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Motivation and Aim: facial-scapular-humeral myodystrophy (fSHd) is an autosomal 
dominant myodystrophy, the basis of its pathogenesis is ectopic expression of the 
transcription factor dUX4 in skeletal muscle. DUX4 is encoded by each d4Z4 repeat 
unit on 4th chromosome [1]. the prevalence of the disease in different populations varies 
from 1: 20000 to 1: 14,000 [2]. In this paper, we reviewed existing studies about impact 
of genetic, epigenetic and gender differences on clinical severity and the possibility of 
their use for disease prognosis and family counselling.
Methods: To date, there are no specific, fully validated scores for assessing the clinical 
severity of the fSHd. the most frequently used clinical severity scale was published by 
Ricci et al. [3] and corrected to age of onset by van overveld et al. [4]. 
Results: In most studies of the influence of genetic factors on phenotype, the inverse 
correlation between the number of the d4Z4 repeats on the 4th chromosome and the 
severity of clinical manifestations was established [3]. for both types of fSHd, the 
inverse dependence of the severity of clinical manifestations on the level of methylation 
of the d4Z4 repeats on 4qA chromosome was shown [5]. 
Conclusion: Reviewed works allow concluding that the penetrance and the severity of 
fSHd are in inverse correlation with the number of d4Z4 repeats on the 4qA haplotype 
and the level of methylation. moreover, the smaller the residual number of the d4Z4 
repeats, the smaller the variability of the clinical picture. In groups of asymptomatic 
carriers and patients with minimal clinical manifestations are dominated by females. 
most researchers conclude that the most accurate prediction could be given with the 
following data: age of onset, gender, family examination data; clinical severity scoring; 
the length of d4Z4 repeats on the 4qA chromosome in fSHd1, additionally for fSHd2 – 
presence and type of mutations in the gene SmCHd1; haplotype and methylation status 
of the array of d4Z4 repeats of chromosome 4.
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