
Supplementary Table 1. Phase 1 and 3 Open Label Extension (OLE) Study Design  

A. Phase 1, Parts A and B 

 

 

 

 

B. Phase 1, Part C 

 

 

 

 

Part A (Single Ascending Dose) Part B (Multiple Ascending Dose) 

0.035 mg/kg X1, N=4 0. 35 mg/kg Q month X2, N=4 

   0.10 mg/kg X1, N=4     1.0 mg/kg Q month X2, N=4 

      0.35 mg/kg X1, N=4  

          1.0 mg/kg X1, N=4  

             2.5 mg/kg X1, N=4  

Key study inclusion: 

• No attacks within 6 months of study drug (chronic high excretor) 
• Urine PBG level >4 mmol/mol Cr 
• Genetic confirmation of AIP 

Study design: 
• Single-blind 
• Randomized 3:1 (givosiran:placebo) 

 
 

Key study inclusion: 

• ≥2 attacks in past 6 months OR on prior hemin prophylaxis. One attack in run-in required 
for randomization 

• Genetic confirmation of AIP 
• Observational run-in (3 month) without scheduled hemin 
• Patients completing Part C eligible to enroll in OLE 
• Genetic confirmation of AIP 

Study design: 
• Double blind 
• Randomized 3:1 (givosiran:placebo) 

 
 



 

 

C. Phase 3 Study Design 

 

 

 

 

 

 

Part C (6 months) OLE  ( up to 42 months) 

2.5 mg/kg q3 monthsX2, N=4 2.5 mg/kg q3M → 2.5 mg/kg qM, N=4  

   5.0 mg/kg q 3 monthsX2, N=5 2.5 mg/kg qM, N=5  

      2.5 mg/kg q month X4, N=4 2.5 mg/kg qM, N=4 

          5.0 mg/kg q monthX4, N=4 5.0 mg/kg qM → 2.5 mg/kg qM, N=3 

6 month double blind period Open label extension (30 month) 

2.5 mg/kg QM 2.5 mg/kg QM 

Placebo SC QM 2.5 mg/kg QM 

Key study inclusion: 

• Age ≥12 years 
• Diagnosis of AHP 
• ≥2 attacks in past 6 months  
• Willing to discontinue and/or not initiate hemin prophylaxis  

Study design: 
• Double blind, Placebo controlled 
• Randomized 1:1 (givosiran:placebo) 
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