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KRAS is themost commonlymutated oncogene in human cancer.MostKRAS-mutant cancers
depend on sustained expression and signaling of KRAS, thus making it a high-priority ther-
apeutic target. Unfortunately, development of direct small molecule inhibitors of KRAS func-
tion has been challenging. An alternative therapeutic strategy for KRAS-mutant malignancies
involves targeting codependent vulnerabilities or synthetic lethal partners that are preferen-
tially essential in the setting of oncogenic KRAS. KRAS activates numerous effector pathways
that mediate proliferation and survival signals. Moreover, cancer cells must cope with sub-
stantial oncogenic stress conferred by mutant KRAS. These oncogenic signaling pathways
and compensatory coping mechanisms of KRAS-mutant cancer cells form the basis for syn-
thetic lethal interactions. Here, we review the compendium of previously identified code-
pendencies in KRAS-mutant cancers, including the results of numerous functional genetic
screens aimed at identifying KRAS synthetic lethal targets. Importantly, many of these vul-
nerabilities may represent tractable therapeutic opportunities.

RAS mutations occur in approximately 30%
of human cancers, including the majority of

pancreatic ductal adenocarcinoma (PDAC), half
of colorectal cancers, and one-third of all lung
cancers (Pylayeva-Gupta et al. 2011; Cox et al.
2014). The three RAS genes (KRAS, NRAS, and
HRAS) have high sequence homology except for
a carboxy-terminal hypervariable region (Cox
et al. 2014), and RAS gene mutations are typi-
cally mutually exclusive in human cancer. De-
spite their similarity, KRAS mutations are far
more common in human cancer than NRAS
orHRASmutations. Whereas much of the early

studies of RAS signaling and biology focused on
HRAS, KRAS has now become the dominant
focus for cancer modeling and therapeutic de-
velopment efforts (Stephen et al. 2014; Papke
and Der 2017). The similarities and differences
between RAS isoforms have been reviewed else-
where (Pylayeva-Gupta et al. 2011; Cox et al.
2014; Stephen et al. 2014), and the remainder
of this review will primarily focus on studies
related to the KRAS oncogene.

Experiments in cell culture and animal
models have shown that the majority of tumors
that harbor KRAS mutations depend on sus-
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tained expression of the oncogene for cell pro-
liferation and viability (Podsypanina et al. 2008;
Singh et al. 2009; Collins et al. 2012; Ying et al.
2012; Kapoor et al. 2014; Shao et al. 2014; Hayes
et al. 2016), making oncogenic KRAS a high-
priority therapeutic target. However, KRAS is
a small, structurally dynamic protein that has
not been particularly amenable to direct thera-
peutic targeting. Unfortunately, attempts to de-
velop drugs that target mutant RAS proteins
have thus far been unsuccessful (Stephen et al.
2014; Papke and Der 2017), leading investiga-
tors to explore alternative opportunities for tar-
geting KRAS-driven cancers.

Oncogenic KRAS activatesmore than 10 dif-
ferent effector signaling pathways, and the ther-
apeutic potential of inhibiting these effectors has
been the focus of intensive investigation. The
most well-studied and critical KRAS effector
pathways include the mitogen-activated protein
kinase (MAPK) signaling cascade (Moodie et al.
1993; Vojtek et al. 1993; Warne et al. 1993;
Zhang et al. 1993), the phosphatidyl inositol 3-
kinase (PI3K)-AKT-MTOR pathway (Sjolander
et al. 1991; Rodriguez-Viciana et al. 1994), and
the Ras-like (RAL)-guanine nucleotide ex-
change factor (GEF) family of GEFs for the
RAL GTPases (Hofer et al. 1994; Kikuchi et al.
1994; Spaargaren and Bischoff 1994). Most ge-
netic and functional studies have suggested that
the MAPK pathway is the dominant oncogenic
RAS signaling pathway, and KRAS mutations
generally occur in a mutually exclusive manner
with mutations affecting other MAPK pathway
components (e.g.,BRAF,EGFRmutation). RAS-
MAPK signaling has been shown to mediate tu-
mor cell proliferation and survival in a variety of
in vitro and in vivo experiments (Blasco et al.
2011; Karreth et al. 2011; Collisson et al. 2012;
Yuan et al. 2014), and numerous small molecule
inhibitors of this pathway are in clinical devel-
opment (Ryan et al. 2015). Although some
KRAS-driven cancers such as pancreatic cancers
depend on the PI3K pathway, other KRAS-mu-
tant tumors such as some lung or colorectal can-
cers do not (Ebi et al. 2011; Eser et al. 2013).
Thus, PI3K dependence in KRAS-mutant can-
cers is context-specific. Therapeutic targeting of
PI3K isoforms in KRAS-mutant cancers re-

mains an active area of study. RAL-GEFs acti-
vate multiple processes, including nuclear factor
(NF)-κB signaling and cell motility and have
also been shown to be important for transfor-
mation of human cells (Hamad et al. 2002; Lim
et al. 2005). Therapeutic inhibition of this path-
way may also hold promise for KRAS-mutant
cancers (Barbie et al. 2009; Yan et al. 2014; Ki-
tajima et al. 2016). Several other RAS effectors
have been identified, including TIAM1 and
PLCε, but their role in RAS signaling remains
less well understood and their therapeutic value
has not yet been proven.

An alternative approach to direct targeting
of mutant cancer genes is to exploit the concept
of synthetic lethality, in which gene products are
identified that, when suppressed or inhibited,
result in cell death only in the presence of the
cancer-causing alteration (Fig. 1) (Kaelin 2005;
Ngo et al. 2006; McLornan et al. 2014). Thus, in
principle, targeting synthetic lethal vulnerabili-
ties in cancer should reduce the potential for
side effects, because cells harboring the bio-
marker oncogenic lesion should have more dif-
ferential sensitivity to the perturbation than
normal cells, which do not have the oncogenic
lesion. The most salient example of this concept
in cancer biology and therapeutics is the discov-
ery that homologous-recombination-deficient
BRCA1 or BRCA2 mutant cancers show pro-
found sensitivity to inhibition of poly-(ADP-ri-
bose) polymerase (PARP) (Bryant et al. 2005;
Farmer et al. 2005). PARP inhibitors have sub-
sequently shown therapeutic efficacy in BRCA1/
2 mutant breast, ovarian, and some pancreatic
cancers (McLornan et al. 2014; Lord and Ash-
worth 2017).

Given the relative intractability of KRAS it-
self as a therapeutic target, identification of syn-
thetic lethal partners of oncogenic KRAS has
been the focus of intense investigation by
many groups. The fundamental premise under-
lying the concept of synthetic lethality in KRAS-
mutant tumors is that oncogenic KRAS signal-
ing establishes a distinct cell state, marked by
altered KRAS effector signaling, adaptation to
oncogenic stress, and transcriptional and meta-
bolic reprogramming. Disruption of this KRAS-
driven cell state may impair proliferation and
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viability of KRAS-mutant cells. Furthermore,
many of these adaptive features may have partial
selectivity or even unique specificity for the
KRAS-driven oncogenic cell state over a KRAS
wild-type (WT) state, and thus may represent
nononcogene dependencies or vulnerabilities
between these cell contexts. Becausemost cancer
cells and normal cells use RAS effector signaling
in some capacity for mitogenic processes, it
should be expected that many of the oncogenic
KRAS codependencies will not show unique
specificity to the KRAS-mutant context and
thus will not strictly conform to the genetic def-
inition of synthetic lethality (Fig. 1). However,
the term “synthetic lethal” has also been applied
more liberally to denote such vulnerabilities that
show somequantitative selectivity for theKRAS-
mutant state over the KRAS WT state. Many
recent studies, including hypothesis-driven fo-
cused studies as well as large small-molecule and
genetic screens performed over the past decade,
have identified several putative KRAS synthetic
lethal partners of varying strength and specific-
ity. Whereas the long-sought-after universal
synthetic lethal target for all KRAS-mutant can-
cers has not yet been identified, these studies

have informed our understanding of KRAS bi-
ology and have identified numerous context-se-
lective vulnerabilities in KRAS-mutant cancers.
Whether these synthetic lethal candidates iden-
tified in experimental systems will translate
to effective therapeutic targets remains to be
shown. Here, we review recent work on KRAS
synthetic lethal vulnerabilities and provide a
conceptual framework for how to interpret these
observations and prioritize synthetic lethal tar-
gets for therapeutic development.

INHIBITING KRAS EFFECTOR PATHWAYS
IN KRAS-MUTANT CANCERS

Numerous studies have shown that KRAS effec-
tors and related receptor tyrosine kinase (RTK)-
mediated signaling pathways may be preferen-
tial vulnerabilities in the KRAS-mutant context.
Through large-scale small-molecule screens in
many different cancer cell lines with a variety of
genotypes and lineages, several groups have
compared compound sensitivity in RAS-mutant
and RAS WT cell lines. These studies have re-
peatedly identified inhibitors of the MAPK
pathway as the most selective compounds for
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Figure 1. Synthetic lethality as a therapeutic paradigm in cancer. (A) In normal healthy cells, wild-type (WT)
KRAS is activated by appropriate mitogenic stimuli such as receptor tyrosine kinase–mediated growth factor
signaling. (B) In cancer cells with KRASmutation, aberrant effector signaling mediates oncogenic proliferation
and survival but also creates oncogenic stress towhich cancer cellsmust adapt to sustain oncogenic growth. These
downstream aberrant effector signaling pathways as well as parallel adaptive pathways that mitigate oncogenic
stress represent unique features of KRAS-mutant cells that may include selective vulnerabilities and synthetic
lethal targets. (C) Synthetic lethal targets refer to those targets whose inhibition results in cell death only in the
presence of another mutation (i.e., KRASmutation). Broadly applied, this concept may represent targets that act
(1) downstream of aberrant effector signaling, or (2) in parallel adaptive pathways. In theory, synthetic lethal
therapies result in cell death of the KRAS-mutant cancer cells, but not in normal cells (shown in A) because the
aberrant oncogenic signals or parallel adaptive processes are not present in these KRAS WT cells.
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KRAS-mutant cancers, including inhibitors of
MAPK kinase 1 and 2 proteins (MEK1/2) and
RAF kinases (Garnett et al. 2012; Basu et al.
2013; Molina-Arcas et al. 2013), although inhi-
bition of these pathways leads primarily to cyto-
stasis. These studies have also shown thatKRAS-
mutant cells harbor increased dependence on
RTK signaling pathways, as small-molecule in-
hibitors of IGF1R and MET show some prefer-
ential selectivity for subsets of KRAS-mutant
lines over KRAS WT lines (Ebi et al. 2011; Mo-
lina-Arcas et al. 2013). In addition, MAPK in-
hibition leads to increased dependence on RTK
signaling, with combined targeting of MEK1/2
and IGF1R (Ebi et al. 2011; Molina-Arcas et
al. 2013) or FGFR1 (Manchado et al. 2016),
demonstrating enhanced differential impact
on KRAS-mutant cells overWT cells. Moreover,
KRAS-MAPK effector signaling ultimately
leads to activation of AP-1 transcription factors
and up-regulation of cell-cycle regulatory pro-
teins, such as cyclin D1 (CCND1), which pro-
motes G1/S cell-cycle progression. Inhibition of
CDK4/6 has been reported as a promising com-
bination therapeutic strategy in KRAS-mutated
malignancies (Puyol et al. 2010). Unfortunately,
clinical trials testing single-agent inhibition
of the critical KRAS effectors (e.g., MAPK or
PI3K) in KRAS-mutant cancers have been dis-
appointing to date (Adjei et al. 2008; Infante
et al. 2012, 2013; Zhao and Adjei 2014). How-
ever, inhibition of these pathways will undoubt-
edly form the foundation for future com-
bination therapy strategies in KRAS-mutated
malignancies (Engelman et al. 2008; Britten
2013; Ebi et al. 2014; Ryan et al. 2015).

