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Abstract: KRAS gene mutation is widespread in tumors and plays an important role in various
malignancies. Targeting KRAS mutations is regarded as the “holy grail” of targeted cancer therapies.
Recently, multiple strategies, including covalent binding strategy, targeted protein degradation
strategy, targeting protein and protein interaction strategy, salt bridge strategy, and multivalent
strategy, have been adopted to develop KRAS direct inhibitors for anti-cancer therapy. Various KRAS-
directed inhibitors have been developed, including the FDA-approved drugs sotorasib and adagrasib,
KRAS-G12D inhibitor MRTX1133, and KRAS-G12V inhibitor JAB-23000, etc. The different strategies
greatly promote the development of KRAS inhibitors. Herein, the strategies are summarized, which
would shed light on the drug discovery for both KRAS and other “undruggable” targets.
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1. Introduction

KRAS (Kirsten rat sarcoma viral oncogene homolog) gene mutation is widespread
in tumors and is one of the most frequently mutated oncogenes in various malignancies,
including lung, colon, and pancreatic cancers, etc.; it is found in one out of every seven
human cancers [1,2]. Typically, KRAS switches between the GTP-bound “on” state and
the GDP-bound “off” state [3,4]. The activating mutations drive the KRAS protein in a
GTP-bound active conformation, thereby resulting in a state of sustained activation of
KRAS signaling, which in turn causes uncontrolled proliferation of the cells and leads to
carcinogenesis [4,5]. Moreover, KRAS-activating mutations can inhibit the apoptosis of
tumor cells, modulate cell metabolism, and alter the tumor microenvironment to induce
tumor immunosuppression, thus further promoting the metastasis of the tumor [6,7].
Therefore, targeting KRAS mutations is regarded as the “holy grail” of targeted cancer
therapies. However, targeting KRAS mutations directly has been a huge challenge since its
discovery in 1982, when it was deemed the “undruggable target” [3,8].

Strikingly, due to the improved understanding of the structural biology of KRAS
and the development of drug-designing technologies, covalent KRAS inhibitors that block
mutant KRAS-G12C have recently been successfully developed. Sotorasib (FDA, 2022) and
adagrasib (FDA, 2022) were approved, and exhibited immediate and profound clinical
impacts in oncotherapy [9,10]. Furthermore, the inhibitors which target other KRAS-
activating mutants including KRAS-G12D (MRTX1133) [11] or KRAS-G12V (JAB-23000) are
in preclinical studies [12]. Interestingly, multiple developing drug design strategies have
been applied to the KRAS inhibitor discovery, including targeted protein degradation (TPD)
technology [13], multivalent binding strategy, and salt bridge strategy [14,15]. Therefore,
the drug development targeting KRAS provides efficient therapeutic agents for KRAS
mutation-driven tumors and sheds light on the drug discovery of undruggable targets.
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Herein, from the view of drug development, we focus on recent trends in KRAS inhibitors,
including structures, mechanisms, and R&D strategies.

2. Structural Basis of KRAS Function

KRAS is one of the downstream genes of EGFR receptor activation; it is about 35 kb
long, and is located on chromosome 12 [16]. The K-RAS gene can encode two types of
protein variants, KRAS-4A and KRAS-4B proteins, of which the 4B variable spliceosome is
the predominant one and is commonly referred to as the KRAS protein [17] (Figure 1A).
The KRAS protein is in a class of membrane-bound GTPases, which is controlled by two
classes of proteins, guanosine nucleotide exchange factors (GEFs) and GTPase-activating
proteins (GAPs) through the interconversion between the active GTP-bound state and the
inactive GDP-bound state [18,19]. Among them, GEFs facilitate the exchange of GTP with
bound GDP to activate K-RAS, while GAPs promote the hydrolysis of GTP to GDP and
inactivate KRAS proteins. Activated EGFR proteins promote the conversion of GDP to GTP
in GDP-KRAS protein by recruiting the GRB2 protein to bind the GEF factor SOS (Son of
Sevenless) [20,21]. Activated KRAS induces a series of downstream pathways, especially
the rapidly accelerated fibrosarcoma (RAF)-mitogen-activated protein kinase kinase (MEK)
extracellular regulated protein kinases (ERK), and PI3K-serine/threonine-protein kinase
(AKT)-mammalian target of rapamycin (mTOR) pathways, thereby promoting cell pro-
liferation, transcription, protein synthesis, survival, metabolism, and other life activities
(Figure 1B) [22–24]. Specifically, mutations in KRAS disrupt the guanine exchange cycle,
resulting in KRAS “locking” in the active GTP-bound state, thereby activating downstream
signaling pathways, including RAF/MEK/ERK and PI3K/AKT/mTOR [25,26].
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KRAS is composed of 3 domains, including the effector lobe (residues 1−86), the
allosteric lobe (residues 87−166), and the hypervariable region (HVR) (residues 167−188)
(Figure 1C) [27,28]. The effector lobe consists of the phosphate binding loop (P-loop)
(residues 10−17), the switch I region (residues 30−38), and the switch II region (residues
60−76), which serves as a nucleotide-binding motif functioning as a GTP-GDP switch. For
the GTP-bound on state, the γ-phosphate of GTP forms two hydrogen bonds with Thr35
(switch I) and Gly60 (switch II), respectively, which holds the two switch regions in an
active conformation to facilitate the recruitment of effector proteins [29]. The hydrogen
bonds are destroyed when GTP is hydrolyzed into GDP, which releases the switch regions
and returns the GDP-bound inactive conformation. The allosteric lobe domain is involved
in the membrane interactions and dimerization of KRAS, while the HVR is implicated in
the recognition and association of KRAS with the membrane, which is essential for the
recruitment of effector proteins [29]. The process of membrane binding is triggered by
the prenylation of the cysteine at the HVR’s CAAX box (cysteine, 2 aliphatic amino acids,
another residue) via farnesyltransferase (FTase). Subsequently, the AAX motif is cleaved by
RAS converting enzyme 1 (RCE1), while cysteine is methyl-esterified by isoprenylcysteine
carboxyl methyl transferase (ICMT), making KRAS protein rich in hydrophobic tails, which
bear a high binding affinity with cell membrane [30]. The cell membrane localization of
KRAS is required for its activity. Recent evidence indicates that the dimerization of KRAS
monomers is important to their downstream signaling activity [31].

