CLAIMS

1. A compound having the formula:
(FCB)a-(L)b-(CLM)c,
or a pharmaceutically acceptable salt thereof,
wherein:
CLM is a covalent linking modality;
L is a linker;
a and c are, independently, integers between 1 and 5,
b is an integer between 0 and 5, and
wherein the FCB moiety comprises a PI3K inhibitor, or a fragment, analog or

derivative thereof.

2. The compound of claim 1, wherein the FCB comprises
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3. The compound of claim 2, wherein FCB has the structure:
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N
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R4
wherein R is selected from the group consisting of:
A O NH A
ot T o NH ,
O , —NH  ang NHz,
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4, The compound of any one of claims 1-3, wherein a, b, and ¢ are 1.

5. The compound of any one of claims 1-4, wherein L is a substituted or

unsubstituted C3-Cio heterocycloalkyl.
6. The compound of claim 5, wherein L is an unsubstituted Cs-Cs heterocycloalkyl.

7. The compound of claim 6, wherein L is:

N
AN

8. The compound of any one of claims 1-7, wherein CLM is
@) A3A5 A . O ASH .
ES 0 S e
Av O A o A O Ay

wherein A1, A2, A3, A4, As and Ae are each independently selected from the group
consisting of H, halogen, CF3, -OH, -NH2, -SH, -SCH3, -CN, -NOz2, -CH2(NH>), -
C(O)OH, -S(0)2NHz2, -C(O)NHz2, -C(O)CH3, NHC(0O)-Ci- alkyl, N(Ci-3 alkyl)C(O)-
Ci-6 alkyl, OC(O)NH2, OC(O)NH(CH3), OC(O)N(CHs)2, optionally substituted Ci-6
alkyl, optionally substituted Cz-¢ alkenyl, and optionally substituted Cz-¢ alkynyl.

9. The compound of claim 8, wherein A1, A2, A3, A4, As and Aeare each independently
H or optionally substituted Ci-6 alkyl.

10. The compound of claim 9, wherein A1, A2, A3, A4, As and Asare H or unsubstituted

Ci-6 alkyl.
11. The compound of any one of claims 1-7, wherein CLM is:
@) O
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12. The compound of any one of claims 1-7, wherein CLM is:

(@) (@) _
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13. The compound of claim 1 having a structure of Formula 1-50:

MLC—L

Nx

Formula 1-50
or a pharmaceutically acceptable salt thereof,

wherein L is selected from the group consisting of:
N”‘f{

N \) and %NH?;

R is selected from the group consisting of:

e @) NH whn
OYNH T OYNH o
o

—NH  and NH2: anqd
CLM is selected from the group consisting of:

2
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14. The compound of claim 13, wherein L is
N

RN
15.  The compound of claim 14, wherein Ri is:
OYNH |
—0 or NH2 .
16. The compound of claim 15, wherein CLM is selected from the group consisting of:
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17. The compound of claim 13, wherein the compound is selected from the group

consisting of:
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18. The compound of claim 17, wherein the compound is selected from the group
consisting of:
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and
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19. The compound of claim 1 having a structure of Formula (1-51):
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R,

MLC—L

Formula 1-51
or a pharmaceutically acceptable salt thereof, wherein:
L is:
e
NS

Rz is selected from the group consisting of:
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ijﬁf ij 1 ©j\\/N
N
) and H ;and

CLM is selected from the group consisting of:
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20. The compound of claim 1 selected from the group consisting of:
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21. A pharmaceutical composition comprising a compound of any one of claims 1-20 and at

least one pharmaceutically acceptable excipient.

22. Use of the compound of any one of claims 1-20 in the manufacture of a medicament for

the regulation of the activity of a kinase or pseudokinase in a subject.
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23. The use of claim 22, wherein the activity of the kinase or pseudokinase is inhibited.

24. The use of claim 22, wherein the kinase is PI3K.

25. Use of the compound of any one of claims 1-20, or the pharmaceutical composition of
claim 21, in the manufacture of a medicament for the treatment of a therapeutic condition in a
subject, wherein the compound or the pharmaceutical composition is to be administered to the
subject, and wherein the therapeutic condition is selected from the group consisting of cancer,
neurodegenerative disease, autoimmune disorder and aging.

26. The use of claim 25 wherein the subject has cancer.

27. The use of claim 25, wherein the subject has cancer with a mutation in the PIK3CA

gene.
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