cause of diseases. Thus, in some cases, it is assumed that
ubiquitination of the target protein does not induce
degradation of the target protein.

In view of the above circumstances, an object of the
present disclosure is to provide a Ras protein-degradation
inducing molecule capable of inducing degradation of a Ras
protein, and a pharmaceutical composition including the Ras

protein-degradation inducing molecule.

Means for Solving the Problems

In one aspect, there is provided a Ras protein-
degradation inducing molecule, wherein the Ras protein-
degradation inducing molecule is a conjugate of a Ras protein

affinity molecule that has an affinity with a Ras protein, and

a protein-degradation inducing tag that has an affinity with a
26S proteasome and does not inhibit degradation of a protein
by the 26S proteasome; and the Ras protein-degradation
inducing molecule is capable of inducing degradation of the
Ras protein, with the proviso that the conjugate excludes a
fusion protein.

In another aspect, there is provided a pharmaceutical
composition comprising the Ras protein-degradation inducing
molecule as described herein.

In yet another aspect, there is provided a compound

represented by the following formula:



Sa

. §
¢t o 0 o
H H \
N N N N N
NYTY N H 3
8 o N
T d
cl

In another aspect, there is provided a compound

represented by the following formula:
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Specific means for achieving the above object include the
following embodiments.

<1> A Ras protein-degradation inducing molecule being a

conjugate of a Ras protein affinity molecule that has an
affinity with a Ras protein, and a protein-degradation
inducing tag that has an affinity with a protease and does not
inhibit degradation of a protein by the protease; and being
capable of inducing degradation of a Ras protein.

<2> The Ras protein-degradation inducing molecule
according to <1>, in which the Ras protein-degradation
inducing molecule is capable of inducing degradation of the

Ras protein in a ubiquitin-independent manner.

<3> The Ras protein-degradation inducing molecule
according to <1> or <2>, in which the protein-degradation
inducing tag has a structure where a protease inhibitory
activity of a protease inhibitor is inactivated.

<4> The Ras protein-degradation inducing molecule
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CLATIMS

1. A Ras protein-degradation inducing molecule, wherein the
Ras protein-degradation inducing molecule is a conjugate of a
Ras protein affinity molecule that has an affinity with a Ras
protein, and a protein-degradation inducing tag that has an
affinity with a 26S proteasome and does not inhibit
degradation of a protein by the 26S proteasome; and the Ras
protein-degradation inducing molecule is capable of inducing
degradation of the Ras protein, with the proviso that the

conjugate excludes a fusion protein.

2. The Ras protein-degradation inducing molecule according

to claim 1, wherein the Ras protein-degradation inducing

molecule is capable of inducing degradation of the Ras protein

in a ubiquitin-independent manner.

3. The Ras protein-degradation inducing molecule according
to claim 1 or 2, wherein the protein-degradation inducing tag
has a structure represented by the formula (I), or has a
structure where a proteasome inhibitory activity of a
proteasome inhibitor is inactivated, or has a structure of a

proteasome activator:
R‘l
N :(

N (I)
"<
R2

wherein R' and R? each independently represent a hydrocarbon
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group having 1 to 20 carbon atoms, an alkoxy group having 1 to
20 carbon atoms, an aryloxy group having 6 to 20 carbon atoms,
a hydroxy group, a carboxy group, an amino group, or a halogen

group.

4. The Ras protein-degradation inducing molecule according
to claim 3, wherein the proteasome inhibitory activity is an
inhibitory activity against at least one selected from a
caspase-like activity, a trypsin-like activity, and a

chymotrypsin-like activity.

5. The Ras protein-degradation inducing molecule according
to any one of claims 1 to 4, wherein the Ras protein-

degradation inducing molecule is represented by the following

formula:
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6. The Ras protein-degradation inducing molecule according

to any one of claims 1 to 4, wherein the Ras protein-
degradation inducing molecule is represented by the following

formula:
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7. A pharmaceutical composition comprising the Ras protein-
degradation inducing molecule according to any one of claims 1

to 6.
8. The pharmaceutical composition according to claim 7,
wherein the pharmaceutical composition is used for preventing

or treating a Ras protein-mediated disease or condition.

9. The pharmaceutical composition according to claim 8,

wherein the Ras protein-mediated disease or condition is a
cancer, an immune disease, an infection, a neurological
disease, a RAS/MAPK syndrome, cirrhosis, chronic hepatitis, or

a memory impairment.

10. The pharmaceutical composition according to claim 9,

wherein the Ras protein-mediated disease or condition is a

cancer.

11. A compound represented by the following formula:
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12. A compound represented by the following formula:
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