3. KRAS Mutations in Cancer

As the most frequently mutated oncogenes, KRAS-activated mutation is found in one
out of every seven human cancers [1,2]. Various studies show that malignant activation
of the KRAS oncogene was specifically associated with human carcinogenesis [32,33]. In
addition to inducing cell proliferation, KRAS mutations modulate the tumor microenviron-
ment (TME) and alter the infiltration of immune cells and the expression of the cytokine
expression [6,7]. Mutant KRAS increases the expression of inflammatory cytokines such as
CXCL-8, IL-1, and NF-κB [6,34], which promote tumorigenesis by elevating the vascularity
and invasiveness of tumors, stromal remodeling, and immune suppression. The high
prevalence of KRAS mutations has been identified to play an important role in the im-
munosuppressive TME in cancers, through actions such as inducing NLRP3 inflammasome
activation and programmed death-ligand-1 (PD-L1) expression [35]. Chen et al. reported an
association between KRAS mutations and the upregulation of PD-L1 via RAF/MEK/ERK
pathway in lung adenocarcinoma (LAC) cell lines. On the other hand, the activation of the
KRAS-downstream pathway PI3K/AKT/mTOR in LACs tightly modulates the expression
of PD-L1 both in vitro and in vivo [36]. Furthermore, Liu et al. found KRAS mutations
caused increased CD8+ tumor-infiltrating lymphocytes that were associated with tumor im-
munogenicity [37]. Overall, these results indicate the oncogenic KRAS can lead to immune
escape by its downstream pathway via PD-L1.

KRAS mutations are found at different rates in a variety of cancers. KRAS mutations
are most frequently found in pancreatic ductal adenocarcinoma (PDAC) (>85%), followed
by colorectal cancer (CRC) (~40%), and non-small cell lung cancer (NSCLC) (~30%) [38,39].
The majority of KRAS mutations are single-base missense mutations, which are commonly
identified at codons 12 (83%), 13 (14%), or 61 (2%) on exons 2 and 3 [25]. The mutations
in these codons cause an increase in GTP binding affinity and the activation of KRAS
to induce downstream signaling through different mechanisms. The G12C mutation
induces a conformational change at the GAP binding site and dismisses GAP-mediated
GTP hydrolysis. Moreover, oncogenic KRAS mutations in codons 12, 13, and 61 suppress
GTP hydrolysis and keep KRAS in the activated state [25]. In addition to GAP-mediated
hydrolysis, oncogenic KRAS mutations can also reduce rates of intrinsic GTP-hydrolysis
by reducing the stability of the arginine residue hydrolysis transition state. A 40–80-fold
decrease in intrinsic GTP-hydrolysis may be caused by G12A, G12R, Q61H, and Q61L
mutations [25]. Recent molecular dynamics studies suggest that the G12D mutation alters
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local conformations and dynamics of KRAS [40,41]. Specifically, the distribution of KRAS
mutations shows significant preferences in different human cancers. For instance, G12C
mutations account for 41% of KRAS mutations in LUAD, whereas G12D and G12V are the
two most common mutations in CRC and PDAC. The KRAS-G12R mutation, especially,
is only identified in PDAC. Moreover, KRAS mutations often combine with specific co-
mutations in TP53, STK11, or KEAP1, etc., which modulate the function of KRAS and lead
to oncogenesis [38,42].

4. Challenge in Directly Targeting Oncogenic KRAS

The importance of oncogenic KRAS in tumorigenesis makes KRAS an extremely
important target in oncotherapy. The proof of principle for targeting KRAS protein as an
anti-cancer strategy has been verified by the knockout of KRAS protein in both human and
mouse cell lines [43]. shRNA knockdown technology was used by Anurag et al. to study
cell lines expressing KRAS protein, and found that these cell lines could be divided into two
groups, KRAS-dependent and KRAS-independent. KRAS-dependent cell lines expressed
E-cadherin factor, which is sensitive to shRNA knockdown of KRAS protein. Moreover, in
transgenic mice, induction of KRAS-G12D protein expression using doxycycline resulted
in tumor generation and promoted tumor growth, whereas cessation of induction of KRAS
protein expression resulted in the shrinkage, or even clearing of the tumor [44].

Strategies for targeting mutant KRAS proteins include downregulation of KRAS
expression using siRNA, inhibition of post-translational modification or downstream
effectors of KRAS, and direct targeting of KRAS [9]. KRAS has been regarded as an
undruggable target since its discovery, and designing inhibitors that directly bind KRAS
protein was a huge challenge [45]. The difficulty in developing small molecule inhibitors
targeting KRAS is closely related to the structural properties of KRAS protein. Despite
how the binding pockets of GDP and GTP of KRAS are well suited as small molecule
binding sites, GDP, GTP, and KRAS have binding affinities of a picomolar degree, and
their concentrations in vivo are millimolar, making it impractical to develop compounds
with an effective blockage. Moreover, in addition to nucleoside binding sites, there are a
lack of binding pockets with sufficiently large and deep hydrophobic regions. For these
reasons, small-molecule inhibitors that directly target KRAS have not been developed until
recent years [46,47].

5. Strategies Directly Targeting Mutated KRAS
5.1. Covalent Binding Strategy

As more and more covalent drugs have been successfully used in the clinical setting,
covalent binding strategies have attracted great interest in drug development [48,49]. For
inhibitors targeting mutant KRAS, the covalent binding strategy represents a major break-
through in drug development, which greatly improves the binding ability and selectivity
of small molecular compounds for mutant KRAS proteins [50]. Such a strategy focuses
on the KRAS-G12C mutation, and this class of compounds can specifically covalently
bind to cysteine at previously unreported binding sites, rendering KRAS insensitive to
nucleoside transforming factors such as SOS, thus leaving the conformation of KRAS-G12C
in the GDP-bound inactivated state. Two compounds based on covalent binding strategies,
sotorasib and adagrasib, have been approved by the FDA in 2022 [10,51,52]. Currently, a
covalent binding strategy has been adopted in not only KRAS-G12C, but also KRAS-G12D
and KRAS-G12S [15].

