Appendix 1: Details of the experimental procedures
Fission yeast media 

Preparation of media and basic manipulation methods of S. pombe were carried out as described [14]. Briefly, strains were generally cultivated at 30°C in Edinburgh Minimal Medium (EMM) with supplements of 0.1 g/L final concentration as required. Liquid cultures were kept shaking at 230 rpm. Thiamine was used at a concentration of 5 μM throughout. 

Preparation and preservation of enzyme bags

This was essentially performed as described previously [24]. Briefly, fission yeast cells were cultured on EMM plates with thiamine for 3 days at 30 °C. A single yeast colony was then transferred to a 10 mL liquid culture of EMM without thiamine and cultured at 30°C and 230 rpm for 24 hours. Then these precultures were transferred to 200 ml fresh EMM broth in a 500 ml Erlenmeyer flask and incubated under same conditions for another 24 hours. For each assay 5 * 107 cells (stationary growth phase) were transferred to 1.5 mL Eppendorf tubes, pelleted and incubated in 1 mL of 0.3 % Triton-X100 in Tris-KCl buffer (200 mM KCl, 100 mM Tris-HCl pH 7.8) at 30°C for 60 minutes at 230 rpm for permeabilization. After three washes with 1 mL cold NH4HCO3 buffer (50 mM, pH 7.8), enzyme bags were either directly employed or preserved (resuspended in 100 µL PBS with 50 % glycerol, flash frozen in liquid nitrogen, and stored at -80°C) for later use.

Biotransformation of proluciferins and bioluminescence detection 

Enzyme bag preparations were thawed on ice, once washed with 100 µL 100 mM potassium phosphate buffer, pH 7.4, and then used for biotransformations as described previously [15]. Briefly, a concentrated CYP reaction mixture (containing fourfold concentrated substrate and potassium phosphate buffer) was added to the cell pellets in 1.5 mL Eppendorf tubes. Substrates were used at a final concentration of 150 µM throughout. For inhibition assays the fourfold concentrated substrate-buffer mixture contained inhibitiors paired with vehicle controls (0.1% ethanol or 0.1% DMSO).  CYP reactions were started by adding the twofold concentrated NADPH regeneration system. Samples were incubated for 3 hours at 37°C and 1,000 rpm. After centrifugation at 16,000 g for 1 min the supernatants were transferred to the white microtiter plates and an equal amount of reconstituted luciferin detection reagent was added to each well. Plates were then incubated at room temperature for 20 minutes and luminescence recorded on a Magellan infinite M200Pro microplate reader (Tecan; Männedorf, Switzerland). In all cases, reaction parameters (reaction times and enzyme concentrations) were within the linear range.
