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SAFETY EVALUATION
The data support the safety of HepaStem if precautions are taken for its administration. 
Four patients were assigned to low dose (12.5x106 cells/Kg), six to medium dose (50x106 cells/Kg), and ten to high dose (200x106 cells/Kg) with a limitation at 4 billion cells. Infusions were administered over 1-4 days. Due to age and weight differences this led to different total doses in the three dose groups.
The highest reporting rate of AEs was observed during the hospitalisation period for HepaStem administration and during the first few days following hospitalisation. The close monitoring of the patients implemented in the study allowed a rapid detection and treatment of AEs, mainly non-serious and mild or moderate. Two patients developed SAEs with thrombotic events. One patient >60 kg assigned to the medium dose (total of 3.5 billion cells) developed left portal vein thrombosis after receiving the highest number of cells per day (2 billion cells). The event was not resolved at Month 12, with persistent left portal vein flow interruption, yet normal liver functional parameters (liver echography, liver enzymes, and bilirubin). One patient >50kg assigned to the high dose (total of 4 billion cells) developed intraluminal non-occlusive parietal thrombus of the main portal vein after removal of the transhepatic catheter left in place for five days. The event fully resolved within 1 month. 
During the study, several patients had metabolic decompensation/ hyperammonaemia episodes or episodes of infection reported as SAEs, as could be expected in this population. Events were more frequent in UCD patients compared to CN patients. A steady background rate of AEs and SAEs during this FU period confirms the intrinsic fragility of patients with a brittle medical condition at risk of developing intercurrent diseases or presenting metabolic disturbances.  
[bookmark: _GoBack]The data of the HEP001 study support that infusions of doses up to 500x106 cells per day are within the safety margin.
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