Cysteine is the most nucleophilic amino acid among the 20 common amino acids
and is most commonly covalently bound in covalent drug design. The G12C mutation
provides the possibility of covalent binding to the 12-position cysteine to enhance the
binding affinity, thereby improving the inhibitory selectivity (Figure 2D). The first KRAS-
G12C-specific inhibitors were developed based on the structure of a fragment of 6H05
in 2013 by Ostrem et al., which specifically bound in the allosteric site with the covalent
linkage to C12 (Figure 2A); therefore, they were disrupting the recruitment of GTP and
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maintaining the inactive state [53]. Another type of inhibitor that binds to the allosteric
site is the Quinazoline series, with the quinazoline ring as the core structure, which rep-
resents the most potent KRAS-G12C allosteric inhibitors, including MRTX849, AMG-510,
ARS-1620, and AZD4625 [54–57] (Figure 2B). Moreover, KRAS-G12C allosteric inhibitors
with other core structures have also been in development, including ARS-853, BI-0474,
JDQ443, etc. (Figure 2C) [58–60].
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Recently, due to the success of covalent kinase inhibitors, Lim et al. developed the first
series of the covalent substrate (GTP/GDP)-competitive inhibitors targeting the catalytic
site by modifying diphosphate compounds with various electrophiles and different linkers.
SML-8-73-1 was identified as the lead compound, which could block >95% KRAS-G12C in
competition tested in the presence of 1 mM GDP or GTP by irreversible binding and was
regarded as a promising inhibitory agent for KRAS-G12C [61]. However, two negatively
charged phosphate groups at SML-8-73-1 cause low membrane penetration, which limits
further application in vivo. The optimization of SML-8-73-1 led to SML-10-70-1 (Figure 3A),
which improved the cell permeability and competitively inhibited KRAS-G12C through
covalent binding.

In addition to targeting KRAS-G12C, the covalent binding strategy has also been
applied to KRAS-G12S and KRAS-G12D. Shakat’s group reported that a series of small
molecules could suppress the oncogenic signaling of KRAS-G12S through the chemical
acylation of a serine residue. The β-lactone group of design compounds such as G12Si-1
and G12Si-2 could acylate the mutant serine of KRAS-G12S to exhibit selectivity, making the
compounds show activity in cells expressing KRAS-G12S, but sparing the wild-type KRAS
(Figure 3B). This technology overcomes the weak nucleophilicity of an acquired serine
residue, which may serve as a way to selectively target other inactivated serines in covalent
drug development [62]. Interestingly, Goldsmith et al. developed a covalent inhibitor RMC-
9805, for which the structure is not disclosed. RMC-9805 forms a non-covalent complex
with KRAS-G12D and cyclophilin A first, and then the cool covalent warhead of RMC-9805
binds irreversibly with the mutant aspartic acid over a matter of minutes to hours [15].
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The inhibitors covalently targeting oncogenetic mutant KRAS showed rather good
anti-cancer activity. Treatment with AMG-510 caused the regression of KRAS-G12C tumors
and enhanced the anti-tumor efficacy of either chemotherapy or targeted drugs. AMG-
510 improved the pro-inflammatory tumor microenvironment and generated durable
therapeutic effects alone or combined with immune-checkpoint inhibitors. Cured mice may
have induced adaptive immunity against shared antigens to reject the growth of isogenic
KRAS-G12D tumors [51]. Moreover, treated with another covalent inhibitor of KRAS-G12C
ARS1620, the KRAS-G12C mutant cell would present ARS1620-modified peptides in MHC-
I complexes, which could serve as tumor-specific neoantigens to elicit a cytotoxic T cell
response against KRAS-G12C cells [63].

5.2. Targeted Protein Degradation Strategy

Currently, targeted protein degradation techniques such as proteolysis-targeting
chimeras (PROTAC) have attracted great attention in drug development [64]; they are
expected to be applied to undruggable targets. In 2020, Crews’s group developed the first
PROTAC LC-2, which covalently bound KRAS-G12C with an MRTX849 warhead, and
recruited the E3 ligase VHL to induce the degradation of KRAS-G12C (Figure 4) [65,66].
Moreover, Chen’s group developed the pomalidomide-based PROTAC degraders. Of
them, compound KP-14 exhibited the highest KRAS-G12C degrading capability in NCI-
H358 cells and showed potent antiproliferative activity (Figure 4) [67]. Following this,
Lu’s group reported the first reversible covalent KRAS-G12C PROTAC YF135 based on a
cyanacrylamide-based reversible covalent bond, which induced the rapid and sustained
degradation of KRAS-G12C [68]. Zhang et al. developed a series of PROTACs based on
AMG-510, and compound III-2 was identified to exhibit binding and degradation ability
for KRAS-G12C, showing a more potent inhibitory effect on downstream p-ERK signaling
(Figure 4) [69]. In addition to KRAS-G12C, Astellas developed a first-in-class degrader,
ASP3082 (structure not shown), which efficiently degraded the G12D mutant and has been
in clinical trials since June 2022 [15].
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Beyond the heterodimeric small molecules such as PROTACs, the monomeric targeted
protein degrader for KRAS is also reported, which induces the interaction between KRAS
and E3 ligase to lead to the degradation of KRAS. A natural product, Kurarinone, which
was reported to have anti-cancer activity against various cancers, was identified to decrease
the protein level of KRAS by proteasomal degradation dependent on an E3 ubiquitin ligase
WDR76. Knockdown of WDR76 through small interfering RNA siWDR76 restored the
level of KRAS as well as the downstream protein p-ERK and c-MYC (Figure 4). More-
over, Kurarinone arrested the cell cycle in the G0/G1 phase in a p53-independent manner.
However, the binding data for KRAS of Kurarinone are still not available [70]. Through
the analysis of TOP flash reporter cells and potential toxicity effects on primary neural
stem cells, Moon’s group identified CPD0857 from 2000 chemical compounds, which in-
duced ubiquitin-dependent proteasomal degradation of Ras proteins. Moreover, CPD0857
effectively inhibited the proliferation and increased the apoptosis of CRC cell lines, and
overcame the resistance of CRC harboring KRAS mutations. Accordingly, CPD0857 also
inhibited tumor growth and significantly decreased Ras protein expression in xenograft
tumors of mice [71].

