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Figure S1. Assessment of CDH fetal lungs metabolic profile. A) Principal component analysis (PCA) scores plot of ve-
hicle control (VC: blue), Nitrofen control (NC: red) and Nitrofen-CDH model (NCDH: green) with 95% confidence interval
and B) the corresponding loading plots showing the unique metabolic profiles in each group. C) Hierarchical clustering
heat map visualization by Euclidean distance and Ward's linkage analysis.
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Figure S2. Concentration of metabolites normalized to total spectrum intensity (TSI) identified by H1 NMR in fetal rat
lung. Box plots of 64 metabolites assessed between the treatment groups: VC-blue, NC-red, and NCDH-green.
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Figure S3. Comparison between NCDH-NC (effect of lung compression on the fetal lung metabolism) and NC-VC
(effect of Nitrofen causing lung hypoplasia on the lung metabolism). A) Loading score plot of partial least square dis-
criminant analysis (PLS-DA) between NCDH (green) and NC (red) groups and B) corresponding metabolites with the
highest VIP-score (>2) in component 1 (EV 31.5%). C) Loading scores plot between NC (red) and VC (green) groups and
D) corresponding metabolites with the highest VIP-score (>2) in component 1 (EV 54.6 %).
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Figure S4. Functional analysis of metabolic pathways in Nitrofen-CDH model (NCDH) compared to Nitrofen control
(NC) and NC compared vehicle control (VC). A) Table of metabolic pathways with the FDR corrected p-value (<0.05)
from enrichment analysis and its impact factor (>0.1) from topology analysis from MetaboAnalyst4.0.
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Figure S5. Nitrofen CDH rat model. Mating date was defined as E-1 and plug date as 0. On E9.5 first group of pregnant
rats received intragastrically 100 mg of Nitrofen dissolved in 1 mL of olive and the second group only olive oil. The dia-
phragm was inspected for the presence of CDH on E21.5. The pups were classified in the first group as Nitrofen CDH
(NCDH) if they have CDH or Nitrofen control (NC) if CDH wasn’t present. The second group are the vehicle control (VC).



