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SUPPLEMENTARY FIGURE 1

Figure S1. Phenylalanine metabolic characterization in WT, and heterozygous (Het) and homozygous 
(Hom) BTBR- Pahenu2 mice under normal or special Phe-restricted diet. A: Phe (blue) and Tyr (orange) 
plasma levels were measured for a week at 24 hours intervals under normal (top graphs) or special Phe-
free diet (bottom graphs) in WT (left), Het Pahenu2 (middle) and Hom Pahenu2 (right) mice. B: 
Calculated Phe:Tyr ratios in WT (blue), Het (Orange) and Hom (gray) mice under normal (left graph) or 
special Phe-free diet (right graph). C: Plasma Phe levels in WT, Het and Hom Pahenu2 mice 1 hour after 
being challenge with an IV injection of either PBS or 100 mg/kg of Phe. Prior to the Phe challenge mice 
were for a week either under normal diet (left graph) or a special Phe-free diet (right graph). (N=10 mice 
per control group; n=14 mice per group in special diet group; n=6-7 mice per group in C)



SUPPLEMENTARY FIGURE 2

Figure S2.  In vivo screening  of hPAH using  LUNAR®-hPAH mRNA (LUNAR 1) formulation in 
homozygous BTBR- Pahenu2 mice. A: Phe plasma levels and body weight (B) in mice at different time 
points before and after a 10 mg/kg  sing le dose of LUNAR® formulation containing  different hPAH 
mRNA. 
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SUPPLEMENTARY FIGURE 3

Figure S3. Efficacy of a dose of LUNAR®-hPAH mRNA (LUNAR 1) after repeated dosing. Phe plasma 
levels were measure at time 0-, 6-, 12- and 24-hours on the first (left graph) and last day of dosing 
(right graph). Dotted line indicates Phe WT levels. Vehicle indicate mice treated with PBS. (n=4 
control, n=12 treated mice per groups)
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SUPPLEMENTARY FIGURE 4

Figure S4. Full panel of clinical chemistry analytes analyzed to evaluate effect of LUNAR®-hPAH mRNA (LUNAR 1) delivery in liver and kidney markers (n=15 mice per group). 
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