5.3. Targeting the Dimerization of Oncogenic KRAS Strategy

The dimerization of oncogenic KRAS plays an important role in the activation of
MAPK signaling to promote the proliferation of cancer cells. The salt bridge between
D154 of one KRAS molecule and R161 of a partner is key for the formation of KRAS
dimerization [72]. Marshall’s group identified that the α-β dimerization of KRAS-G12D is
induced through the second phosphatidylserine-dependent interface, which is sensitive to
small molecule inhibitors. Therefore, targeting the dimerization interface to inhibit KRAS–
KRAS interaction has become a promising strategy [73]. It was reported that targeting the
α4-α5 dimerization interface using RAS-specific monobody would inhibit oncogenic KRAS
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and inhibit tumor formation in vivo [74]. Specifically, the KRAS inhibitor BI-2852 was
identified bound to a pocket between switch I and II on RAS with the nanomolar affinity,
which is distinct from that of covalent KRAS-G12C inhibitors such as AMG-510. BI-2852
dismisses GEF, GAP, and effector interactions with KRAS, thereby causing the inhibition
of downstream signaling and the proliferation in KRAS-mutant cells [75]. Interestingly,
BI-2852 was identified to induce the β-β dimerization of KRAS-G12D, which may be
responsible for the inhibitory activity of BI-2852 (Figure 5) [73].
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5.4. Blocking KRAS-G12D with B-Raf Interaction

In addition to self-dimerization, the interaction of KRAS with other proteins plays an
important role in the activity of KRAS. Therefore, blocking the interaction of KRAS and its
activators would downregulate the downstream signaling of KRAS. Using a combination
of computational and biochemical approaches, Stockwell’s group identified a site adjacent
to proline 110 (P110 site). A compound KAL-21404358 was suggested to target the P110
site of KRAS-G12D, which disrupted the interaction of KRAS-G12D with B-Raf to inhibit
the RAF-MEK-ERK and PI3K-AKT signaling (Figure 5) [76]. Interestingly, Shokat et al.
developed a bifunctional small molecular ligand (Figure 5, Compound-12), which was
able to serve as a molecular glue to promote the association between cyclophilin A and
GTP-bound Ras, which disrupted the interaction with B-Raf. Such a strategy sheds light
on the development of novel KRAS inhibitors [77]. Revolution Medicine developed a
non-covalent pan-RAS inhibitor RMC-6236 that sticks cyclophilin A to all forms of KRAS.
RMC-6236 exhibits a cancer-killing feature. However, the pan-inhibitory aspects, including
affecting wild-type KRAS, induces additional safety risks [15].
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5.5. Salt Bridge Strategy

Unlike the KRAS-G12C mutant, which could form a cysteine-based covalent bond,
there was a challenge to develop selective inhibitors targeting KRAS-G12D. Considering
the α-carboxylic acid moiety of Asp12 is deprotonated under physiological conditions,
targeting the Asp12 residue of KRAS-G12D may produce the selectivity for KRAS-G12D.
Zhang’s group replaced the acryloyl moiety group of the G12C inhibitor MRTX22 with
a piperazine moiety, which was near to Asp12 to form a salt bridge interaction. As a
result, both ITC and enzymatic assays indicated the selectivity of the designed inhibitor
TH-Z816 for KRAS-G12D over KRAS-WT, and a salt bridge was identified through the
crystal structure (PDB ID: 7EW9) (Figure 6) [78]. Further optimization of such inhibitors
led to more potent compounds including TH-Z827, TH-Z835, and TH-Z837. This strategy
has also been applied to the development of other KRAS-G12D inhibitors, including
the MRTX1133 [11,79], which bears a piperazine moiety to improve the selectivity for
KRAS-G12D. Strikingly, the protonated piperazinyl group produces 10-fold selectivity
over KRAS-WT via forming a salt bridge with Asp12 (Figure 6). The piperazine adopts
the twist-boat conformation, and its salt bridge to Asp12 is stabilized by an additional
hydrogen bond interaction with Gly60 (Crystal structure, PDB ID:7RPZ) [11]. MRTX1133
efficiently inhibited the phosphorylation of KRAS downstream factor ERK1/2 and exhibited
more than 1000-fold selectivity cell viability in KRAS-G12D-mutant cell lines compared to
KRAS-WT cell lines. Meanwhile, MRTX1133 indicated dose-dependent inhibition of KRAS-
mediated signal transduction and induced significant regression of the tumors (≥30%) in
the patient-derived KRAS-G12D-mutant xenograft models [80].
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5.6. Multivalent Strategy

Multivalency for ligands such as glycans may enhance both affinity and binding
specificity, which has become a useful strategy in drug development [81]. For the inhibitor
of KRAS, through molecular docking, multiple fragments were predicted to bind with the
D38 site, A59 Site, or Y32 Site, respectively (Figure 7A). A series of multivalent compounds
were designed by conjugating the fragments and were further filtered through drug-
like properties prediction. The candidate compounds were synthesized and tested. The
compound 3144 was identified as the most promising inhibitor (Figure 7B). Compound 3144
was identified to bind to RAS proteins as a result of microscale thermophoresis, nuclear
magnetic resonance spectroscopy, and isothermal titration calorimetry, demonstrating
cytotoxicity in RAS-dependent cells. It showed metabolic stability during liver microsomes
assay and exhibited anti-tumor activity in vivo [82]. Therefore, the multivalent strategy is
supposed to be an effective method for targets including KRAS [82].
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6. Discussion and Perspective

Mutated KRAS plays a key role in the generation and development of various cancers,
thereby becoming a promising target in anti-cancer drug development. Although KRAS
has been considered an undruggable target for a long time, novel strategies have been
applied to develop the directed binding inhibitors of KRAS, which include a covalent
binding strategy, targeted protein degradation strategy, targeting protein and protein
interaction strategy, salt bridge strategy, and multivalent strategy, etc. Huge progress has
been made, and multiple potent KRAS inhibitors have been developed, such as AMG-510,
MRTX849, MRTX1133, and 3144. Among the inhibitors, AMG-510 and MRTX849 have been
approved by the FDA for the treatment of advanced NSCLC in patients with KRAS-G12C.
Several other inhibitors, such as MRTX1133 and RMC-6236, are ready to enter clinical trials.
Therefore, the multiple strategies summarized in the review may promote the development
of KRAS inhibitors, which would shed light on other undruggable targets including c-myc
and p53, etc. [83].

Despite the success of AMG-510 and MRTX849 in cancer with KRAS-G12C, quite a
number of patients exhibit little objective response due to innate resistance [84]. This is
caused by alternative carcinogenic pathways induced by the genomic heterogeneity in
these cancers, such as PD-L1 expression [85] or co-mutations in STK11 and KEAP1 [86]. In
such cases, biomarker assays are required to evaluate the unique factors that cause innate
resistance. Moreover, the treatment of the selective KRAS inhibitors would also cause
the acquired resistance, including secondary or concurrent KRAS resistance alterations,
the activation of upstream, downstream, or parallel bypass signaling, the alteration of
TME, and even histological transformation [87]. A recent mutagenesis screen discovered
both resistant and sensitizing secondary KRAS mutations for the clinical KRAS-G12C
inhibitors AMG-510 and MRTX849 [88]. Therefore, on the one hand, the combination
of KRAS inhibitors with other drugs targeting the resistance-related pathway would be
meaningful for better therapeutic effects. On the other hand, the KRAS-mutant-driven
resistances would induce the demand for a new generation of KRAS inhibitors to conquer
the drug resistance caused by the novel mutations.

