Table. S10. Statins SL-E model simulation.

WT Thiolase/Synthase, X;71 HMG Reductase, Xi7,
Change after 2 hrs Change after 2 hrs

Basal value*
10% 1% 0.02% 10% 1% 0.02%
A 162 037 018 951 948  6.99
ER Erg. X2 9.51 B 162 035 016 1008 1004 7.26
A 146 086 077 475 472 319
PM Outer Erg. Xso 4.76 B 137 070 060 566 563 371
A 923 483 424 4276 4245 2420
DIM Erg. X7 4279 o 371 207 18 1718 17.08 901
A 1224 624 536 4753 4730 32.86
PM Inner Erg. Xao 41.55 B 1198 549 455 5369 5344 36.08
. A 026 028 029 025 025 022
Golgi CS XetXig+X1o 0.25 B 0006 0005 0005 0011 0011 0.008
A 174 141 133 225 226 217
PMCS Koo+ XortXz2 2.25 B 073 069 068 076 076 078
DIM Erg. / Xa7/ 18.08 A 531 342 319 1897 1881 1114
PM CS (Koot Xo1+X25) : B 511 301 276 2265 2247 1267

(*) For units see Table S1.

Under conditions A in Table S10 the DIM associated ergosterol and the complex sphingolipids
are more sensitive to reductions in the specific activity of thiolase/synthase compared with equivalent
reductions in the specific activity of HMG reductase. To observe equivalent changes in the ergosterol
and complex sphingolipids under the HMG reductase condition it is necessary to reduce its activity to
0.02% of its basal value. This decrease in HMG reductase seems realistic, because it is in line with the
nanomolar statins inhibition constants reported for this enzyme [1,2].

The last two rows in Table S10 show that synergistic effects with IPC synthase (condition B)
influence the relationship between DIM Erg. And PM CS in a magnitude of less than 20% when
compared with the corresponding experiment from condition A. This phenomenon occurs in spite of
the notable reductions in DIM Ergosterol (Xz7) and PM CS (Xa0+X21+X22), which is observed for the
synergistic condition B. This synergistic homeostatic effect of DIM Erg and PM CS is problaby due to

the observed proportional decrease in both the DIM Erg and PM CS.Finally, the small increase in



complex sphingolipids observed in the Golgi (Table S10) in the case of reduced
thiolase/synthase (between 3 to 8%) is not observed when the activity of the HMG Reductase is

reduced.



References.

1. Holdgate GA, Ward WH, McTaggart F (2003) Molecular mechanism for inhibition of 3-hydroxy-3-
methylglutaryl CoA (HMG-CoA) reductase by rosuvastatin. Biochem Soc Trans 31: 528-531.

2. Istvan ES, Deisenhofer J (2001) Structural mechanism for statin inhibition of HMG-CoA reductase.
Science 292: 1160-1164.



