regulated in the ¢TnT
expression of the human FAMS5A gene were generated and it can be used to crossbreed with the DCM model to investigate
the effect of FAM55A gene on the development of cardiomyopathy.
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Fig. 1 The expression of FAM55A gene in the heart

tissues of wild type mice and ¢TnT"*'V transgenic mice
3 CTHTR]‘”\V
GADPH

Note: The total lysates of heart tissues were isolated
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3 months of age the GADPH was used as normalization
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Fig. 2 The expression of FAM55A gene in the
tissues of wild type mice
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Note: The total lysates of heart liver spleen lung kidney
brain and testis tissues were isolated from the wild mice at
3 months of age. The expression of FAM55A gene was
detected by Western blot and the GADPH was

used as normalization
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Fig. 3 Generation of FAM55A transgenic mice
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Note: A FAMS5A transgenic expression construct. B Genotyping of FAMS5A transgenic
mice detected by PCR. M DL2000 DNA marker. 1 ~18 mice genomic DNA samples. The totally
5 founders were screened as shown in lanes of 3.7.16.17and 18. C was expression of FAM55A

in the 44" transgenic mice detected by western blot and compared with

that of the wild type mice control ( WT) . GAPDH was used as loading control
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Tab.1 Independent samples t test of wild type and FAM55A transgenic mice at 1 3 and 5 months of age

()

Age( month) Group LVAW d( mm) LVAW s( mm) LVEDD( mm) LVESD(mm) (%) EF (%) (%) FS( %)
0.61 +£0.13 0.98 +0. 13 3.36 £5.17 2.01 £3.43 71.94 £5.72 40.43 £4.62
1 Wild type
1 month . . B
0.79 £0. 11 1.21 £0. 16 3.39 £12.47 2.21 £5.09 72.97 £5.28 41.44 £4.32
FAM55A tg
0.71 £0. 08 1.08 £0. 13 3.69 +8.52 2.37 £5.11 66.2 +5. 63 36.07 +4.27
3 Wild type
3 months - - B B
0.91 £0. 11 1.34 £0. 15 3.59 +9.41 2.36 +4.12 70.66 £5.16° 39.60 +4.49 +95
FAMS55A tg
0.77 £0. 09 0.98 +0. 12 3.68 +13.02 2.49 +7.78 61.18 £7.05 32.44 +4.85
5 Wild type
5 months - .
0.88 £0. 10 1.29 £0. 10 3.76 +9.73 2.62 £5.92 65.21 £5.04 35.32 +3.78
FAM55A tg
T P<0.05 *P<0.01; n=16; FAMS5A n=12

Note: ~ P<0.05 ™P <0.01; Wild type n=16; FAM55A ig mice n=12
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Fig. 5 Histopathology reaction(HE) of Chaopu group at 1week(A), 4week(B), 12week(C)
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Fig. 4 Histology analysis of FAMSSA transgenic mice (The sections of heart tissue from the wild type mouse and
the transgenic mouse at 5 months of age were stained with HE. WT was wild type mice, and FAMS55A was

FAMSS5A transgenic mice)
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