In addition to small molecular inhibitors, there are multiple peptide or antibody
inhibitors that directly bind to KRAS protein. Niu’s group developed a cell-permeable
cyclic D-peptide NKTP-3 targeting both NRPC and KRAS-G12D using structural-based
design, which showed good biostability and cellular uptake [89]. Suga’s group identified
three cyclic peptide ligands of KRAS-G12D that are preferentially bound to GTP-state KRAS-
G12D, thereby blocking its interaction with Raf [90]. Chen et al. found a potent peptide
inhibitor memrasin, which blocked the association of KRAS with the membrane and led to
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the inhibition of viability of several NSCLCs in a KRAS-dependent manner [91]. Moreover,
the antibodies for KRAS are attractive ways to block oncogenic KRAS signaling and provide
a plausible platform for the degradation of KRAS protein. Partridge’s group built a protein-
based degrader approach, which focused on the intracellular expression of a fused protein
consisting of a high-affinity KRAS binding motif and an E3 ligase adapter, and led to the
efficient degradation of KRAS [92,93]. Similarly, Sapkota et al. developed an “AdPROM”
system for targeted protein degradation using peptidic high-affinity binders, which was
applied to the downregulation of KRAS and resulted in the degradation of KRAS. Therefore,
despite the deficiency of pharmacokinetic properties, macromolecules such as peptides or
antibodies can provide alternative strategies to overcome KRAS oncogenic mutation [94].

Undoubtedly, mutant KRAS signaling remains the key player in anti-cancer drug
development. The further strategies for targeting mutant KRAS are mostly concerned with
the development strategies such as covalent binding strategy, targeted protein degradation
strategy, etc. For the covalent binding strategy, more and more covalent warheads are being
developed to generate various covalent bonds with multiple types of amino acids [49,95].
For targeted protein degradation strategy, besides PROTAC and molecule glue, lysosome-
autophagy-based degradation techniques including AUTAC, ATTEC, AUTOTAC, or CMA-
based degraders have been emerging [64]. Moreover, in addition to directly binding with
KRAS, several modulators that regulate KRAS signaling are also valuable in treating KRAS-
mutant-driven cancer. For example, it was reported that statin-mediated inhibition of RAS
prenylation activates endoplasmic reticulum (ER) stress to enhance the immunogenicity of
KRAS-mutant cancer [96].
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40. Vatansever, S.; Erman, B.; Gümüş, Z.H. Oncogenic G12D mutation alters local conformations and dynamics of K-Ras. Sci. Rep.
2019, 9, 11730. [CrossRef] [PubMed]

41. Chen, J.; Zhang, S.; Wang, W.; Pang, L.; Zhang, Q.; Liu, X. Mutation-Induced Impacts on the Switch Transformations of the GDP-
and GTP-Bound K-Ras: Insights from Multiple Replica Gaussian Accelerated Molecular Dynamics and Free Energy Analysis.
J. Chem. Inf. Model. 2021, 61, 1954–1969. [CrossRef]

42. Judd, J.; Karim, N.A.; Khan, H.; Naqash, A.R.; Baca, Y.; Xiu, J.; VanderWalde, A.M.; Mamdani, H.; Raez, L.E.; Nagasaka, M.; et al.
Characterization of KRAS Mutation Subtypes in Non–small Cell Lung Cancer. Mol. Cancer Ther. 2021, 20, 2577–2584. [CrossRef]

43. Zhang, M.; Hu, W.; Hu, K.; Lin, Y.; Feng, Z.; Yun, J.-P.; Gao, N.; Zhang, L. Association of KRAS mutation with tumor deposit
status and overall survival of colorectal cancer. Cancer Causes Control 2020, 31, 683–689. [CrossRef] [PubMed]

44. Fisher, G.H.; Wellen, S.L.; Klimstra, D.; Lenczowski, J.M.; Tichelaar, J.W.; Lizak, M.J.; Whitsett, J.A.; Koretsky, A.; Varmus, H.E.
Induction and apoptotic regression of lung adenocarcinomas by regulation of a K-Ras transgene in the presence and absence of
tumor suppressor genes. Genes Dev. 2001, 15, 3249–3262. [CrossRef] [PubMed]

45. Liu, P.; Wang, Y.; Li, X. Targeting the untargetable KRAS in cancer therapy. Acta Pharm. Sin. B 2019, 9, 871–879. [CrossRef]
[PubMed]

46. Spiegel, J.; Cromm, P.M.; Zimmermann, G.; Grossmann, T.N.; Waldmann, H. Small-molecule modulation of Ras signaling. Nat.
Chem. Biol. 2014, 10, 613–622. [CrossRef] [PubMed]

47. Marcus, K.; Mattos, C. Direct Attack on RAS: Intramolecular Communication and Mutation-Specific Effects. Clin. Cancer Res.
2015, 21, 1810–1818. [CrossRef]

48. Bradshaw, J.M.; McFarland, J.M.; Paavilainen, V.O.; Bisconte, A.; Tam, D.; Phan, V.T.; Romanov, S.; Finkle, D.; Shu, J.; Patel, V.; et al.
Prolonged and tunable residence time using reversible covalent kinase inhibitors. Nat. Chem. Biol. 2015, 11, 525–531. [CrossRef]

49. Huang, F.; Han, X.; Xiao, X.; Zhou, J. Covalent Warheads Targeting Cysteine Residue: The Promising Approach in Drug
Development. Molecules 2022, 27, 7728. [CrossRef]

50. Ni, D.; Li, X.; He, X.; Zhang, H.; Zhang, J.; Lu, S. Drugging K-Ras(G12C) through covalent inhibitors: Mission possible? Pharmacol.
Ther. 2019, 202, 1–17. [CrossRef]

51. Canon, J.; Rex, K.; Saiki, A.Y.; Mohr, C.; Cooke, K.; Bagal, D.; Gaida, K.; Holt, T.; Knutson, C.G.; Koppada, N.; et al. The clinical
KRAS(G12C) inhibitor AMG 510 drives anti-tumour immunity. Nature 2019, 575, 217–223. [CrossRef]

