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Figure S1. PET displacement study of ['"*F[FACH in mice treated with a-CCA-Na (25 mg/kg) at 20 min after tracer
administration (dotted line). Time activity curves of gall bladder and small intestine. Each point is the mean (+SD)
of three determinations.
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Figure S2 Radio-HPLC analysis of [*FJFACH and [®*F]FACH-derived metabolites in the kidney of piglets pre-
treated with (n=1) and without (n=2) a-CCA-Na subsequently sacrificed after PET imaging. a) representative radio-
HPLC chromatograms (a.u. — arbitrary unit) of the kidney cortex, b) parent fraction determined in the kidney cortex

and medulla.
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Figure S3 Representative radio (red line)- and UV (gray line)- HPLC chromatograms of extracted mouse plasma at
30 min p.i. of ['"8F[FACH co-eluted with the reference compound, with parent fraction in the dotted square.
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Figure S4 Representative radio (red line)- and UV (gray line)- HPLC chromatograms of extracted mouse liver at 30
min p.i. of ['®F]JFACH co-eluted with the reference compound, with parent fraction in the dotted square.
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Figure S5 Representative radio (red line)- and UV (gray line)- HPLC chromatograms of extracted mouse kidney at
30 min p.i. of ['8F[FACH co-eluted with the reference compound, with parent fraction in the dotted square.
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Figure S6 Representative radio (red line)- and UV (gray line)- HPLC chromatograms of extracted mouse urine at
30 min p.i. of ['"*F[FACH co-eluted with the reference compound, with parent fraction in the dotted square.
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Figure S7 Representative radio (red line)- and UV (gray line)- HPLC chromatograms of extracted piglet plasma at
5 min p.i. of ['*F]FACH co-eluted with the reference compound, with parent fraction in the dotted square.
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Figure S8 Representative radio (red line)- and UV (gray line)- HPLC chromatograms of extracted piglet plasma at
30 min p.i. of ['SF[FACH co-eluted with the reference compound, with parent fraction in the dotted square.
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Figure S9 Representative radio (red line)- and UV (gray line)- HPLC chromatograms of extracted piglet kidney
cortex at 60 min p.i. of ['*F[FACH co-eluted with the reference compound, with parent fraction in the dotted square.
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Figure S10 Representative radio (red line)- and UV (gray line)- HPLC chromatograms of extracted piglet kidney
cortex at 60 min p.i. of ['®F]JFACH pre-treated with a-CCA-Na co-eluted with the reference compound, with parent
fraction in the dotted square.
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Figure S11 Representative radio (red line)- and UV (gray line)- HPLC chromatograms of extracted piglet urine at
60 min p.i. of ['"SF[FACH co-eluted with the reference compound, with parent fraction in the dotted square.



mice piglets
¢ measured activity
1-TCM Model Curve

= 15007 250 K,=0.82 ml/g/min
5 1000 ‘o 200 k,=0.08 min"
kidney cortex £ - . 150 AIC=11
g K4=0.16 ml/g/min 100
3 5007 k,=0.04 min-" 5
g AIC=59
0 T T T 0- T T 1
0 20 40 60 0 20 40 60
t (min) t (min)
. 2000 200
% 1500 150 K,=0.67 ml/g/min
Q k2=0.14 min-1
liver > 19979 K,=0.40 ml/g/min 100
2 500 k,=0.09 min-! 50-
E AIC=39
0 T T 1 0 T T 1
0 20 40 60 0 20 40 60
t (min) t (min)

Figure S12 Representative 1-TCM curve fits of activity uptake over time into kidney cortex and liver of control
studies in mice and piglets.

Table S1 2-TCM analysis of PET recordings for ['*F]JFACH in kidney cortex of mice pre-treated with vehicle
(control) vs. pre-treated with a-CCA-Na or FACH-Na, Vr=Ki/k2 (1+ks/ks), Vno=Ki/ks, BPnp=ks/ka.

pre- K1 k2 Vr VnD ks ka BP~p AIC
treatment (ml/ccm/min) (1/min) (ml/ccm) (ml/ccm) (1/min) (1/min) (1/1)
-8.3
Control 0.28+0.24 1.54+2.43 2.92x102% 1.77+2.49 0.77+0.78 0.02£0.02  6.32x102% to
109.9

a-CCA-Na 0.27+0.18 0.45+0.16 8.56+7.26 0.55+0.26 0.10+0.02 0.01+0.00 12.96+5.40

FACH-Na 0.10+0.04 0.77+0.13  9.12x10%°2  (0.12+0.03  0.01£0.01 2.67+4.62 9.12x10'%