RAS signaling through both the MAPK and
PI3K-AKT-MTOR pathways has been shown
to mediate antiapoptotic signaling through
down-regulation of proapoptotic mediators
and up-regulation of antiapoptotic proteins (Py-
layeva-Gupta et al. 2011). Engelman and col-
leagues have shown that disruption of RAS
effector signaling unveils selective vulnerabili-
ties in the KRAS-mutant context. MEK1/2 inhi-
bition leads to induction of the proapoptotic
protein BIM, but this protein is bound by anti-
apoptotic BCL-XL proteins (Corcoran et al.
2013). Exploiting this observation, they showed

through genetic and pharmacologic means that
combinedMEK inhibition with genetic ablation
or small-molecule inhibition of BCL-XL led to
robust apoptosis and synthetic lethality in
KRAS-mutant cells. This therapeutic strategy
has now advanced to early-phase clinical trials
(NCT02079740). Furtherwork by the Engelman
laboratory has also shown that KRAS- or BRAF-
mutant colorectal cancer cells compared with
WT cells harbor increased sensitivity to com-
bined inhibition of the antiapoptotic proteins
MCL-1, BCL-XL, and BCL-2 through dual treat-
ment with an MTOR inhibitor and the BCL2/
BCL-XL inhibitor ABT-263, with selectivity
stemming fromdisruption of BIM/MCL-1 com-
plexes in the KRAS- or BRAF-mutant context
(Faber et al. 2014).

Several studies have shown that KRAS-asso-
ciated inflammatory signaling mediates key pro-
liferative and survival programs (Kitajima et al.
2016). NF-κB signaling has been shown to play
an important role in KRAS-mutant cancers. As
noted above, KRAS has been shown to activate
NF-κB signaling through activation of RAL-
GEFs. Genetic or pharmacologic suppression
of NF-κB signaling inhibits tumorigenesis in
the KrasG12D;p53 (KP) mouse model of lung
cancer (Meylan et al. 2009; Basseres et al.
2010). In a KrasG12D;Ink4a/Arf mutant PDAC
model, oncogenic Kras signaling activates an
interleukin (IL)-1a/p62 feedforward loop to in-
duce NF-κB signaling (Ling et al. 2012). Small-
molecule inhibitors of RAL GTPase proteins are
under development (Yan et al. 2014), and such
compounds could be used to directly abrogate
KRAS-mediated activation of NF-κB signaling.
Through an arrayed RNA-interference (RNAi)-
based synthetic lethal screening (discussed be-
low), the IκB kinase (IKK)–related kinase
Tank-binding kinase-1 (TBK1) was identified
as a synthetic lethal target with oncogenic
KRAS (Barbie et al. 2009). This finding expand-
ed upon the prior observation that the RALB
GTPase activates TBK1, thus suggesting amech-
anistic link to KRAS signaling through RAL-
GEFs (Chien et al. 2006). Subsequent work has
shown that TBK1 promotes KRAS-driven tu-
morigenesis by regulating an autocrine CCL5
and IL-6 cytokine signaling loop (Zhu et al.
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2014). Numerous other studies have also shown
an important role for Janus kinase (JAK)-signal
transducers and activators of transcription
(STAT) signaling in PDAC tumorigenesis (Cor-
coran et al. 2011; Fukuda et al. 2011; Lesina et al.
2011). MEK inhibition in KRAS-mutant cancer
cells, as well as those driven by other oncogenes
such as epidermal growth factor receptor
(EGFR) or MET, leads to feedback activation of
IL-6 signaling and STAT3 activation to drive re-
sistance to this therapy (Lee et al. 2014). The
multitargeted kinase inhibitor momelotinib in-
hibits both JAK1/2 and the TBK1 (and IKKe)
kinases. Suppression of both JAK-STAT and
TBK1/NF-κB signaling with momelotinib has
shown strong preclinical efficacy in cell culture
models and murine Kras-driven animal models
(Zhu et al. 2014). Clinical trials of momelotinib
in combination with chemotherapy or MEK
inhibition in KRAS-mutant malignancies are
currently underway. In addition, further devel-
opment of more potent and specific inhibitors
of TBK1 and JAK-STAT signaling is an area of
current activity. Thus, KRAS-directed inflam-
matory signaling networks and compensatory
cytokine signaling represent important vulnera-
bilities for therapeutic development.

KRAS ONCOGENIC STRESS
AND ADAPTATION

Cancer cells harbor a variety of oncogenic stress-
es, includingDNAdamage and replicative stress,
proteotoxic stress, oxidative stress, andmetabol-
ic stress (Luo et al. 2009b). KRAS signaling es-
tablishes an oncogenic cell state that gives rise to
adaptive changes to oncogenic stress that are
necessary for cancer cell proliferation and sur-
vival. The myriad of parallel cell processes that
are essential in the context of KRAS signaling
have been termed nononcogene addictions
(Luo et al. 2009b), and these processes form
the basis for KRAS synthetic lethality (Fig. 2).

RAS signaling has been reported to directly
lead to genotoxic stress stemming from genera-
tion of reactive oxygen species (ROS) and DNA
hyperreplication (Grabocka et al. 2015). Cancer
cells respond to this stress through activation of
DNA damage repair (DDR) checkpoints and

up-regulation of the function of DDR pathways
(Grabocka et al. 2015). Bar-Sagi and colleagues
have shown an important role forWTH-/N-Ras
in the activation of the ATR/CHK1-mediated
DDR and maintenance of genomic stability in
KRAS-mutant cancers (Grabocka et al. 2014).
They have shown that WT HRAS and NRAS
negatively regulate MAPK and AKT signaling
to control inhibitory phosphorylation of CHK1
on serine 280. Loss of WT HRAS or NRAS ex-
pression in KRAS-mutant cells resulted in im-
paired CHK1 activation and checkpoint failure,
leading to increased genomic instability and
sensitivity to DNA-damaging chemotherapy
agents. These studies more generally suggest
that inhibition of WT HRAS/NRAS signaling
or inhibition of the ATR-CHK1 pathway may
have important therapeutic value in combina-
tion with DNA damaging chemotherapy in
KRAS-mutant cancers. Furthermore, combina-
tion small molecule screening studies in cancer-
cell lines has identified synergistic interactions
of DDR checkpoint inhibitors specifically in the
KRAS-mutant context, with dual inhibition of
the of CHK1 andMK2 cell-cycle checkpoint in-
hibitors having a potent effect in KRAS-mutant
contexts (Dietlein et al. 2015). Whereas these
therapeutic strategies involving DDR check-
point blockade or DNA-damaging chemothera-
py are by no means specific for the KRAS-mu-
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Figure 2. KRAS oncogenic stress and adaptation.
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tant context, the above evidence suggests that
theremay be partial selectivity forKRAS-mutant
cells that may offer a sufficient therapeutic win-
dow to enable therapeutic efficacy.

Using an integrative approach combining
gene expression and RNAi screening data,
White and colleagues recently described a spe-
cific dependency of KRAS-mutant non-small-
cell lung cancer (NSCLC) cells to receptor-
dependent nuclear export (Kim et al. 2016).
Specifically, they showed that chemical inhibi-
tion of nuclear export with a clinically available
inhibitor of XPO1 led to a synthetic lethal inter-
action with oncogenic KRAS. XPO1 inhibition
was mechanistically linked to inhibition of NF-
κB transcription factor activity. Thus, addiction
to XPO1-dependent nuclear and cytoplasmic
trafficking is a druggable liability in KRAS-mu-
tant lung cancers.

Multiple groups have shown that KRAS-
mutant cancers harbor proteotoxic or endoplas-
mic reticulum (ER) stress, resulting in activation
of the unfolded protein response (UPR) signal-
ing pathway (Denoyelle et al. 2006; De Raedt
et al. 2011). Enhancement of this proteotoxic
stress can overwhelm the cell’s ability to com-
pensate and leads to cell death. Cichowski and
colleagues showed that Kras/p53 mutant lung
cancers are sensitive to agents that enhance pro-
teotoxic stress (De Raedt et al. 2011). They
showed that HSP90 inhibition with IPI-504 in
combination with MTOR inhibition with rapa-
mycin results in catastrophic ER stress and tu-
mor regressions in murine lung tumor models.
They argued that this combination is clinically
feasible and should be evaluated in human clin-
ical trials in KRAS-mutant lung cancers.

