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Acid-catalyzed ketal
formation

Notice similarity between
this diol and ethylene
glycol introduced in class
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Phenyllithium acts as a nucelophile and as a strong base. This reaction does not work
because deprotonation of the NH2 protons would take place before addition to the ketone.
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Na{CN)BH3 is the mildest of the 3 hydride reducing agents we have introduced in
class so far. Itis hot strong enough to reduce esters or aldehydes
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This is a base-catalyzed reaction. Under these conditions the hemiacetal forms since -
OH (hydroxyl) is not a good leaving group.
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Most stable, As shown in lecture, these two have near identical stabiliies

gﬁ;zi)glic and ‘@ Q)

4 Alrnge in o o ncresing Gactiany
Yoverds L_ZA\HL( e on |

O O O O ?
1) L U ome, wANcE e N
AW RS T R Mo y™ ~Ch &G
Ahough 3 (most
4 Z s ke 3

positive
charge
character of
the carbonhyl

S. Deaw the arcow rwk:md mecNenism
X..;-/ —\—\'\9\ -C-ol\ow:nﬁ (R octonNns .

o o |
| ~
O\.) 2 oy o+ U 4 c‘/\(c'(—— @T e
S AN 5 >
o WN-NH M
\ koW
b) K ~\ = ~(
S ~— A ~~-

These mechanims are directly from class, please see lecture notes
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First perform SNAr,
notice EWG (ketone)
is para to the F full credit)

Perform complete reduction using Wolff-Kishner
orc lion (either is p! for
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The alcohol can be directly protected or converted to a aldehyde and then
protected as an acetal

After this, the bromo can be converted to a grigard and then added to the ketone

This willthen cyclize to give the desired product Ph ?h
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Option 1 is to add to the epoxide

[s] H+ catalzed
Mg® FAN ketal formation
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Option 2 is to perform
two homologation
reactions with
formaldehyde

1) CH2CHO
2) PBI3

o
repeat
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