The CRISPR-Cas9 crATIC Hela transcriptome: characterization of a novel cellular model for
ATIC deficiency and ZMP accumulation.

Randall C Mazzarino1,2:34, Veronika Baresovas, Marie Zikanovas, Nathan Duvali 23, Terry G.
Wilkinson 11,23, David Pattersona 234, Guido N. Vacanozi,2,*

Affiliations :

1 Knoebel Institute for Healthy Aging, University of Denver, 2155 E. Wesley Avenue, Denver,
CO 80210, USA

2 Eleanor Roosevelt Institute, University of Denver, Denver, CO 80210, USA

3 Department of Biological Sciences, University of Denver, Denver, CO 80210, USA

4 Molecular and Cellular Biophysics Program, University of Denver, Denver, CO 80210, USA
5 Research Unit for Rare Diseases, Department of Pediatrics and Adolescent Medicine, First

Faculty of Medicine, Charles University and General University Hospital in Prague, Prague,
Czech Republic.

*Caorresponding Author: Dr. Guido Vacano email: guido.vacano@du.edu


mailto:guido.vacano@du.edu

Response (uA)

A Adenine supplemented media B Starvation media
|10 10
Ny i |‘L|‘L I
= ] A=
IL% o ﬂ \ /A\’c',\'— %\ﬁ
mE =N N K
|12 Btz
i A{ - b H 1\{ I|L — AN
N H j“\_v_/vd)/;_ Ve Ai— ’LF_ —
- - —J\ P | N
|t4 14
" § i _ Y — \
i N - - n NS
A2A% ~ ai Ny 3 (a4 \ %‘/K RN
N \ ANE'F N TR — | —) i AN N
16 16
¥ " ' IS T — - ;
21 1 | Téw/l\\f_ T 20 1 Jr‘ %A‘.QV\ 3:5" ~—
- ‘ 'II,' \L\ . - T jl \/\
18 1t8
) | — H | =
. Ar’jl%g)% — ) E’L l'U‘. — ’c—
A Y J\ | AN J\
1110 t10
H : A - Is L"j:fvf g y J‘L - )
0 1 A | 'DA\‘ J"FL\ 10 j J i ?\YJ'\\_F_ ’
i A = Ju 7;: A W "l:" vll A/
Retention time (min) Retention time (min)
Supplementary Figure 1: HPLC-EC traces of metabolites from C
crATIC cells. Cells were cultured in FCM supplemented with 2hr plus 2hrminus  2hr minus spike
adenine (A) and without adenine (B) for two-hour increments. The
red rectangle indicates the elution time of ZMP with primary peak R — N
in channel 4 (300mV). C: Aligned and cropped t2 chromatogram: o . —

supplemented (plus), unsupplemented (minus) or unsupplemented
and spiked (minus spike). The dashed line indicates the primary
channel peak height (note starved sample and starved sample with
ZMP spike).
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Supplementary Figure 2: ClueGO Biological process network map. Grey nodes indicate shared terms,
blue nodes indicate terms enriched in PP comparison and green nodes indicate terms enriched in MM comparison.
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Supplementary Figure 3: ClueGO Biological process terms and groups. Pie charts show the proportion of the terms associated with the groups for Shared (A), PP (B), and
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Supplementary Figure 4: ClueGO Cellular component network map. Grey nodes indicate shared terms,
blue nodes indicated terms enriched in PP comparison, and green nodes indicate terms enriched in MM comparison.
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Supplementary Figure 5: ClueGO Cellular component terms and groups. Pie charts show the proportion of the terms associated with the groups for Shared (A), PP (B), and
MM (C). Histograms indicate number of genes found per term for PP (D) and MM (E) comparisons.
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Supplementary Figure 6: ClueGO Molecular function network map. Grey nodes indicate shared terms,
blue nodes indicated terms enriched in PP comparison, and green nodes indicate terms enriched in MM comparison.
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Supplementary Figure 7: ClueGO Molecular function terms and groups. Pie charts show the proportion of the terms associated with the groups for Shared (A), PP (B), and
MM (C). Histograms indicate number of genes found per term for PP (D) and MM (E) comparisons.
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Supplementary Figure 8: ClueGO Reactome pathways network map. Grey nodes indicate shared terms,
blue nodes indicated terms enriched in PP comparison, and green nodes indicate terms enriched in MM comparison.
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Supplementary Figure 9: ClueGO Reactome pathways terms and groups. Pie charts show the proportion of the terms associated with the groups for Shared (A), PP (B), and
MM (C). Histograms indicate number of genes found per term for PP (D) and MM (E) comparisons.
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Supplementary Figure 10: ClueGO Reactome reactions network map. Grey nodes indicate shared terms,
blue nodes indicated terms enriched in PP comparison, and green nodes indicate terms enriched in MM comparison.
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Supplementary Figure 11: ClueGO Reactome reactions terms and groups. Pie charts show the proportion of the terms associated with the groups for Shared (A) and
PP (B). Histograms indicate number of genes found per term for the PP (C) comparison. No terms were enriched in the MM comparison.
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value. White nodes are not significant by P value but are included to hierarchically link significant terms.
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