Downward (2015) has highlighted a funda-
mental role for protein synthesis machinery and
proteasome function in KRAS-mutant cells.
RNAi screening was performed on approxi-
mately 7000 druggable genes and identified the
GATA2 transcription factor as a synthetic lethal
target with preferential dependency in KRAS-
mutant cells (Kumar et al. 2012; Steckel et al.
2012). GATA2was shown to up-regulate protea-
some components through the transcription
factor Nrf1; however, loss of GATA2 impaired
proteasome activity in both KRAS-mutant and

WT lung cancer cells. GATA2 also up-regulates
other essential pathways, including IL-1 and
Rho signaling cascades, and the concurrent reg-
ulation of these three pathways was proposed to
be the basis for partial selectivity of GATA2 es-
sentiality inKRAS-mutant versusWTcells. Sup-
porting these observations, proteasome compo-
nents were also identified in other synthetic
lethal screening efforts (Barbie et al. 2009; Luo
et al. 2009a) discussed below. However, protea-
some inhibitors such as bortezomib do not have
selectivity for KRAS-mutant cells in culture
(Garnett et al. 2012; Basu et al. 2013) and have
a relatively narrow therapeutic window in hu-
man trials; thus, whether the current clinical
grade proteasome inhibitors will show efficacy
in KRAS-driven cancers remains uncertain.

Several studies suggest that RASmutant cells
may have enhanced sensitivity to oxidative
stress. Stockwell and colleagues have pursued
synthetic lethal small molecule screening in iso-
genic HRAS G12V mutant or WT fibroblasts
and have identified a series of small molecules
that induce ferroptosis, a nonapopototic cell
death characterized by iron-dependent accumu-
lation of lethal lipid ROS in oncogenic RAS-har-
boring cells (Dolma et al. 2003; Yagoda et al.
2007; Yang and Stockwell 2008). Furthermore,
Shaw and colleagues (2011) have performed
synthetic lethal screening of over 50,000 com-
pounds in mouse embryonic fibroblasts (MEFs)
isogenic for a KrasG12D allele and identified lan-
perisone, a compound that induces nonapo-
ptotic cell death selectively in KrasG12D MEFs
through induction of ROS leading to oxidative
stress and cell death. Notably, lanperisone
showed suppression of tumor growth in a xeno-
graft model with KrasG12D;p53–/– transformed
MEFs without significant toxicity; however, hu-
man KRAS-mutant lung cancer cell lines were
relatively resistant to this compound, suggesting
context specificity for this vulnerability (Shaw
et al. 2011). Moreover, as noted above, the pro-
teotoxic stress and Kras-mutant tumor regres-
sions invoked by combined HSP90 and MTOR
inhibition, described by Cichowski and col-
leagues, is thought to be fueled by oxidative
stress (De Raedt et al. 2011). Last, work by Tu-
veson and colleagues has shown that KRAS and
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other oncogenes promote detoxification of ROS
through transcriptional up-regulation of an
NFE2L2/NRF2-mediated antioxidant program,
and genetic targeting of Nrf2 impairs KrasG12D-
driven tumorigenesis (DeNicola et al. 2011).
Subsequent work has shown that loss of NRF2
impairs autocrine EGFR signaling and leads to
oxidation of translational regulatory proteins
that inhibit messenger RNA (mRNA) transla-
tion and pancreatic cancer cell proliferation
(Chio et al. 2016). Targeting of these NRF2-me-
diated signaling pathways with combined inhi-
bition of AKT and glutathione synthesis was
shown to be a synthetic lethal strategy resulting
in impaired pancreatic cancer growth in animal
models.

Oncogenic KRAS drives altered cellular me-
tabolism to support anabolic processes that en-
able proliferation and survival (Ying et al. 2012;
Bryant et al. 2014). Studies of KRAS-driven
metabolism have unveiled numerous potential
synthetic lethal vulnerabilities. KRAS-mediated
metabolic reprogramming results in increased
utilization of autophagy for recycling of intra-
cellular components to fuel biosynthetic path-
ways and promote KRAS-mutant pancreatic
cancer cell proliferation (Guo et al. 2011;
Lock et al. 2011; Yang et al. 2011, 2014). More-
over, rigorous studies in KRAS-mutant PDAC
mouse models and human PDAC patient-de-
rived xenografts (PDXs) showed that autophagy
inhibition impairs PDAC tumor growth, thus
highlighting this process as an important de-
pendency that may be amenable to therapeutic
targeting.

KRAS-driven tumors consume extracellular
protein through the process of macropinocyto-
sis (Commisso et al. 2013; Davidson et al. 2017).
Macropinocytosis results in internalization of
extracellular fluid and nutrients within vesicles,
where proteins undergo degradation to yield
amino acids that can enter central carbon me-
tabolism. Pharmacologic inhibition of micropi-
nocytosis results in growth inhibition of KRAS-
mutant but not KRAS-WT PDAC xenografts
(Commisso et al. 2013). Thus, the dependence
of KRAS-mutant cancer cells on macropinocy-
tosis is a metabolic vulnerability with therapeu-
tic potential.

Kimmelman and colleagues have reported
that KRAS directs reprogramming of glutamine
metabolism in PDAC cells through transcrip-
tional up-regulation of metabolic enzymes in a
noncanonical pathway of glutamine utilization
(Son et al. 2013). Through RNAi experiments,
they showed that suppression of expression of
multiple enzymes in this pathway was essential
for the growth of PDAC cells in vitro and in
vivo, but not essential for normal cell growth.
Glutaminase is the initial enzyme in this path-
way and is currently being investigated as a ther-
apeutic target in KRAS-mutated PDAC. How-
ever, it is becoming increasingly appreciated
that the cellular environment is a major deter-
minant of metabolic phenotypes and that met-
abolic dependencies may be highly context spe-
cific. For example, whereas Kras-mutant lung
cancer cells depend on glutaminase in culture,
Kras-driven lung tumors do not depend on glu-
taminase in vivo (Davidson et al. 2016). More-
over, metabolic adaptations are not uniform in
KRAS-driven cancers. Vander Heiden and col-
leagues have shown distinct utilization of
branched-chain amino acids (BCAAs) between
Kras;Trp53 mutant mouse models of NSCLC
and PDAC (Mayers et al. 2016). NSCLC incor-
porates BCAAs into protein and uses them as a
nitrogen source; furthermore, loss of the BCAA-
processing enzymes Bcat1 and Bcat2 impairs
NSCLC growth. However, PDAC tumors have
decreased BCAA uptake and do not depend on
Bcat1 or Bcat2. This context-selectivity of met-
abolic dependencies highlights the importance
of studying KRAS-driven metabolic adaptations
using in vivo model systems that most closely
represent human tumor physiology.

Cantley and colleagues have recently har-
nessed the metabolic properties of KRAS-mu-
tant cells and sensitivity of these cells to oxida-
tive stress (Yun et al. 2015). They showed that
high-dose vitamin C shows selective toxicity in
KRAS (or BRAF) mutant tumor cells because of
uptake of oxidized vitamin C via the GLUT1
transporter, leading to buildup of ROS and in-
activation of glyceraldehyde 3-phosphate dehy-
drogenase (GAPDH). Notably, high GLUT1
expression is driven by the KRAS or BRAF
oncogene-induced glycolytic addiction; thus,
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oxidative stress leads to an energetic crisis and
cell death specifically in the KRAS- or BRAF-
driven tumor cell context.

While there is not yet a clinically effective
direct inhibitor of oncogenic KRAS, multiple
groups have modeled KRAS inhibition through
inducible suppression of KRAS expression in
cell culture or mouse tumor models (Podsypa-
nina et al. 2008; Collins et al. 2012; Ying et al.
2012; Kapoor et al. 2014; Shao et al. 2014). These
studies have revealed importantKRAS-indepen-
dent escapemechanisms in the context of KRAS
suppression. Using an inducible KrasG12D

(iKras) mouse model of pancreatic cancer,
Draetta and colleagues have shown that meta-
bolic reprogramming from a decreased reliance
on glycolysis to a strong dependence on oxida-
tive phosphorylation enables survival in the ab-
sence of KRAS signaling (Viale et al. 2014). This
finding has prompted efforts to combine KRAS
signaling blockade (e.g., MEK1/2) with inhibi-
tion of oxidative phosphorylation, although the
efficacy and tolerability of this strategy needs to
be evaluated in human clinical trials. Hahn and
colleagues used a cDNA overexpression screen
to identify the YAP1 transcription factor as a
mediator of KRAS-independent growth (Shao
et al. 2014). Using the iKras mouse model,
DePinho and colleagues also showed that YAP1
could overcome Kras suppression to promote
PDAC growth (Kapoor et al. 2014). YAP1 has
also been shown to be essential for KRAS-in-
duced cell transformation (Shao et al. 2014), as
well as PDAC development inmice (Zhang et al.
2014). Moreover, Bivona and colleagues have
described a role for YAP1 as a node of resistance
to RAF and MEK inhibition, and therefore pro-
pose that YAP1 may be a synthetic lethal inter-
actor that is an attractive candidate for combi-
nation therapy in KRAS- (or BRAF-) mutant
malignancies (Lin et al. 2015).

RAS signaling is well known to lead to epi-
thelial-mesenchymal transition (EMT) in cer-
tain epithelial cell contexts. Settleman and col-
leagues have previously described an important
role for EMT in mediating KRAS-independent
growth of KRAS-mutant cancer cells (Singh
et al. 2009). Moreover, aggressive mesenchymal
subpopulations have been shown to arise

through Smarcb1-Myc network-driven repro-
gramming upon extinction of KrasG12D expres-
sion in animal models of PDAC (Genovese et al.
2017). KRAS and YAP1 have also been shown
to converge to activate an EMT transcriptional
program (Shao et al. 2014). Additionally, the
SNAI2 gene encoding the SNAIL transcription
factor, a known regulator of EMT, has been pre-
viously identified as a KRAS synthetic lethal tar-
get in an RNAi screen of an isogenic pair of
colorectal cancer cell lines (Wang et al. 2010).
Thus, the mesenchymal cell state itself, partially
induced by KRAS signaling, may harbor syn-
thetic lethal vulnerabilities for therapeutic tar-
geting in a subset of KRAS-mutant cancers.

FUNCTIONAL GENETIC SCREENING FOR
KRAS SYNTHETIC LETHAL TARGETS

Loss-of-function genetic screens provide a
means to define the compendium of genes that
are essential for cancer cell proliferation and vi-
ability in a context-selective manner (Boehm
and Hahn 2011). Unbiased, genome-scale func-
tional genetic screens hold promise to identify
novel and unpredicted synthetic lethal relation-
ships with oncogenic KRAS. Multiple different
approaches have been used to screen for KRAS
synthetic lethal relationships, including both ar-
rayed/multiwell and pooled screening formats
in both panels ofKRAS-mutant orWT cell lines,
as well as isogenic KRAS-mutant and WT cell
systems. Most of these screens have been per-
formed using RNAi, although the demonstra-
tion that CRISPR-Cas9 technology can be used
in mammalian cells for genome scale screens
has led several groups to begin using this tech-
nology. The strengths and disadvantages of
these methodologic approaches to KRAS syn-
thetic lethal screening have been recently re-
viewed elsewhere (Downward 2015). We sum-
marize a wide range of KRAS synthetic lethal
screens in Table 1, but focus on a few illustrative
examples below.

