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Grechanina E.Ya., Ukrainian Institute of Clinical Genetics of Kh.N.M.U., 
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ranТomОtapСвsОal НвsplasТa (ANKH-Gen .1124-1126del 

in accordance with NCBI NM_054027.4, ATG=+1) 

(p.Ser375del, Htzg) against the background of mild 

homocystinuria (MTHFR 677 TT), MTR 2756 GG, MTRR 

66AG, PAI -675 (5G/4G), AGT II 235 TT polymorphisms.

Epigenetic disease?

Abstract: Genetic heterogeneity and clinical polymorphism of hereditary 

diseases are now becoming increasingly important in specifying the diagnosis, 

hampering its effectiveness. Advances in molecular genetics have opened the way to 

personalized characterization of genetically heterogeneous forms of diseases. 

Among the many factors that determine the genomic human health, epigenetic status 

is becoming increasingly important. The numerous works of native and foreign 

authors are dedicated to his study. P. Medawar’s quotation that "genetics proposes, 

epigenetics disposes." And that, perhaps, reflects the true state of affairs. Methylation 

is considered as a key modifier of the genome and this was the basis for deepening 

interest in the folate-methionine cycle, which is closely associated with methylation. 

D. Papachristodoulou et al. (2014) in the book "Biochemistry and Molecular Biology" 

described in a concise way the medical effect of folate deficiency (Medical effects of 

folate deficiencies), a well-studied in the world. In this light, our study aims to 

examine the role of folate deficiency in the clinical manifestation of monogenic 

diseases caused by “point” mutations. 

In this work, the observation of craniometaphyseal dysplasia (CMD) in 

combination with mild homocystinuria and several polymorphic genes associated 

with folate deficiency is shown. This is the first in literature that is unique in the 

degree of severity of the clinical manifestations of a severe form of the syndrome.

Keywords: craniometaphyseal dysplasia, mild homocystinuria, polymo-

rphisms, folate deficiency, syntropy phenomenon.
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11.2 CТЭrТМ (↓РХЮЭКЭТШЧО) 23.48 ↓ 25.7 - 678.3 

/  KREA
12.    B1 ( ), B3 ( , 

PP),  (Mg),  (Cr),  (V)

12.1 2-Hydroxybutyric (B1, B3) 1.72 ↑ 0 - 1.67 /  
KREA

12.2 5-Oxoproline 26.91↓ 30.02 - 74.57 

/  KREA
13.    Q10
13.1 2-Hydroxybutyric 1.72↑ 0 - 1.67 /  

KREA

14. ,      
14.1 5-Oxoproline 26.91↓ 30.02 - 74.57 

/  KREA
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14.2 CТЭrТМ (↓РХЮЭКЭТШЧО) 23.48 ↓ 25.7 - 678.3 

/  KREA
14.3 Phenoxyacetic (  

;
  V)

114.9 ↑ 0 - 1.85 /  
KREA

15       
15.1 Hippuric 3279.84 ↑ 50.26 - 3067.48 

Umol/mmol KREA

     ( . 6)  
 :  ,   

   ,   .

 7
   

А К - , ,
 

%

 
, 

/% 
3,276 ↑ 1,825-3,106 10,55 ↑ 9,04

1,051 0,517-1,562 3,39 5,15

1,800 ↑ 0,256-1,740 5,80 5,97

2,805 ↑ 0,345-1,008 9,04 3,42

 - 1,313 ↑ 0,044-0,334 4,23 0,77

1,641 ↑ 0,890-1,483 5,29 5,74

2,371 ↑ 0,879-1,871 7,64 5,70

 - 1,021 0,344-1,415 3,29 2,32

1,438 1,027-3,044 4,63 8,73

2,703 ↑ 1,106-2,120 8,71 7,11

3,776 2,163-3,922 12,17 12,32

0,333 0,324-1,200 1,07 3,86

2,194 2,065-2,950 7,07 10,50

0,344 0,167-0,400 1,11 1,32

0,595 0,484-0,936 1,92 2,99

1,474 1,275-2,009 4,75 6,30

1,437 0,835-1,733 4,63 5,08

1,464 ↑ 0,750-1,442 4,72 3,67

31,034

11,993 ↑ 5,500-10,610

А 1,576 ↑ 0,382-1,147
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    ( . 7)  
  ,     

     . 
        

       .
 8

  
№ 
/

 

1 10,7 ↑ 4,5-10,0 10 109 /
2 4,87 ↑ 3,5-4,5 1012 /
3 132 /  110-145 /
4   

   
( )

27,3  ↓ 28-32 

5 485 ↑ 160-390 /  10 109
6   

  
9,6% ↓ 10,0-20,0 %

7 45,6 % 26-60%

8 5,3% 0,5-7,0%

    ( . 8)   
,         

  (MTR 2756 GG, MTRR 66AG, PAI -675 (5G/4G), 

AGT II 235 TT).

 9
    

№ 
/

  

1 8 .
4 11,9 / 11,5-23,0

1,48 / 0,17-4,05

2 11 .
4 16,8 / 11,5-23,0

0,39 / 0,17-4,05

3 1  1 .
4 11,3 / 11,5-23,0

0,64 / 0,17-4,05

4
1  3 .

4 1,498 / 11,5-23,0

1,01 / 0,17-4,05

5 1  6 .
4 10,8 / 11,5-23,0

0,79 / 0,17-4,05

6 1  10 .
4 13,7 / 11,5-23,0

0,48 / 0,17-4,05

7 2  2 . 4 11,0 / 11,5-23,0
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0,4 / 0,17-4,05

8 3  5 .
4 11,2 / 11,5-23,0

0,68 / 0,17-4,05

,    Chiari de Barcelona dr. Mignel B. Royo Salvador
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 M    (    
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