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Supplementary Figure 1. RMSD distribution of the MD simulations for the different ALAS2
systems. A. ALASm at 288K. B. ALASdChA at 288K. C. ALASAChB at 288K. D. ALASm
at 310K. E. ALASdChA at 310K. F. ALASAChB at 310K.
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Supplementary Figure 2. Top 3 best clustering representative structures for the MD
simulation trajectories. Red box indicates the representative structure of each cluster, where
the active site loop shows [ -strand structure. Blue letters indicate the total number of
clusters. Percentage coverages from trajectory of each cluster is also described at the bottom

of each cluster's representative structure.
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Supplementary Figure 3. Correlation map for the various wild-type C-terminal tail-containing
ALAS2 sets. A. ALASm at 288K. B. ALASm at 310K. C. ALASdChA at 288K. D.
ALASdChA at 310K. E. ALASdChB at 288K. F. ALASdChB at 310K. The color code scale
indicates cross-correlation coefficients (Cij).
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Supplementary Figure 4. Correlation map for ALASmWoT, and HemAm, which have a
truncated C-teriminus and thus do not have the wild-type C-terminal tail. A. ALASmWoT at
288K. B. ALASmWoT at 300K. C. ALASmWoT at 310K. D. HemA at 288K. E. HemAm at
300K. F. HemAm at 310K. The color code scale indicates cross-correlation coefficients (Cij).
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Supplementary Figure 5. Conserved region backbone RMSD in various MD simulations
performed at different temperatures.



HemAm

ALASmMWoT

580000
L

b — 288K —_— 300K —_— 310K

-600000

-620000

Energy (kJ/mol)

660000 -640000
L L

700000

680000
L

Energy (kJ/mol)

620000

-660000 640000

-680000

720000

Time (ns)

ALASm

Time (ns)

ALASd

Energy (kJ/mol’
o000 -640000 -620000
. . .

~o5000u
L

700000
L

720000
L

Energy (kJ/mol)

-1280000 1240000 1200000

1320000

Time (ns)

Time (ns)

Supplementary Figure 6. Total energy of systems in different MD simulations.