A team led by Elledge and colleagues per-
formed a pooled primary screen of a genome-
scale lentivirally delivered short hairpin RNA
(shRNA) library in an isogenic KRASG13D and
WT DLD1 colorectal cancer cell line (Luo et al.
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Table 1. RAS synthetic lethal functional genetic screens

Synthetic lethal
genes or pathways

Library (assay
and format) Cells in primary screen Drug inhibition References

RAN, TPX2, SCD1 ∼3700 druggable
genes, small
interfering RNA
(siRNA),
arrayed cell death

NCIH1299
(NRASQ6K NSCLC)

Not tested Morgan-Lappe
et al. 2007

BIRC5 (survivinn),
CDK1, RBCK1,

∼4000 genes, siRNA,
arrayed cell death

Isogenic DLD1 (CRC,
KRASG3D)

Not tested Sarthy et al.
2007

PLK1, APC/C,
proteosome

74,905 retroviral short
hairpin RNAs
(shRNAs) to 32,293
human transcripts
(pooled
proliferation screen)

Isogenic DLD1 (CRC,
KRASG3D)

BI-2536 (PLK) Luo et al. 2009a

STK33, AKT3,
CPNE1, CAMPK1,
MLKL, FLT3LG,
and DGKZ

∼1000 druggable
genes, shRNA,
arrayed proliferation

Pan-cancer cell-line
panel (four KRAS-
mutant, four KRAS-
wild-type [WT])
and two
immortalized cell
lines

STK33 kinase
inhibitor, failed to
suppress
proliferation in
KRAS-mutant cells
(Babij et al. 2011;
Luo et al. 2012)

Scholl et al. 2009

TBK1, PSKH2,
PTCH2, CPNE1,
MAP3K8,
proteasome genes

∼1000 druggable
genes, shRNA,
arrayed proliferation

Pan-cancer cell-line
panel (seven KRAS-
mutant, 10 KRAS-
WT) and two
immortalized cell
lines

CYT387 (TBK1 and
JAK inhibitor)
assessed in Zhu et al.
(2014)

Barbie et al.
2009

WT1, RAC1, PHB2 162 KRAS-related
genes, shRNA, in
vitro and in vivo
pooled proliferation
screens with bead
array readout

LKR10 and LKR13
(Kras;Trp53 mutant
mouse lung-tumor-
derived cell lines)

Not tested Vicent et al.
2010

SNAI2 (SNAIL2) ∼2500 druggable
genes, shRNA,
pooled proliferation

Isogenic HCT116
(CRC, KRASG13D)

Not tested Wang et al. 2010

GATA2, CDC6,
proteasome

>7000 druggable
genes, siRNA pools
(arrayed apoptosis
and cell
proliferation)

Isogenic HCT116
(KRASG13D) and
pan-cancer cell-line
panel (14 KRAS-
mutant, 12
KRAS-WT)

Bortezomib with
fasudil (GATA2)

Kumar et al.
2012; Steckel
et al. 2012

MAP3K7 (TAK1) 17 kinases highly
expressed in KRAS-
dependent CRC,
shRNA, arrayed
proliferation

KRAS-dependent
SW620 and KRAS-
independent
SW837 (CRC,
KRAS-mutant)

5Z-7-oxozeaenol Singh et al. 2012

Continued
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Table 1. Continued

Synthetic lethal
genes or pathways

Library (assay
and format) Cells in primary screen Drug inhibition References

Cttnb1 (β-catenin),
Mllt6, Raf1, Akt3

Genome scale, shRNA,
pooled in vivo
proliferation with
NGS readout

Mouse keratinocytes
(H-rasG12V)

Not tested Beronja et al.
2013

COPI coatomer
subunits ARCN1,
COPB1, COPA
dependent in
KRAS;LKB1-
mutant lung
cancer cells

Genome scale, siRNA,
arrayed proliferation

17 KRAS- and LKB1-
mutant lung cancer
cell lines, matched
tumor (KRAS-
mutant), and
normal NSCLC
cell-line pair

Saliphenylhalamide A Kim et al. 2013

ARHGEF2 (GEFH1) Genome scale, shRNA,
pooled proliferation

72 human cancer cell
lines

Not tested Marcotte et al.
2012; Cullis
et al. 2014

BCL2L1 (BCLXL) ∼1200 druggable genes
in presence of MEK
inhibitor
(selumetinib),
shRNA, pooled
proliferation screen
for enhancement of
MEK inhibitor effect

HCT116 and SW620
(CRC, KRAS-
mutant)

Selumetinib and
navitoclax

Corcoran et al.
2013

RAF1, BRAF 535 kinases and related
genes, shRNA,
pooled proliferation
screen for
enhancement with
MEK inhibitor
selumetinib

SW480 KRAS-mutant
colon cancer cell
line

RAF265 or AZ628
(RAF inhibitors)
with selumetinib

Lamba et al.
2014

YAP1 5046 signaling
components,
shRNA, pooled
proliferation screen
for enhancement of
BRAF-inhibitor
response

HCC364 BRAF
V600E human
NSCLC cell line
with validation in
KRAS mutants with
MEK inhibition

Not tested Lin et al. 2015

CDK1 853 genes, primarily
kinases, siRNA,
arrayed cell viability

LIM1215 isogenic
lines with KRAS
WT, G12D, G12S,
or G12V

Not tested Costa-Cabral
et al. 2016

FGFR1, BRAF, RAF1,
ERK2

526 kinases, shRNA,
pooled proliferation
screen for
enhancement with
MEK inhibitor
trametinib

H23 KRAS (G13C)
mutant lung
cancer cell line

Ponatinib (FGFR
inhibitor)

Manchado et al.
2016

XPO1 Genome scale, siRNA
arrayed toxicity
screens

Panel of human
NSCLC cell lines

KPT-330 (selinexor) Kim et al. 2016

Continued
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2009a). Their library contained 75,905 shRNAs
targeting 32,293 unique human transcripts to
approximately 12,000 genes. Stringent criteria
identified a subset of 379 shRNAs targeting
368 genes that were candidate KRAS synthetic
lethal interactors. Notably, the DLD1KRASWT
cell line showed decreased MAPK signaling and
slower in vitro proliferation than its KRAS-mu-
tant counterpart. Follow-up studies were per-
formed using a multicolor competition assay
in both the DLD1 isogenic pair as well as a sec-
ond isogenic HCT116 KRAS-mutant and WT
pair. They identified 77 candidate KRAS syn-
thetic lethal interactors across a variety of bio-
logical processes, including protein modifica-
tion, nucleic acid metabolism, and cell-cycle
and signal transduction. In particular, they de-
scribed a striking number of genes involved in
regulation of mitosis as being candidate KRAS
synthetic lethals, including subunits of the ana-
phase-promoting complex/cyclosome (APC/
C), the proteasome and the mitotic kinase
polo-like kinase (PLK1). They showed that
KRAS-mutant cells harbor heightened mitotic
stress compared withWT cells, and both genetic
and small molecule inhibition of PLK1 revealed
greater sensitivity in the KRAS-mutant isogenic
cancer cells over the KRASWT cells. Moreover,
inhibition of proteasome function with bortezo-
mib also appeared to demonstrate selectivity in
the KRAS isogenic cell systems. Mitotic stress is
not unique to KRAS-mutant cancers; however,
these studies suggest that KRAS-mutant cells
may be selectively more sensitive to targeting
mitotic regulation than WT cells.

Scholl et al. (2009) performed an arrayed
format RNAi screen in four KRAS-mutant and
four KRAS-WT cancer cell lines, as well as nor-

mal human fibroblasts and immortalized hu-
man mammary epithelial cells (HMECs). They
used a library of 5024 lentivirally delivered
shRNA constructs targeting 1011 human ki-
nases, phosphatases, and known cancer genes.
Comparing KRAS-mutant to WT cells, they
identified the serine-threonine protein kinase
STK33 as selectively essential in KRAS-mutant
cells. Through evaluation of STK33 dependency
in 25 additional cell lines, they determined that
STK33 is preferentially required by KRAS mu-
tants that also depend on sustained KRAS ex-
pression for viability and proliferation. STK33
has been subsequently investigated as a KRAS
synthetic lethal target by multiple other groups,
some with conflicting findings and interpreta-
tions (Babij et al. 2011; Frohling and Scholl
2011). Much of the excitement regarding
STK33 stemmed from its kinase function and
thus potential therapeutic tractability. Potent
small molecule inhibitors of STK33 have been
developed, and thesemolecules have conclusive-
ly shown that STK33 kinase activity is not re-
quired for KRAS-mutant cancers (Babij et al.
2011; Luo et al. 2012), although other strategies
that result in loss of STK33 proteinmay still hold
therapeutic potential (Azoitei et al. 2012).

Barbie et al. (2009) performed an arrayed
format primary RNAi screen in 19 cancer cell
lines, using a lentivirally delivered shRNA li-
brary targeting kinases, phosphatases, and on-
cogenes. They compared KRAS-mutant and
WT cells to identify those genes that selectively
killed KRAS-mutant cells and identified 45 can-
didates that were screened in a larger panel of
mutant andWT cells. In addition toKRAS itself,
they found RAF1 and the serine-threonine ki-
nase TBK1 as top-scoring candidate KRAS syn-

Table 1. Continued

Synthetic lethal
genes or pathways

Library (assay
and format) Cells in primary screen Drug inhibition References

RAF1, SHOC2,
PREX1, RCE1,
ICMT

Genome-scale,
CRISPR-Cas9,
pooled proliferation
screen

14 leukemia cell lines
(six KRAS or
NRAS, six RAS
WT)

Not tested Wang et al. 2017

Modeled after similar tables in Downward (2015) and Ebi et al. (2014).
NSCLC, Non-small-cell lung cancer; JAK, Janus kinase.
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thetic lethals. They validated TBK1 as a synthet-
ic lethal target inKRAS-mutant and -dependent
cells and confirmed a link between RALB-me-
diated activation of TBK1 (Chien et al. 2006) to
promote NF-κB survival signaling, in part,
through c-Rel and BCL-XL. As discussed above,
pharmacologic inhibition of the TBK1 induces
cell death in preclinical animalmodels of KRAS-
driven lung cancers (Zhu et al. 2014), and TBK1
inhibition is being tested in clinical studies as a
potential therapeutic approach.

