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H4 variants induce developmental defects in zebrafish embryos

(A) Phenotypical characterization in 28 hpf embryos. Representative images of observed phenotypes in zebrafish embryos 28 hpf micro-
injected with mRNA encoding either wild-type or identified variants at the one-cell stage. The different classes are defined on general
development and necrosis. Arrowhead, cephalic necrosis; arrow, curved tail.

(B and C) High magnification examples of cephalic necrosis (B) and curved tail (C) phenotypes.

(D and E) Quantification of the phenotypical classification as described in (A). Variants reported in (D) were microinjected with 50 pg/
embryo, and additional testing with 100 pg/embryo is reported in (E). Data marked with a hash symbol was previously published in
Tessadori et al.* Fisher’s exact test: ns, not significant; p > 0.05; *p < 0.05; ****p < 0.0001. Scale bars: 100 pm (A); SO pm (B and C).

landscape of H4 genes, presents opportunities for future
treatment strategies through targeted knockdown of spe-
cific H4 gene products.
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Figure S1. Variability in growth parameters in individuals with the Arg45Cys variant.

Growth parameters of individuals with the most common recurring variant Arg45Cys highlight
the variability observed across the cohort, especially in OFC changes as the individuals

age. One-way ANOVA, allowing for multiple comparions;* p = 0.041, *** p = 0.0002.

OFC, occipitofrontal circumference.