52. O’leary, K. KRAS inhibitors gather momentum. Nat. Med. 2023. [CrossRef]
53. Ostrem, J.M.; Peters, U.; Sos, M.L.; Wells, J.A.; Shokat, K.M. K-Ras(G12C) inhibitors allosterically control GTP affinity and effector

interactions. Nature 2013, 503, 548–551. [CrossRef] [PubMed]
54. Lanman, B.A.; Parsons, A.T.; Zech, S.G. Addressing Atropisomerism in the Development of Sotorasib, a Covalent Inhibitor of

KRAS G12C: Structural, Analytical, and Synthetic Considerations. Acc. Chem. Res. 2022, 55, 2892–2903. [CrossRef] [PubMed]
55. Kettle, J.G.; Bagal, S.K.; Bickerton, S.; Bodnarchuk, M.S.; Boyd, S.; Breed, J.; Carbajo, R.J.; Cassar, D.J.; Chakraborty, A.; Cosulich,

S.; et al. Discovery of AZD4625, a Covalent Allosteric Inhibitor of the Mutant GTPase KRAS(G12C). J. Med. Chem. 2022, 65,
6940–6952. [CrossRef] [PubMed]

56. Janes, M.R.; Zhang, J.; Li, L.-S.; Hansen, R.; Peters, U.; Guo, X.; Chen, Y.; Babbar, A.; Firdaus, S.J.; Darjania, L.; et al. Targeting
KRAS Mutant Cancers with a Covalent G12C-Specific Inhibitor. Cell 2018, 172, 578–589.e17. [CrossRef]

57. Fell, J.B.; Fischer, J.P.; Baer, B.R.; Blake, J.F.; Bouhana, K.; Briere, D.M.; Brown, K.D.; Burgess, L.E.; Burns, A.C.; Burkard, M.R.; et al.
Identification of the Clinical Development Candidate MRTX849, a Covalent KRASG12C Inhibitor for the Treatment of Cancer.
J. Med. Chem. 2020, 63, 6679–6693. [CrossRef]

58. Bröker, J.; Waterson, A.G.; Smethurst, C.; Kessler, D.; Böttcher, J.; Mayer, M.; Gmaschitz, G.; Phan, J.; Little, A.; Abbott, J.R.; et al.
Fragment Optimization of Reversible Binding to the Switch II Pocket on KRAS Leads to a Potent, In Vivo Active KRASG12C

Inhibitor. J. Med. Chem. 2022, 65, 14614–14629. [CrossRef]
59. Lorthiois, E.; Gerspacher, M.; Beyer, K.S.; Vaupel, A.; Leblanc, C.; Stringer, R.; Weiss, A.; Wilcken, R.; Guthy, D.A.; Lingel, A.; et al.

JDQ443, a Structurally Novel, Pyrazole-Based, Covalent Inhibitor of KRAS(G12C) for the Treatment of Solid Tumors. J. Med.
Chem. 2022, 65, 16173–16203. [CrossRef]

60. Patricelli, M.P.; Janes, M.R.; Li, L.-S.; Hansen, R.; Peters, U.; Kessler, L.V.; Chen, Y.; Kucharski, J.M.; Feng, J.; Ely, T.; et al.
Selective Inhibition of Oncogenic KRAS Output with Small Molecules Targeting the Inactive State. Cancer Discov. 2016, 6, 316–329.
[CrossRef]

61. Lim, S.M.; Westover, K.D.; Ficarro, S.B.; Harrison, R.A.; Choi, H.G.; Pacold, M.E.; Carrasco, M.; Hunter, J.; Kim, N.D.; Xie, T.; et al.
Therapeutic targeting of oncogenic K-Ras by a covalent catalytic site inhibitor. Angew. Chem. Int. Ed. Engl. 2014, 53, 199–204.
[CrossRef]

62. Zhang, Z.; Guiley, K.Z.; Shokat, K.M. Chemical acylation of an acquired serine suppresses oncogenic signaling of K-Ras(G12S).
Nat. Chem. Biol. 2022, 18, 1177–1183. [CrossRef] [PubMed]

63. Zhang, Z.; Rohweder, P.J.; Ongpipattanakul, C.; Basu, K.; Bohn, M.-F.; Dugan, E.J.; Steri, V.; Hann, B.; Shokat, K.M.; Craik,
C.S. A covalent inhibitor of K-Ras(G12C) induces MHC class I presentation of haptenated peptide neoepitopes targetable by
immunotherapy. Cancer Cell 2022, 40, 1060–1069.e7. [CrossRef] [PubMed]

64. Zhao, H.; Xin, M.; Zhang, S. Progress of small molecules for targeted protein degradation: PROTACs and other technologies.
Drug Dev. Res. 2023, 84, 337–394. [CrossRef] [PubMed]

https://doi.org/10.1038/s41598-019-48029-z
https://www.ncbi.nlm.nih.gov/pubmed/31409810
https://doi.org/10.1021/acs.jcim.0c01470
https://doi.org/10.1158/1535-7163.MCT-21-0201
https://doi.org/10.1007/s10552-020-01313-0
https://www.ncbi.nlm.nih.gov/pubmed/32394229
https://doi.org/10.1101/gad.947701
https://www.ncbi.nlm.nih.gov/pubmed/11751631
https://doi.org/10.1016/j.apsb.2019.03.002
https://www.ncbi.nlm.nih.gov/pubmed/31649840
https://doi.org/10.1038/nchembio.1560
https://www.ncbi.nlm.nih.gov/pubmed/24929527
https://doi.org/10.1158/1078-0432.CCR-14-2148
https://doi.org/10.1038/nchembio.1817
https://doi.org/10.3390/molecules27227728
https://doi.org/10.1016/j.pharmthera.2019.06.007
https://doi.org/10.1038/s41586-019-1694-1
https://doi.org/10.1038/d41591-023-00006-w
https://doi.org/10.1038/nature12796
https://www.ncbi.nlm.nih.gov/pubmed/24256730
https://doi.org/10.1021/acs.accounts.2c00479
https://www.ncbi.nlm.nih.gov/pubmed/36178208
https://doi.org/10.1021/acs.jmedchem.2c00369
https://www.ncbi.nlm.nih.gov/pubmed/35471939
https://doi.org/10.1016/j.cell.2018.01.006
https://doi.org/10.1021/acs.jmedchem.9b02052
https://doi.org/10.1021/acs.jmedchem.2c01120
https://doi.org/10.1021/acs.jmedchem.2c01438
https://doi.org/10.1158/2159-8290.CD-15-1105
https://doi.org/10.1002/anie.201307387
https://doi.org/10.1038/s41589-022-01065-9
https://www.ncbi.nlm.nih.gov/pubmed/35864332
https://doi.org/10.1016/j.ccell.2022.07.005
https://www.ncbi.nlm.nih.gov/pubmed/36099883
https://doi.org/10.1002/ddr.22026
https://www.ncbi.nlm.nih.gov/pubmed/36606428