The lack of overlap in genes scoring from
KRAS synthetic lethal screens has caused
much consternation. However, the KRAS syn-
thetic lethal screens performed to date have had
several important differences and limitations.
Each study used different experimental systems
andwere limited in scale in terms of the cell lines
screened and the number of genes evaluated.
None of theRNAi-based screens reached genetic
saturation. Moreover, RNAi studies have previ-
ously suffered from an incomplete understand-
ing of off-target effects. Advances in RNAi-
screening efforts have improved upon these
limitations. Recent technical advances in RNAi
screening have enabled much higher density
screens across many more cell lines (Luo et al.
2008; Cheung et al. 2011; Marcotte et al.
2012). Additionally, refinements in bioinfor-
matic methodology have also improved the sig-
nal-to-noise resolution and distinction of off-
target effects (Shao et al. 2013; Marcotte et al.
2016; Tsherniak et al. 2017). Furthermore, the
advent of CRISPR-Cas9 screening technology as
an alternative means of genetic perturbation has
enabled a new approach to loss-of-function
genetic screening (Shalem et al. 2014, 2015).
CRISPR-Cas9 technology enables knockout of
target genes, as compared to suppression of
mRNA expression conferred by RNAi. Multiple
groups have now shown that CRISPR-Cas9 ge-
nome-scale screens can effectively elucidate es-
sential genes in cancer cell lines (Koike-Yusa
et al. 2014; Wang et al. 2014, 2015; Hart et al.
2015; Parnas et al. 2015; Aguirre et al. 2016).

Sabatini and colleagues recently reported ge-
nome-scale CRISPR-Cas9 screens in 14 acute
myeloid leukemia (AML) cell lines and com-
pared six KRAS or NRAS mutant lines with six

RAS WT cell lines to identify synthetic lethal
genes (Wang et al. 2017). These studies identi-
fied a surprisingly small number of genes in the
RAS processing (RCE1 and ICMT) and MAPK
signaling pathways (RAF1, SHOC2). A second
pair of screens was performed in isogenic mu-
rine Ba/F3 cell lines, one of which was engi-
neered to express oncogenic NRAS, and this
screen also discovered the same set of genes as
well as additionalMAPK signaling components.
PREX1 was identified as a novel RAS synthetic
lethal partner in the human AML screen.
PREX1 is a GEF for Rac GTPases, and the in-
vestigators showed that PREX1 is an AML-spe-
cific activator of MAPK signaling.

NEXT STEPS IN DISCOVERY
AND UTILIZATION OF KRAS SYNTHETIC
LETHAL TARGETS

While the results of Sabatini and colleagues sug-
gest that inAML there are only a limited number
of RAS synthetic lethal targets that are largely
restricted to regulators of RAS itself or the
MAPK signaling pathway, it is important to
note that these findings reflect only one of
many KRAS-mutant cancer contexts. Indeed,
there is profound heterogeneity of KRAS-mu-
tant cancers that complicates uniform identifi-
cation of KRAS synthetic lethal targets. This
multidimensional heterogeneity includes (1)
variability in KRAS dependency across cancers;
(2) differing lineage specificity across cancer
types; (3) variation in effector signaling between
different KRAS alleles (e.g., G12D vs. G12V or
Q61H); and (4) variability in the co-occurring
mutational and copy-number landscape across
cancers. It may be unreasonable to expect that a
universal KRAS synthetic lethal target will apply
across all contexts. To adequately address this
heterogeneity and to determine biomarker-driv-
en predictive models of these synthetic lethal
relationships, genome-scale screens will need
to be performed in a large number of diverse
cell lines. Toward this goal, the Achilles Consor-
tium at the Broad Institute has now screened
over 300 cell lines with genome-scale CRISPR-
Cas9 knockout technology, including over 60
KRAS-mutant cell lines across a variety of con-
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texts. These efforts have not found a single
strong universal synthetic lethal target across
all KRAS-mutant contexts. Instead, numerous
strong vulnerabilities have emerged with prefer-
ential dependency in a subset of KRAS-mutant
cell lines. Understanding these vulnerabilities
and their context specificity across KRAS-mu-
tant cell lines remains a top priority.

Besides standard CRISPR-Cas9 knockout
screening, additional new screening approaches
may prove useful for identifying KRAS synthetic
lethal candidates. CRISPR-inhibitor (CRISPRi)
technology targets a transcriptional repressor to
specific genes, and CRISPRi approaches have
been developed for genome-scale screening
(Gilbert et al. 2014). Moreover, CRISPR-Cas9
libraries have been developed that enable simul-
taneous knockout of two different genes within
the same cell, and will allow examination of
pairwise genetic interactions in KRAS-mutant
cancer cells (Rosenbluh et al. 2016; Han et al.
2017). Last, because most treatment strategies in
KRAS-mutant cancers will require combination
therapies, functional genetic screening in the
context of small-molecule inhibition of key
KRAS effector signaling pathways may prove
most fruitful for the identification of high-pri-
ority KRAS synthetic lethal interactions. A
number of screens have been performed using
RNAi technologies to identify combination
therapy targets with MAPK pathway inhibition,
including FGFR1 (Manchado et al. 2016), BCL-
XL (Corcoran et al. 2013), YAP1 (Lin et al.
2015), and PTPN11 (Prahallad et al. 2015).

In addition to performing screens in two-
dimensional cell culture growth conditions for
established cancer cell lines, it will also be im-
portant to evaluate for synthetic lethal candi-
dates in early passage patient-derived cell lines
as well as other potentially more physiologically
relevant cancer model systems, such as three-
dimensional organoid cultures (Sachs and Cle-
vers 2014; Boj et al. 2015) or animal models of
KRAS-mutant tumors (Zender et al. 2008;
Zuber et al. 2011; Beronja et al. 2013; Carugo
et al. 2016). Indeed, utilization of KRAS-mutant
cancer models that recapitulate tumor–stroma
interactions may enable elucidation of an en-
tirely novel set of KRAS-driven non-cell-auton-

omous vulnerabilities that could impair tumor
growth. Whether these alternative culture tech-
niques or model systems will yield a different set
of KRAS synthetic lethal interactors remains an
open and important question. In collaboration
with the National Cancer Institute’s RAS Initia-
tive, the RAS Synthetic Lethal Network (RSLN)
of laboratories has been organized to examine
these novel approaches to identify KRAS syn-
thetic lethal targets and to share these data with
the larger RAS scientific community to pro-
mote rapid translation of clinically useful ther-
apeutic targets.

Beyond identification in functional genetic
screens, extensive validation efforts will be re-
quired to rigorously demonstrate the value of
novel KRAS synthetic lethal targets. Validation
will require confirmation of the potency and
specificity of the synthetic lethal relationship us-
ing multiple genetic and pharmacologic ap-
proaches in both established cell lines and pa-
tient-derived models. Moreover, although cross
comparison of one tumor cell with a KRASmu-
tation to another that does not have a KRAS
mutation may reveal vulnerabilities that are
stronger in the KRAS-mutant cancer context,
this approach does not guarantee tolerable tox-
icity in KRAS WT normal cells. Investigators
will also need to consider the essentiality of tar-
gets within normal cells and tissues that would
be most likely to lead to dose-limiting toxicities
of targeted cancer therapies. Prioritizing syn-
thetic lethal partners through patterns of expres-
sion of the dependent target or its biomarker in
normal human tissues or through functional
modeling in normal cell culture systems may
help address this important issue.

Ultimately, clinical translation of novel syn-
thetic lethal vulnerabilities of oncogenic KRAS
into viable therapeutic approaches will require
strategies for targeted inhibition of these pro-
teins. Some candidates may possess protein do-
mains that are therapeutically tractable, such as
kinases or other enzymes; however, they most
likely will not be inherently targetable. As with
the oncogenic KRAS protein itself, novel ap-
proaches to target “undruggable” proteins are
urgently needed. Phthalimide conjugation strat-
egies for targeted protein degradation have re-
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cently been described and may be one viable
path forward (Winter et al. 2015). It is expected
that novel small molecules that directly target
mutant KRAS will be soon be developed.
Whereas one may argue that the advent of
such therapies may obviate the need for target-
ing synthetic lethal partners, it is inevitable that
combination treatments will be needed with di-
rect KRAS inhibitors to overcome compensato-
ry signaling and resistance mechanisms. It is
likely that the catalog of synthetic lethal vulner-
abilities discussed above as well as novel ones
identified through future screening approaches
will provide a critical framework for developing
multifaceted combination therapy strategies in
KRAS-mutant cancers.

ACKNOWLEDGMENTS

We thank BelindaWang, PhD, for her assistance
with the generation of some figures and tables
used in this review. We also acknowledge the
following funding sources: R01 CA130988
(W.C.H.), U01 CA199253 (W.C.H.), U01 CA
176058 (W.C.H.), P01 CA154303 (W.C.H),
and P50 CA127003 (W.C.H. and A.J.A.). A.J.A.
is supported by the Hope Funds for Cancer Re-
search Postdoctoral Fellowship, Dana Farber
Cancer Institute Hale Center for Pancreatic Can-
cer, Perry S. Levy Endowed Fellowship, and the
Harvard Catalyst and Harvard Clinical and
Translational Science Center (UL1 TR001102).

REFERENCES

Adjei AA, Cohen RB, Franklin W, Morris C, Wilson D,
Molina JR, Hanson LJ, Gore L, Chow L, Leong S, et al.
2008. Phase I pharmacokinetic and pharmacodynamic
study of the oral, small-molecule mitogen-activated
protein kinasekinase 1/2 inhibitor AZD6244 (ARRY-
142886) in patients with advanced cancers. J Clin Oncol
26: 2139–2146.

Aguirre AJ, Meyers RM, Weir BA, Vazquez F, Zhang CZ,
Ben-David U, Cook A, Ha G, HarringtonWF, Doshi MB,
et al. 2016. Genomic copy number dictates a gene-inde-
pendent cell response to CRISPR/Cas9 targeting. Cancer
Discov 6: 914–929.

Azoitei N, Hoffmann CM, Ellegast JM, Ball CR, Obermayer
K, Gossele U, Koch B, Faber K, Genze F, SchraderM, et al.
2012. Targeting of KRAS mutant tumors by HSP90 in-
hibitors involves degradation of STK33. J Exp Med 209:
697–711.

