


Fluorinated heterocycles as intriguing subjects
for medicinal chemistry

Anticancer 5-fluorouracil, antimicotic fluconazol and
antidepressant fluorobenzo-1,4-diazipine derivatives are just a few

examples from the well-known series of fluorinated drugs.

Some similarities between fluorinated arenes and DNA heterocyclic
bases in electron density distribution and the ability for F...H
nydrogen bond formation make fluorinated benzazoles and
benzazines as intriguing subjects for medicinal chemistry.
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anticancer activity
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antiviral (cytomegalovirus) arthritis treatment



SK-MEL-5 (melanoma) ACHN (renal cancer)

o 150 —%—a g =0
° 100 M- WA ——b oo 1008
= | ) 50 -
g% 507 o i
52 0 ——c 2 0
g % 50 ' 5 .50 | N
O r |-
= -100 w w w d E -100 : : :
80 70 60 50 -40 8,0 7,0 6,0 5,0 4,0

. Lg of molar concentration
Lg of molar concentration g

UINAZOLINES

——a

—-—c
——d



BENZIMIDAZO[1,2-a]FLUOROQUINOLONES
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Derivative 4 (X = H, R = pyrrolidin-1-yl) exhibited the tuberculostatic activity
(MIC 1.56 mkg/ml against M. tuberculosis H3;Ry)
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FLUORINATED 1H-QUINAZOLIN-4-ONES
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INTERMEDIATES FOR THE QUINAZOLINE SYNTHESIS
KNOWN FROM THE LITERATURE
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MODIFICATIONS OF 1H-QUINAZOLIN-4-ONES
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FLUORINATED PYRID
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Tuberculostatic activity
17 (NR2 = morpholin-4-yl, R’ = Me) MIC 1.56 mkg/ml

17 (NR2= 4-ethoxycarbonylpyperazin-1-yl, R’ = Me) MIC 0.3 mkg/ml
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novel fluorinated building-block




Tuberculostatic activity

28 (R2 = morpholin-4-yl) MIC 0.3 mkg/ml; 26 (R=CN, Y = H) MIC 0.3 mkg/ml




Het = pyridin-2-yl, pyrimidin-2-yl, 5-phe




IC 0.62 mkg/ml










IC 0.1 mkg/ml




