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Evaluation of DHODH inhibitors

« membrane permeability (PAMPA) -> Increased properties for 7-methy!

Synthesis of DHODH inhibitors

R=F, Cl, CHg, ...
X=CH,N «  kinetic solubility compound
O OHH , 0 -  metabolic stability (S9) - Decreased properties for 8-methyl
N NTN O »  hDHODH inhibition compound
X~ O * logD —> Other compounds need to be evaluated

IC5o(hDHODH) = 81 nM

RNA Synthesis of the RARp

Template RNA Heaw RMNA
stramd strand

d ~C.
> N
[a] 1.1 eq. Et;N, 0.50 eq. triphosgene, THF, reflux, 4 h R2 = CH5 H
[b] 1.5 eq. anthranilic acid, THF, 50 °C, o.n., 28 — 99 % (over 2 steps). R3 = CHs, F, H
Exemplary synthesis of 4’-Fluorouridine-triphosphate Possible masking units
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[a] 1) 1.50 eq. TPP, 1.50 eq. imidazole, THF, 0 °C, 30 min. ii) 1.10 eq. l,yg, It, 0.n., 75 %. [b] l f 0
1.50 eq. MeONa, MeOH, 67 °C, 4 h, quant. [c] 1.20 eq. TREAT-HF, 1.20 eq. NIS, ACN, 0 °C, 0O o o /%]/
2 h, 39 %. [d] 3.00 eq. Acetic acid anhydride, 3.00 eq. Et;N, cat. 4-DMAP, CH,CI,, rt, 3 h, ﬁkNH kaH kaH O
76 %. [e] i) 2.44 eq. Bu,NH*SO,, 2.55 eq. 3-chl benzoic acid, 2.20 eq. K,PO,, H,0, t, | | |
0. [e] 1) eg. Bu, 4 ed. 3-chloroperbenzoic aci eqg. K,PO,, H,O, r o o o N/go o N/go N 5 - 9
20 min. ii) 1.00 eq. nucleoside, 5.00 eq. m-CPBA, H,0/CH,Cl,, rt, 0.n., 67 %. [{] 60.0 9. NH;, Ho—p—0—P-0-P-0 HO-P-0 HO O—FI’—O
MeOH, rt, 1.5 h, 72 %. [g] 28.0 eq. POCl,, TMP, 0 °C, 7 h, 39 %. [h] 10.0 eq. TFAA, 12.0 eq. OH OH OH | :O: \ ~h OH | ;0:1 \ g | ;O; \ O
Et;N, ACN, 10 min, rt. ii) 5.00 eq. NMI, 10.0 eq. Et;N, ACN, 10 min, rt. iii) 3.00 eq. F OH OH F OH OH F OH OH /QG
Bu,N*H,P,0., ACN, 1 h, rt, 55 %. P
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