Babij C, Zhang Y, Kurzeja RJ, Munzli A, Shehabeldin A, Fer-
nandoM,QuonK,KassnerPD,Ruefli-BrasseAA,Watson
VJ, et al. 2011. STK33 kinase activity is nonessential in
KRAS-dependent cancer cells.Cancer Res 71: 5818–5826.

Barbie DA, Tamayo P, Boehm JS, Kim SY, Moody SE, Dunn
IF, Schinzel AC, Sandy P, Meylan E, Scholl C, et al. 2009.
Systematic RNA interference reveals that oncogenic
KRAS-drivencancers requireTBK1.Nature462:108–112.

Basseres DS, Ebbs A, Levantini E, Baldwin AS. 2010. Re-
quirement of the NF-κB subunit p65/RelA for K-Ras-
induced lung tumorigenesis. Cancer Res 70: 3537–3546.

BasuA, BodycombeNE, Cheah JH, Price EV, LiuK, Schaefer
GI, Ebright RY, StewartML, Ito D,Wang S, et al. 2013. An
interactive resource to identify cancer genetic and line-
age dependencies targeted by small molecules. Cell 154:
1151–1161.

Beronja S, Janki P,Heller E, LienWH,Keyes BE,OshimoriN,
FuchsE. 2013.RNAi screens inmice identify physiological
regulators of oncogenic growth. Nature 501: 185–190.

Blasco RB, Francoz S, Santamaria D, CanameroM, Dubus P,
Charron J, Baccarini M, Barbacid M. 2011. c-Raf, but not
B-Raf, is essential for development of K-Ras oncogene-
driven non-small-cell lung carcinoma. Cancer Cell 19:
652–663.

Boehm JS, Hahn WC. 2011. Towards systematic functional
characterization of cancer genomes. Nat Rev Genet 12:
487–498.

Boj SF, Hwang CI, Baker LA, Chio II, Engle DD, Corbo V,
Jager M, Ponz-Sarvise M, Tiriac H, Spector MS, et al.
2015. Organoid models of human andmouse ductal pan-
creatic cancer. Cell 160: 324–338.

Britten CD. 2013. PI3K and MEK inhibitor combinations:
Examining the evidence in selected tumor types. Cancer
Chemother Pharmacol 71: 1395–1409.

Bryant HE, Schultz N, Thomas HD, Parker KM, Flower D,
Lopez E, Kyle S, Meuth M, Curtin NJ, Helleday T. 2005.
Specific killing of BRCA2-deficient tumours with inhibi-
tors of poly(ADP-ribose) polymerase. Nature 434: 913–
917.

Bryant KL, Mancias JD, Kimmelman AC, Der CJ. 2014.
KRAS: Feeding pancreatic cancer proliferation. Trends
Biochem Sci 39: 91–100.

Carugo A, Genovese G, Seth S, Nezi L, Rose JL, Bossi D,
Cicalese A, Shah PK, Viale A, Pettazzoni PF, et al. 2016.
In vivo functional platform targeting patient-derived xe-
nografts identifies WDR5-Myc association as a critical
determinant of pancreatic cancer. Cell Rep 16: 133–147.

Cheung HW, Cowley GS,Weir BA, Boehm JS, Rusin S, Scott
JA, East A, Ali LD, Lizotte PH, Wong TC, et al. 2011.
Systematic investigation of genetic vulnerabilities across
cancer cell lines reveals lineage-specific dependencies in
ovarian cancer. Proc Natl Acad Sci 108: 12372–12377.

Chien Y, Kim S, Bumeister R, Loo YM, Kwon SW, Johnson
CL, BalakirevaMG, Romeo Y, Kopelovich L, GaleM Jr, et
al. 2006. RalB GTPase-mediated activation of the IκB
family kinase TBK1 couples innate immune signaling to
tumor cell survival. Cell 127: 157–170.

Chio II, Jafarnejad SM, Ponz-Sarvise M, Park Y, Rivera K,
PalmW,Wilson J, SangarV,HaoY,OhlundD, et al. 2016.
NRF2 promotes tumor maintenance by modulating
mRNA translation in pancreatic cancer. Cell 166: 963–
976.

A.J. Aguirre and W.C. Hahn

14 Cite this article as Cold Spring Harb Perspect Med 2018;8:a031518

w
w

w
.p

er
sp

ec
ti

ve
si

n
m

ed
ic

in
e.

o
rg



CollinsMA, Bednar F, Zhang Y, Brisset JC, Galban S, Galban
CJ, Rakshit S, Flannagan KS, Adsay NV, Pasca di Ma-
gliano M. 2012. Oncogenic Kras is required for both the
initiation andmaintenance of pancreatic cancer inmice. J
Clin Invest 122: 639–653.

Collisson EA, Trejo CL, Silva JM, Gu S, Korkola JE, Heiser
LM, Charles RP, Rabinovich BA, Hann B, Dankort D, et
al. 2012. A central role for RAF→MEK→ERK signaling in
the genesis of pancreatic ductal adenocarcinoma. Cancer
Discov 2: 685–693.

Commisso C, Davidson SM, Soydaner-Azeloglu RG, Parker
SJ, Kamphorst JJ, Hackett S, Grabocka E, NofalM, Drebin
JA, Thompson CB, et al. 2013. Macropinocytosis of pro-
tein is an amino acid supply route in Ras-transformed
cells. Nature 497: 633–637.

Corcoran RB, Contino G, Deshpande V, Tzatsos A, Conrad
C, Benes CH, Levy DE, Settleman J, Engelman JA,
Bardeesy N. 2011. STAT3 plays a critical role in KRAS-
induced pancreatic tumorigenesis. Cancer Res 71: 5020–
5029.

Corcoran RB, Cheng KA, Hata AN, Faber AC, Ebi H, Coffee
EM, Greninger P, Brown RD, Godfrey JT, Cohoon TJ, et
al. 2013. Synthetic lethal interaction of combinedBCL-XL
and MEK inhibition promotes tumor regressions in
KRAS mutant cancer models. Cancer Cell 23: 121–128.

Costa-Cabral S, Brough R, Konde A, Aarts M, Campbell J,
Marinari E, Riffell J, Bardelli A, Torrance C, Lord CJ, et al.
2016. CDK1 is a synthetic lethal target for KRAS mutant
tumours. PLoS ONE 11: e0149099.

Cox AD, Fesik SW, Kimmelman AC, Luo J, Der CJ. 2014.
Drugging the undruggable RAS: Mission possible? Nat
Rev Drug Discov 13: 828–851.

Cullis J, Meiri D, Sandi MJ, Radulovich N, Kent OA, Me-
dranoM,Mokady D, Normand J, Larose J, Marcotte R, et
al. 2014. The RhoGEF GEF-H1 is required for oncogenic
RAS signaling via KSR-1. Cancer Cell 25: 181–195.

Davidson SM, Papagiannakopoulos T, Olenchock BA, Hey-
man JE, Keibler MA, Luengo A, Bauer MR, Jha AK,
O’Brien JP, Pierce KA, et al. 2016. Environment impacts
the metabolic dependencies of Ras-driven non-small-cell
lung cancer. Cell Metab 23: 517–528.

Davidson SM, Jonas O, Keibler MA, Hou HW, Luengo A,
Mayers JR, Wyckoff J, Del Rosario AM, Whitman M,
Chin CR, et al. 2017. Direct evidence for cancer-cell-au-
tonomous extracellular protein catabolism in pancreatic
tumors. Nat Med 23: 235–241.

DeNicola GM, Karreth FA, Humpton TJ, Gopinathan A,
Wei C, Frese K, Mangal D, Yu KH, Yeo CJ, Calhoun
ES, et al. 2011. Oncogene-induced Nrf2 transcription
promotes ROS detoxification and tumorigenesis. Nature
475: 106–109.

Denoyelle C, Abou-Rjaily G, Bezrookove V, Verhaegen M,
Johnson TM, Fullen DR, Pointer JN, Gruber SB, Su LD,
Nikiforov MA, et al. 2006. Anti-oncogenic role of the
endoplasmic reticulum differentially activated by muta-
tions in the MAPK pathway. Nat Cell Biol 8: 1053–1063.

De Raedt T, Walton Z, Yecies JL, Li D, Chen Y, Malone CF,
Maertens O, Jeong SM, Bronson RT, Lebleu V, et al. 2011.
Exploiting cancer cell vulnerabilities to develop a combi-
nation therapy for ras-driven tumors. Cancer Cell 20:
400–413.

Dietlein F, Kalb B, Jokic M, Noll EM, Strong A, Tharun L,
Ozretic L, Kunstlinger H, Kambartel K, Randerath WJ, et
al. 2015.Asynergistic interactionbetweenChk1-andMK2
inhibitors in KRAS-mutant cancer. Cell 162: 146–159.

Dolma S, Lessnick SL, HahnWC, Stockwell BR. 2003. Iden-
tification of genotype-selective antitumor agents using
synthetic lethal chemical screening in engineered human
tumor cells. Cancer Cell 3: 285–296.

Downward J. 2015. RAS synthetic lethal screens revisited:
Still seeking the elusive prize? Clin Cancer Res 21:
1802–1809.

Ebi H, Corcoran RB, Singh A, Chen Z, Song Y, Lifshits E,
RyanDP,Meyerhardt JA, Benes C, Settleman J, et al. 2011.
Receptor tyrosine kinases exert dominant control over
PI3K signaling in human KRAS mutant colorectal can-
cers. J Clin Invest 121: 4311–4321.

Ebi H, Faber AC, Engelman JA, Yano S. 2014. Not just
gRASping atflaws: Finding vulnerabilities to develop nov-
el therapies for treating KRASmutant cancers.Cancer Sci
105: 499–505.

Engelman JA, Chen L, Tan X, Crosby K, Guimaraes AR,
Upadhyay R, Maira M, McNamara K, Perera SA, Song
Y, et al. 2008. Effective use of PI3K andMEK inhibitors to
treat mutant Kras G12D and PIK3CA H1047R murine
lung cancers. Nat Med 14: 1351–1356.

Eser S, Reiff N,MesserM, Seidler B, Gottschalk K, DoblerM,
Hieber M, Arbeiter A, Klein S, Kong B, et al. 2013. Selec-
tive requirement of PI3K/PDK1 signaling for Kras onco-
gene-driven pancreatic cell plasticity and cancer. Cancer
cell 23: 406–420.

