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Ideal Bioisostere
for para-Substituted Benzene

Introduction

New concept

The phenyl ring is a basic structural element in chemistry. Here, we have designed, synthesized, and validated its new 
saturated bioisostere with improved physicochemical properties – 2-oxabicyclo[2.2.2]octane. The design of the structure was 
based on the analysis of the advantages and disadvantages of the previously used bioisosteres: bicyclo[1.1.1]pentane, 
bicyclo[2.2.2]octane, and cubane.1-3 2-Oxabicyclo[2.2.2]octane core was incorporated into the structure of drug Imatinib 
instead of the phenyl ring and led to improvement of physicochemical properties.4 Our chemists have synthesized a sizable 
collection of 2-oxabicyclo[2.2.2]octanes available exclusively from Enamine. Try our 2-oxabicyclo[2.2.2]octanes in your 
research!
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Tyrosine kinase inhibitor (Imatinib analogue)
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Enamine

Sodium channel activator
WO 2023/049369

Xenon Pharm.

Me
O

O

NH

N

F
F

F

F

5.9 Å

Fsp3

ON

MeN

O

HN

HN

Me

N

N

N

N

MeN

O

HN

HN

Me

N

N

N

N

MeN

O

HN

HN

Me

N

N

N
solubility

lipophilicity logD7.4

0.35 mM
2.6  

solubility
lipophilicity logD7.4

0.11 mM
2.7  

solubility
lipophilicity logD7.4

0.39 mM
1.8  

Imatinib 
(anticancer drug)

5.6 Å 5.6 Å

Solubility

Lipophilicity

EN300-6503832

NHBoc
OHO

EN300-37267179

NH2
O

HO2C

EN300-7543933

NHBoc
O

HO2C

EN300-37160522

NH2
O

MeO2C

EN300-28332245

NH2
O

EtO2C

NH2
OBocHN

EN300-6497184

EN300-26274612

O
HO2C

NHBoc

EN300-44822470

O
HO2C

NH2

EN300-44825880

O
MeO2C

NH2

EN300-1666651

OH2N OH

EN300-6733719

OHO NH2

EN300-6488017

CO2H
OBocHN

EN300-6497346

CO2Me
OH2N

EN300-39874848

NH2
ON3

EN300-6734856

OBocHN NH2 OH2N NHBoc

EN300-6496992

EN300-22916670

CO2H
O

MeO2C

EN300-23014234

CO2Me
O

HO2C

EN300-45171693

O
MeO2C

O

H

EN300-44795031

CO2H
OHO

EN300-33212931

NHBoc
OI

EN300-37339834

CO2Me
OI

EN300-43394179

O
MeO2C

Br

EN300-651160

OI OBn

EN300-6504968

CO2Me
OClO2S

O
HO2C

F

EN300-45568985

CO2H
O

CF3

EN300-37385129 EN300-37380847

NH2
O

CF3

CO2Me
OI

Me

EN300-45269248

NH2
OMe

EN300-27103594 EN300-26990490

CO2H
OMe

EN300-27113707

NH2
OMeO

CO2H
OMeO

EN300-27112852

EN300-6490142

Me
OClO2S

EN300-6493487

Me
O

HO2C

EN300-45182529

Me
OH

O

EN300-28234211

Me
OI

EN300-6493261

Me
OH2N

EN300-6496815

Me
OHO

NH2
O

Me

EN300-6501611

O
Me

NH2

EN300-731679

O
Me

OH

EN300-1666635 EN300-741781

O
Me

H

O

EN300-1073210

CO2H
O

Me

EN300-7456640

O
Me

Br

O

EN300-266697

H
OI

EN300-843631

H
OClO2S

EN300-45382166

H
OH

O
H

OHO

EN300-25316001