Molecules 2023, 28, 3615 14 of 15

65. Bond, M.J.; Chu, L.; Nalawansha, D.A.; Li, K.; Crews, C.M. Targeted Degradation of Oncogenic KRAS(G12C) by VHL-Recruiting
PROTACs. ACS Cent. Sci. 2020, 6, 1367–1375. [CrossRef]

66. Kargbo, R.B. PROTAC-Mediated Degradation of KRAS Protein for Anticancer Therapeutics. ACS Med. Chem. Lett. 2019, 11, 5–6.
[CrossRef]

67. Li, L.; Wu, Y.; Yang, Z.; Xu, C.; Zhao, H.; Liu, J.; Chen, J.; Chen, J. Discovery of KRas G12C-IN-3 and Pomalidomide-based
PROTACs as degraders of endogenous KRAS G12C with potent anticancer activity. Bioorg. Chem. 2021, 117, 105447. [CrossRef]

68. Yang, F.; Wen, Y.; Wang, C.; Zhou, Y.; Zhou, Y.; Zhang, Z.M.; Liu, T.; Lu, X. Efficient targeted oncogenic KRAS(G12C) degradation
via first reversible-covalent PROTAC. Eur. J. Med. Chem. 2022, 230, 114088. [CrossRef]

69. Zhang, X.; Zhao, T.; Sun, M.; Li, P.; Lai, M.; Xie, L.; Chen, J.; Ding, J.; Xie, H.; Zhou, J.; et al. Design, synthesis and biological
evaluation of KRAS(G12C)-PROTACs. Bioorg. Med. Chem. 2023, 78, 117153. [CrossRef]

70. Kwon, M.; Oh, T.; Jang, M.; Kim, G.H.; Kim, J.H.; Ryu, H.W.; Oh, S.R.; Jang, J.H.; Ahn, J.S.; Ko, S.K. Kurarinone induced
p53-independent G0/G1 cell cycle arrest by degradation of K-RAS via WDR76 in human colorectal cancer cells. Eur. J. Pharmacol.
2022, 923, 174938. [CrossRef]

71. Choi, J.K.; Cho, H.; Moon, B.S. Small Molecule Destabilizer of beta-Catenin and Ras Proteins Antagonizes Growth of K-Ras
Mutation-Driven Colorectal Cancers Resistant to EGFR Inhibitors. Target Oncol. 2020, 15, 645–657. [CrossRef]

72. Lin, Y.-J.; Haigis, K.M. Brother’s Keeper: Wild-Type Mutant K-Ras Dimers Limit Oncogenesis. Cell 2018, 172, 645–647. [CrossRef]
[PubMed]

73. Lee, K.Y.; Enomoto, M.; Gebregiworgis, T.; Gasmi-Seabrook, G.M.C.; Ikura, M.; Marshall, C.B. Oncogenic KRAS G12D mutation
promotes dimerization through a second, phosphatidylserine-dependent interface: A model for KRAS oligomerization. Chem.
Sci. 2021, 12, 12827–12837. [CrossRef] [PubMed]

74. Khan, I.; Spencer-Smith, R.; O’bryan, J.P. Targeting the α4–α5 dimerization interface of K-RAS inhibits tumor formation in vivo.
Oncogene 2018, 38, 2984–2993. [CrossRef]

75. Kessler, D.; Gmachl, M.; Mantoulidis, A.; Martin, L.J.; Zoephel, A.; Mayer, M.; Gollner, A.; Covini, D.; Fischer, S.; Gerstberger, T.;
et al. Drugging an undruggable pocket on KRAS. Proc. Natl. Acad. Sci. USA 2019, 116, 15823–15829. [CrossRef] [PubMed]

76. Feng, H.; Zhang, Y.; Bos, P.H.; Chambers, J.M.; Dupont, M.M.; Stockwell, B.R. K-RasG12D Has a Potential Allosteric Small Molecule
Binding Site. Biochemistry 2019, 58, 2542–2554. [CrossRef]

77. Zhang, Z.; Shokat, K.M. Bifunctional Small-Molecule Ligands of K-Ras Induce Its Association with Immunophilin Proteins.
Angew. Chem. Int. Ed. Engl. 2019, 58, 16314–16319. [CrossRef]

78. Mao, Z.; Xiao, H.; Shen, P.; Yang, Y.; Xue, J.; Yang, Y.; Shang, Y.; Zhang, L.; Li, X.; Zhang, Y.; et al. KRAS(G12D) can be targeted by
potent inhibitors via formation of salt bridge. Cell Discov. 2022, 8, 5. [CrossRef]

79. Kargbo, R.B. Targeting KRAS G12D Mutant for the Potential Treatment of Pancreatic Cancer. ACS Med. Chem. Lett. 2021, 12,
1643–1645. [CrossRef]

80. Hallin, J.; Bowcut, V.; Calinisan, A.; Briere, D.M.; Hargis, L.; Engstrom, L.D.; Laguer, J.; Medwid, J.; Vanderpool, D.; Lifset, E.; et al.
Anti-tumor efficacy of a potent and selective non-covalent KRAS(G12D) inhibitor. Nat. Med. 2022, 28, 2171–2182. [CrossRef]

81. Kim, Y.; Hyun, J.Y.; Shin, I. Multivalent glycans for biological and biomedical applications. Chem. Soc. Rev. 2021, 50, 10567–10593.
[CrossRef]

82. Welsch, M.E.; Kaplan, A.; Chambers, J.M.; Stokes, M.E.; Bos, P.H.; Zask, A.; Zhang, Y.; Sanchez-Martin, M.; Badgley, M.A.; Huang,
C.S.; et al. Multivalent Small-Molecule Pan-RAS Inhibitors. Cell 2017, 168, 878–889.e29. [CrossRef] [PubMed]