Faber AC, Coffee EM, Costa C, Dastur A, Ebi H, Hata AN,
Yeo AT, Edelman EJ, Song Y, Tam AT, et al. 2014. mTOR
inhibition specifically sensitizes colorectal cancers with
KRAS or BRAF mutations to BCL-2/BCL-XL inhibition
by suppressing MCL-1. Cancer Discov 4: 42–52.

Farmer H, McCabe N, Lord CJ, Tutt AN, Johnson DA, Rich-
ardson TB, Santarosa M, Dillon KJ, Hickson I, Knights C,
et al. 2005. Targeting the DNA repair defect in BRCA
mutant cells as a therapeutic strategy.Nature 434:917–921.

Frohling S, Scholl C. 2011. STK33 kinase is not essential in
KRAS-dependent cells—Letter. Cancer Res 71: 7716; au-
thor reply 7717.

Fukuda A,Wang SC,Morris JPt, Folias AE, Liou A, KimGE,
Akira S, Boucher KM, FirpoMA, Mulvihill SJ, et al. 2011.
Stat3 and MMP7 contribute to pancreatic ductal adeno-
carcinoma initiation and progression. Cancer Cell 19:
441–455.

Garnett MJ, Edelman EJ, Heidorn SJ, Greenman CD, Dastur
A, Lau KW, Greninger P, Thompson IR, Luo X, Soares J,
et al. 2012. Systematic identification of genomic markers
of drug sensitivity in cancer cells. Nature 483: 570–575.

Genovese G, Carugo A, Tepper J, Robinson FS, Li L, Svelto
M, Nezi L, Corti D, Minelli R, Pettazzoni P, et al. 2017.
Synthetic vulnerabilities of mesenchymal subpopulations
in pancreatic cancer. Nature 542: 362–366.

Gilbert LA, Horlbeck MA, Adamson B, Villalta JE, Chen Y,
WhiteheadEH,GuimaraesC, PanningB, PloeghHL, Bas-
sikMC, et al. 2014.Genome-scale CRISPR-mediated con-
trol of gene repression and activation. Cell 159: 647–661.

Grabocka E, Pylayeva-Gupta Y, Jones MJ, Lubkov V, Yema-
naberhan E, Taylor L, Jeng HH, Bar-Sagi D. 2014. Wild-
type H- and N-Ras promote mutant K-Ras-driven tu-

Synthetic Lethal Vulnerabilities in KRAS-Mutant Cancers

Cite this article as Cold Spring Harb Perspect Med 2018;8:a031518 15

w
w

w
.p

er
sp

ec
ti

ve
si

n
m

ed
ic

in
e.

o
rg



morigenesis by modulating the DNA damage response.
Cancer cell 25: 243–256.

Grabocka E, Commisso C, Bar-Sagi D. 2015. Molecular
pathways: Targeting the dependence of mutant RAS can-
cers on the DNA damage response. Clin Cancer Res 21:
1243–1247.

Guo JY, Chen HY, Mathew R, Fan J, Strohecker AM, Karsli-
UzunbasG, Kamphorst JJ, ChenG, Lemons JM, Karantza
V, et al. 2011. Activated Ras requires autophagy to main-
tain oxidative metabolism and tumorigenesis. Genes Dev
25: 460–470.

Hamad NM, Elconin JH, Karnoub AE, Bai W, Rich JN,
Abraham RT, Der CJ, Counter CM. 2002. Distinct re-
quirements for Ras oncogenesis in human versus mouse
cells. Genes Dev 16: 2045–2057.

Han K, Jeng EE, Hess GT, Morgens DW, Li A, Bassik MC.
2017. Synergistic drug combinations for cancer identified
in a CRISPR screen for pairwise genetic interactions. Nat
Biotechnol 35: 463–474.

Hart T, Chandrashekhar M, Aregger M, Steinhart Z, Brown
KR, MacLeod G, Mis M, Zimmermann M, Fradet-Tur-
cotte A, Sun S, et al. 2015. High-resolution CRISPR
screens reveal fitness genes and genotype-specific cancer
liabilities. Cell 163: 1515–1526.

Hayes TK, Neel NF, Hu C, Gautam P, Chenard M, Long B,
Aziz M, Kassner M, Bryant KL, Pierobon M, et al. 2016.
Long-term ERK inhibition in KRAS-mutant pancreatic
cancer is associated with MYC degradation and senes-
cence-like growth suppression. Cancer Cell 29: 75–89.

Hofer F, Fields S, Schneider C, Martin GS. 1994. Activated
Ras interacts with the Ral guanine nucleotide dissociation
stimulator. Proc Natl Acad Sci 91: 11089–11093.

Infante JR, Fecher LA, FalchookGS,Nallapareddy S,Gordon
MS, Becerra C, DeMarini DJ, Cox DS, Xu Y,Morris SR, et
al. 2012. Safety, pharmacokinetic, pharmacodynamic,
and efficacy data for the oral MEK inhibitor trametinib:
A phase 1 dose-escalation trial. LancetOncol 13: 773–781.

Infante JR, Papadopoulos KP, Bendell JC, Patnaik A, Burris
HA III, RascoD, Jones SF, Smith L, CoxDS,DuranteM, et
al. 2013. A phase 1b study of trametinib, an oral Mitogen-
activated protein kinase kinase (MEK) inhibitor, in com-
bination with gemcitabine in advanced solid tumours.
Eur J Cancer 49: 2077–2085.

KaelinWG Jr. 2005. The concept of synthetic lethality in the
context of anticancer therapy.Nat Rev Cancer 5: 689–698.

KapoorA, YaoW, YingH,Hua S, LiewenA,WangQ, Zhong
Y, Wu CJ, Sadanandam A, Hu B, et al. 2014. Yap1 acti-
vation enables bypass of oncogenic Kras addiction in
pancreatic cancer. Cell 158: 185–197.

Karreth FA, Frese KK, DeNicola GM, Baccarini M, Tuveson
DA. 2011. C-Raf is required for the initiation of lung
cancer by K-RasG12D. Cancer Discov 1: 128–136.

Kikuchi A, Demo SD, Ye ZH, Chen YW,Williams LT. 1994.
ralGDS family members interact with the effector loop of
ras p21. Mol Cell Biol 14: 7483–7491.

Kim HS, Mendiratta S, Kim J, Pecot CV, Larsen JE, Zubo-
vych I, Seo BY, Kim J, Eskiocak B, Chung H, et al. 2013.
Systematic identification of molecular subtype-selective
vulnerabilities in non-small-cell lung cancer. Cell 155:
552–566.

Kim J, McMillan E, Kim HS, Venkateswaran N, Makkar G,
Rodriguez-Canales J, Villalobos P, Neggers JE, Mendi-
ratta S,Wei S, et al. 2016. XPO1-dependent nuclear export
is a druggable vulnerability in KRAS-mutant lung cancer.
Nature 538: 114–117.

Kitajima S, Thummalapalli R, Barbie DA. 2016. Inflamma-
tion as a driver and vulnerability of KRAS mediated on-
cogenesis. Semin Cell Dev Biol 58: 127–135.

Koike-Yusa H, Li Y, Tan EP, Velasco-Herrera Mdel C, Yusa
K. 2014. Genome-wide recessive genetic screening in
mammalian cells with a lentiviral CRISPR-guide RNA
library. Nat Biotechnol 32: 267–273.

Kumar MS, Hancock DC, Molina-Arcas M, Steckel M, East
P, Diefenbacher M, Armenteros-Monterroso E, Lassailly
F, Matthews N, Nye E, et al. 2012. The GATA2 transcrip-
tional network is requisite for RAS oncogene-driven non-
small-cell lung cancer. Cell 149: 642–655.

LambaS,RussoM,SunC,LazzariL,CancelliereC,Grernrum
W, Lieftink C, Bernards R, Di Nicolantonio F, Bardelli A.
2014. RAF suppression synergizeswithMEK inhibition in
KRAS mutant cancer cells. Cell Rep 8: 1475–1483.

Lee HJ, Zhuang G, Cao Y, Du P, Kim HJ, Settleman J. 2014.
Drug resistance via feedback activation of Stat3 in onco-
gene-addicted cancer cells. Cancer Cell 26: 207–221.

LesinaM, KurkowskiMU, Ludes K, Rose-John S, TreiberM,
Kloppel G, Yoshimura A, ReindlW, Sipos B, Akira S, et al.
2011. Stat3/Socs3 activation by IL-6 transsignaling pro-
motes progression of pancreatic intraepithelial neoplasia
and development of pancreatic cancer. Cancer Cell 19:
456–469.

Lim KH, Baines AT, Fiordalisi JJ, Shipitsin M, Feig LA, Cox
AD, Der CJ, Counter CM. 2005. Activation of RalA is
critical for Ras-induced tumorigenesis of human cells.
Cancer Cell 7: 533–545.

Lin L, Sabnis AJ, Chan E, Olivas V, Cade L, Pazarentzos E,
Asthana S, Neel D, Yan JJ, Lu X, et al. 2015. The Hippo
effector YAP promotes resistance to RAF- and MEK-tar-
geted cancer therapies. Nat Genet 47: 250–256.

Ling J, Kang Y, Zhao R, Xia Q, Lee DF, Chang Z, Li J, Peng
B, Fleming JB, Wang H, et al. 2012. KrasG12D-induced
IKK2/β/NF-κB activation by IL-1α and p62 feedforward
loops is required for development of pancreatic ductal
adenocarcinoma. Cancer Cell 21: 105–120.

Lock R, Roy S, Kenific CM, Su JS, Salas E, Ronen SM, Deb-
nath J. 2011. Autophagy facilitates glycolysis during Ras-
mediated oncogenic transformation. Mol Biol Cell 22:
165–178.

Lord CJ, Ashworth A. 2017. PARP inhibitors: Synthetic le-
thality in the clinic. Science 355: 1152–1158.

Luo B, Cheung HW, Subramanian A, Sharifnia T, Okamoto
M, Yang X, Hinkle G, Boehm JS, Beroukhim R, Weir BA,
et al. 2008. Highly parallel identification of essential genes
in cancer cells. Proc Natl Acad Sci 105: 20380–20385.

Luo J, Emanuele MJ, Li D, Creighton CJ, Schlabach MR,
Westbrook TF, Wong KK, Elledge SJ. 2009a. A genome-
wide RNAi screen identifies multiple synthetic lethal in-
teractions with the Ras oncogene. Cell 137: 835–848.

