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Background and synthetic strategy

about 10 drug candidates »

sp3-enriched 3D-sh-
isostere to C=0 and gem-di-Me

increases methabolic stability

enhances water solubility

MEDICINAL CHEMISTRY PROSPECTS RRETical space

synthetic challenge due to
" ® improves chemical and metabolic stability ; ring lability
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______ ~N therapeutic index 95 N ®therapeutic index >33,300
® pKan ~10.4 ®pKyy ~8.0

NH>,

® lower pKa by 1.2 units
® Jower logD by 0.7 units >

® Jower pKa by 1.0 units
® Jower logD by 0.8 units

® improved potency
OH

® improved potency
® improved metabolic stability

cheap & in bulk) Selected commercial products |

PRICES FOR chemicalfor | [NHZ [OH [I EOH fo [NHZ COLH [SH |
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COMMERCIALLY Ij OH N fF —fOH —OH —NH, [—{F —OH
AVAILABLE OXETANES 0 O— O— 0— O— O— o 0— 0— |
from 1for1g | >67 USD/g >104 USD/g >307 USD/g_>344 USD/g >608 USD/g >823 USD/g_ >903 USD/g  >2820 USD/g

Synthetic results
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EXPERIMENTAL DATA ON THE STABILITY OF OXETANE RING DURING COMMON LABORATORY PROTOCOLS

CN — CO,H CONR,; —> CH5;NR, CN —> CH>;NH, Me, Et ester —> CH,OH CO,H —> CH,OH Boc-deprotection
' basic hydrolysis  + AlHj3, -78 to -50°C +/ Co(BH,)», MeOH, Boc,O v/ LiAlH,, -10 to -30°C v mixed anhydride + NaBHy4, 20% v TFA, DCM, 1 hour
% acidic hydrolysis % LiAlH, or BH; + Ni Raney, 80 atm/60°C +/ NaBH,4, 0°C, for «NBoc % LiAlH4, <0°C doesn't go % HCI/Et,0, 1 hour

% LiAlH4, any temperature % LiAlH,4, >0°C % BHg, LiAlH4, >0°C ring opens % HCl/dioxan, 1 hour
N; —> NH, ketone —> OH 20 OH — > ketone CO,H —> COsMe ester —> CO,H CF3;CO-deprotection
+/ Staudinger reaction conditions  +/ LiAlH, -30°C + Dess-Martine reagent, rt / acid catalysis, ring opens ¢/ basic hydrolysis ~ +/ KOH, MeOH, 60°C
% H./Pd, low purity & yields % NaBH, -30°Ctort  + PCC, rt, 3 hours % Mel, DIPEA, MeCN, 60°C % acidic hydrolysis

Showcasing in stock examples

' IBoc !30c Y Boc\ OH Boc Boq
HOZC%N\ MeOzc/?gNHZ "'NgCo HN, 7 HSXH NH, HZX N’ Br/?gNH
Fmoc H
O O O O O O O O
EN300-81702 EN300-325717 EN300-6766888 EN300-7372088 EN300-26978692 EN300-307198 EN300-315979 EN300-22106232
40 g 43 g 23 ¢ 379 219 659 52 ¢ 27 g
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