83. Zhang, G.; Zhang, J.; Gao, Y.; Li, Y.; Li, Y. Strategies for targeting undruggable targets. Expert Opin. Drug Discov. 2021, 17, 55–69.
[CrossRef] [PubMed]

84. Liu, J.; Kang, R.; Tang, D. The KRAS-G12C inhibitor: Activity and resistance. Cancer Gene Ther. 2021, 29, 875–878. [CrossRef]
[PubMed]

85. Skoulidis, F.; Li, B.T.; Dy, G.K.; Price, T.J.; Falchook, G.S.; Wolf, J.; Italiano, A.; Schuler, M.; Borghaei, H.; Barlesi, F.; et al. Sotorasib
for Lung Cancers with KRAS p.G12C Mutation. N. Engl. J. Med. 2021, 384, 2371–2381. [CrossRef]

86. Skoulidis, F.; Goldberg, M.E.; Greenawalt, D.M.; Hellmann, M.D.; Awad, M.M.; Gainor, J.F.; Schrock, A.B.; Hartmaier, R.J.;
Trabucco, S.E.; Gay, L.; et al. STK11/LKB1 Mutations and PD-1 Inhibitor Resistance in KRAS-Mutant Lung Adenocarcinoma.
Cancer Discov. 2018, 8, 822–835. [CrossRef]

87. Tanaka, N.; Lin, J.J.; Li, C.; Ryan, M.B.; Zhang, J.; Kiedrowski, L.A.; Michel, A.G.; Syed, M.U.; Fella, K.A.; Sakhi, M.; et al. Clinical
Acquired Resistance to KRAS(G12C) Inhibition through a Novel KRAS Switch-II Pocket Mutation and Polyclonal Alterations
Converging on RAS-MAPK Reactivation. Cancer Discov. 2021, 11, 1913–1922. [CrossRef]

88. Feng, S.; Callow, M.G.; Fortin, J.-P.; Khan, Z.; Bray, D.; Costa, M.; Shi, Z.; Wang, W.; Evangelista, M. A saturation mutagenesis
screen uncovers resistant and sensitizing secondary KRAS mutations to clinical KRAS G12C inhibitors. Proc. Natl. Acad. Sci. USA
2022, 119, e2120512119. [CrossRef]

89. Zhou, Y.; Zou, Y.; Yang, M.; Mei, S.; Liu, X.; Han, H.; Zhang, C.-D.; Niu, M.-M. Highly Potent, Selective, Biostable, and
Cell-Permeable Cyclic d-Peptide for Dual-Targeting Therapy of Lung Cancer. J. Am. Chem. Soc. 2022, 144, 7117–7128. [CrossRef]

90. Zhang, Z.; Gao, R.; Hu, Q.; Peacock, H.; Peacock, D.M.; Dai, S.; Shokat, K.M.; Suga, H. GTP-State-Selective Cyclic Peptide Ligands
of K-Ras(G12D) Block Its Interaction with Raf. ACS Central Sci. 2020, 6, 1753–1761. [CrossRef]

91. Li, F.-Y.; Zhang, Z.-F.; Voss, S.; Wu, Y.-W.; Zhao, Y.-F.; Li, Y.-M.; Chen, Y.-X. Inhibition of K-Ras4B-plasma membrane association
with a membrane microdomain-targeting peptide. Chem. Sci. 2019, 11, 826–832. [CrossRef]

https://doi.org/10.1021/acscentsci.0c00411
https://doi.org/10.1021/acsmedchemlett.9b00584
https://doi.org/10.1016/j.bioorg.2021.105447
https://doi.org/10.1016/j.ejmech.2021.114088
https://doi.org/10.1016/j.bmc.2023.117153
https://doi.org/10.1016/j.ejphar.2022.174938
https://doi.org/10.1007/s11523-020-00755-5
https://doi.org/10.1016/j.cell.2018.01.019
https://www.ncbi.nlm.nih.gov/pubmed/29425486
https://doi.org/10.1039/D1SC03484G
https://www.ncbi.nlm.nih.gov/pubmed/34703570
https://doi.org/10.1038/s41388-018-0636-y
https://doi.org/10.1073/pnas.1904529116
https://www.ncbi.nlm.nih.gov/pubmed/31332011
https://doi.org/10.1021/acs.biochem.8b01300
https://doi.org/10.1002/anie.201910124
https://doi.org/10.1038/s41421-021-00368-w
https://doi.org/10.1021/acsmedchemlett.1c00545
https://doi.org/10.1038/s41591-022-02007-7
https://doi.org/10.1039/D0CS01606C
https://doi.org/10.1016/j.cell.2017.02.006
https://www.ncbi.nlm.nih.gov/pubmed/28235199
https://doi.org/10.1080/17460441.2021.1969359
https://www.ncbi.nlm.nih.gov/pubmed/34455870
https://doi.org/10.1038/s41417-021-00383-9
https://www.ncbi.nlm.nih.gov/pubmed/34471232
https://doi.org/10.1056/NEJMoa2103695
https://doi.org/10.1158/2159-8290.CD-18-0099
https://doi.org/10.1158/2159-8290.CD-21-0365
https://doi.org/10.1073/pnas.2120512119
https://doi.org/10.1021/jacs.1c12075
https://doi.org/10.1021/acscentsci.0c00514
https://doi.org/10.1039/C9SC04726C


Molecules 2023, 28, 3615 15 of 15

92. Lim, S.; Khoo, R.; Juang, Y.-C.; Gopal, P.; Zhang, H.; Yeo, C.; Peh, K.M.; Teo, J.; Ng, S.; Henry, B.; et al. Exquisitely Specific
anti-KRAS Biodegraders Inform on the Cellular Prevalence of Nucleotide-Loaded States. ACS Cent. Sci. 2020, 7, 274–291.
[CrossRef] [PubMed]

93. Ferguson, F.M. Harnessing Antibody-Mimetic Selectivity for Activation-State-Specific Targeted Degradation of Endogenous
K-Ras. ACS Cent. Sci. 2021, 7, 222–224. [CrossRef] [PubMed]

94. Röth, S.; Macartney, T.J.; Konopacka, A.; Chan, K.-H.; Zhou, H.; Queisser, M.A.; Sapkota, G.P. Targeting Endogenous K-RAS for
Degradation through the Affinity-Directed Protein Missile System. Cell Chem. Biol. 2020, 27, 1151–1163.e6. [CrossRef] [PubMed]
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