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Homozygous Familial Hypercholesterolemia

LDL-cholesterol 

Lipid-lowering
treatment

Very short 
time interval

1 in 275*275*4 = 1 in 300,000



Impact of starting lipid-lowering therapy

x
33 6311

Current guidelines:
Start lipid-lowering treatment (LLT) from diagnosis 
onwards in children with homozygous FH



Schonck et al, Eur Heart J, 

2026 May 18;ehag357

Graphical 
Abstract



A 9-year-old girl with HoFH
•Since a week, chest pain 
•One week prior, presenting with:
 a cardiac murmur 
 LDL-C 19 mmol/L (735 mg/dL)
•She survived cardiac surgery

Goel et al, JACC Case rep 2024, Aug 7;29:102417

Homozygous FH



Find homozygous FH early on physical signs

Wiegman - Unpublished - With consent of patients



Decreased LDL-C Exposure Following ANGPTL3 Inhibition 
Reduces Coronary Plaque Development in HoFH

Schonck et al, JACC Cardiovasc Imaging 2024;17:1258-60

Patients who achieved 

cumulative LDL-C exposure 

below ≤3.0 mmol/L/year 

showed significantly lower 

% atheroma volume change 

after at least 6 months evinacumab.



12 yrs 17 yrs

Reeskamp et al, Atherosclerosis 2021;327:13-7

Evinacumab in adolescents with homozygous FH

Plaques 
disappeared

Coronary CT 
angiography



             

                                                                              

              

                            
                      

                              

    

                         

     

                     

   

                                                   
                    

                    

  

                        

     

             

     

    

                                                 
      

Wiegman et al, Eur 
Heart J 2026 May 
25:ehag382

Treatment algorithm for children with HoFH



Reijman et al, Lancet Child Adolesc Health 2024;8:491-9

164 240

CV outcomes in patients with homozygous FH on LA 
initiated during childhood



LDLR-independent therapies in HoFH

Evinacumab

ANGPTL3 inhibitor:
• ↓ LDL-C independent of LDLR (effective in LDLR 

null/null patients)
• >48% LDL-C ↓ (children 5–17 yrs) on top of LLT

Approved:
• EMA from 6 months 
• FDA from 12 months 

Considerations:
• Intravenously once per 4 weeks

Lomitapide
MTP inhibitor:
• ↓ LDL-C independent of LDLR (effective in LDLR 

null/null patients)
• >50% LDL-C ↓ (children 5–17 yrs) on top of LLT

Approved:
• FDA from 2 years 
• EMA from 5 years 
• Oral daily

Considerations:
• Requires low-fat diet
• Hepatic & gastrointestinal side effects 

LDLR-independent therapies enable effective LDL-C reduction even without LDLR activity

Wiegman et al, Eur Heart J 2026 May 25:ehag382
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