Luo J, Solimini NL, Elledge SJ. 2009b. Principles of cancer
therapy: Oncogene and non-oncogene addiction. Cell
136: 823–837.

A.J. Aguirre and W.C. Hahn

16 Cite this article as Cold Spring Harb Perspect Med 2018;8:a031518

w
w

w
.p

er
sp

ec
ti

ve
si

n
m

ed
ic

in
e.

o
rg



Luo T, Masson K, Jaffe JD, Silkworth W, Ross NT, Scherer
CA, Scholl C, Frohling S, Carr SA, Stern AM, et al. 2012.
STK33 kinase inhibitor BRD-8899 has no effect on
KRAS-dependent cancer cell viability. Proc Natl Acad
Sci 109: 2860–2865.

Manchado E, Weissmueller S, Morris JPt, Chen CC, Wul-
lenkord R, LujambioA, de Stanchina E, Poirier JT, Gainor
JF, Corcoran RB, et al. 2016. A combinatorial strategy for
treatingKRAS-mutant lung cancer.Nature 534: 647–651.

Marcotte R, Brown KR, Suarez F, Sayad A, Karamboulas K,
Krzyzanowski PM, Sircoulomb F, Medrano M, Fedyshyn
Y, Koh JL, et al. 2012. Essential gene profiles in breast,
pancreatic, and ovarian cancer cells. Cancer Discov 2:
172–189.

Marcotte R, SayadA, BrownKR, Sanchez-Garcia F, Reimand
J, HaiderM, VirtanenC, Bradner JE, Bader GD,Mills GB,
et al. 2016. Functional genomic landscape of human
breast cancer drivers, vulnerabilities, and resistance. Cell
164: 293–309.

Mayers JR, Torrence ME, Danai LV, Papagiannakopoulos T,
Davidson SM, Bauer MR, Lau AN, Ji BW, Dixit PD, Ho-
sios AM, et al. 2016. Tissue of origin dictates branched-
chain amino acidmetabolism inmutant Kras-driven can-
cers. Science 353: 1161–1165.

McLornan DP, List A, Mufti GJ. 2014. Applying synthetic
lethality for the selective targeting of cancer.NEngl J Med
371: 1725–1735.

Meylan E, Dooley AL, Feldser DM, Shen L, Turk E, Ouyang
C, Jacks T. 2009. Requirement for NF-κB signalling in a
mouse model of lung adenocarcinoma. Nature 462: 104–
107.

Molina-Arcas M, Hancock DC, Sheridan C, Kumar MS,
Downward J. 2013. Coordinate direct input of both
KRAS and IGF1 receptor to activation of PI3 kinase in
KRAS-mutant lung cancer. Cancer Discov 3: 548–563.

Moodie SA, Willumsen BM, Weber MJ, Wolfman A. 1993.
Complexes of Ras.GTP with Raf-1 andmitogen-activated
protein kinase kinase. Science 260: 1658–1661.

Morgan-Lappe SE, Tucker LA, Huang X, Zhang Q, Sarthy
AV, Zakula D, Vernetti L, SchurdakM,Wang J, Fesik SW.
2007. Identification of Ras-related nuclear protein, target-
ing protein for xenopus kinesin-like protein 2, and
stearoyl-CoA desaturase 1 as promising cancer targets
from an RNAi-based screen. Cancer Res 67: 4390–4398.

Ngo VN, Davis RE, Lamy L, Yu X, Zhao H, Lenz G, Lam LT,
Dave S, Yang L, Powell J, et al. 2006. A loss-of-function
RNA interference screen for molecular targets in cancer.
Nature 441: 106–110.

Papke B, Der CJ. 2017. Drugging RAS: Know the enemy.
Science 355: 1158–1163.

Parnas O, JovanovicM, Eisenhaure TM,Herbst RH, Dixit A,
Ye CJ, Przybylski D, Platt RJ, Tirosh I, Sanjana NE, et al.
2015.A genome-wideCRISPR screen in primary immune
cells to dissect regulatory networks. Cell 162: 675–686.

Podsypanina K, Politi K, Beverly LJ, Varmus HE. 2008. On-
cogene cooperation in tumor maintenance and tumor
recurrence in mouse mammary tumors induced by Myc
and mutant Kras. Proc Natl Acad Sci 105: 5242–5247.

Prahallad A, Heynen GJ, Germano G, Willems SM, Evers B,
Vecchione L, Gambino V, Lieftink C, Beijersbergen RL,
Di Nicolantonio F, et al. 2015. PTPN11 Is a central node

in intrinsic and acquired resistance to targeted cancer
drugs. Cell Rep 12: 1978–1985.

Puyol M, Martin A, Dubus P, Mulero F, Pizcueta P, Khan G,
Guerra C, Santamaria D, Barbacid M. 2010. A synthetic
lethal interaction between K-Ras oncogenes and Cdk4
unveils a therapeutic strategy for non-small-cell lung car-
cinoma. Cancer Cell 18: 63–73.

Pylayeva-Gupta Y, Grabocka E, Bar-Sagi D. 2011. RAS on-
cogenes: Weaving a tumorigenic web.Nat Rev Cancer 11:
761–774.

Rodriguez-Viciana P,Warne PH, DhandR, Vanhaesebroeck
B, Gout I, Fry MJ, Waterfield MD, Downward J. 1994.
Phosphatidylinositol-3-OH kinase as a direct target of
Ras. Nature 370: 527–532.

Rosenbluh J, Mercer J, Shrestha Y, Oliver R, Tamayo P,
Doench JG, Tirosh I, Piccioni F, Hartenian E, Horn H,
et al. 2016. Genetic and proteomic interrogation of lower
confidence candidate genes reveals signaling networks in
β-catenin-active cancers. Cell Syst 3: 302–316 e304.

RyanMB,Der CJ,Wang-GillamA, CoxAD. 2015. Targeting
RAS-mutant cancers: Is ERK the key? Trends Cancer 1:
183–198.

Sachs N, Clevers H. 2014. Organoid cultures for the analysis
of cancer phenotypes. Curr Opin Genet Dev 24: 68–73.

Sarthy AV, Morgan-Lappe SE, Zakula D, Vernetti L, Schur-
dakM, Packer JC, AndersonMG, Shirasawa S, Sasazuki T,
Fesik SW. 2007. Survivin depletion preferentially reduces
the survival of activated K-Ras-transformed cells. Mol
Cancer Therapeut 6: 269–276.

Scholl C, Frohling S, Dunn IF, Schinzel AC, Barbie DA, Kim
SY, Silver SJ, Tamayo P,Wadlow RC, Ramaswamy S, et al.
2009. Synthetic lethal interaction between oncogenic
KRAS dependency and STK33 suppression in human
cancer cells. Cell 137: 821–834.

Shalem O, Sanjana NE, Hartenian E, Shi X, Scott DA, Mik-
kelsen TS, Heckl D, Ebert BL, Root DE, Doench JG, et al.
2014. Genome-scale CRISPR-Cas9 knockout screening in
human cells. Science 343: 84–87.

Shalem O, Sanjana NE, Zhang F. 2015. High-throughput
functional genomics using CRISPR-Cas9. Nat Rev Genet
16: 299–311.

Shao DD, Tsherniak A, Gopal S, Weir BA, Tamayo P, Stran-
sky N, Schumacher SE, Zack TI, Beroukhim R, Garraway
LA, et al. 2013. ATARiS: Computational quantification of
gene suppression phenotypes from multisample RNAi
screens. Genome Res 23: 665–678.

Shao DD, Xue W, Krall EB, Bhutkar A, Piccioni F, Wang X,
Schinzel AC, Sood S, Rosenbluh J, Kim JW, et al. 2014.
KRAS and YAP1 converge to regulate EMT and tumor
survival. Cell 158: 171–184.

ShawAT,WinslowMM,MagendantzM,Ouyang C,Dowdle
J, Subramanian A, Lewis TA, Maglathin RL, Tolliday N,
Jacks T. 2011. Selective killing of K-rasmutant cancer cells
by small molecule inducers of oxidative stress. Proc Natl
Acad Sci 108: 8773–8778.

Singh A, Greninger P, Rhodes D, Koopman L, Violette S,
Bardeesy N, Settleman J. 2009. A gene expression signa-
ture associated with “K-Ras addiction” reveals regulators
of EMT and tumor cell survival. Cancer Cell 15: 489–500.

Singh A, Sweeney MF, Yu M, Burger A, Greninger P, Benes
C, Haber DA, Settleman J. 2012. TAK1 inhibition pro-

Synthetic Lethal Vulnerabilities in KRAS-Mutant Cancers

Cite this article as Cold Spring Harb Perspect Med 2018;8:a031518 17

w
w

w
.p

er
sp

ec
ti

ve
si

n
m

ed
ic

in
e.

o
rg



motes apoptosis in KRAS-dependent colon cancers. Cell
148: 639–650.

Sjolander A, Yamamoto K, Huber BE, Lapetina EG. 1991.
Association of p21ras with phosphatidylinositol 3-kinase.
Proc Natl Acad Sci 88: 7908–7912.

Son J, Lyssiotis CA, Ying H, Wang X, Hua S, Ligorio M,
Perera RM, Ferrone CR, Mullarky E, Shyh-Chang N, et
al. 2013. Glutamine supports pancreatic cancer growth
through a KRAS-regulated metabolic pathway. Nature
496: 101–105.

Spaargaren M, Bischoff JR. 1994. Identification of the gua-
nine nucleotide dissociation stimulator for Ral as a puta-
tive effector molecule of R-ras, H-ras, K-ras, and Rap.
Proc Natl Acad Sci 91: 12609–12613.

Steckel M, Molina-Arcas M, Weigelt B, Marani M, Warne
PH, KuznetsovH, Kelly G, Saunders B, Howell M, Down-
ward J, et al. 2012. Determination of synthetic lethal in-
teractions in KRAS oncogene-dependent cancer cells re-
veals novel therapeutic targeting strategies. Cell Res 22:
1227–1245.

Stephen AG, Esposito D, Bagni RK, McCormick F. 2014.
Dragging Ras back in the ring. Cancer Cell 25: 272–281.

Tsherniak A, Vazquez F, Montgomery PG, Weir BA, Kryu-
kov G, Cowley GS, Gill S, HarringtonWF, Pantel S, Krill-
Burger JM, et al. 2017. Defining a cancer dependency
map. Cell 170: 564-576.e16.

Viale A, Pettazzoni P, Lyssiotis CA, Ying H, Sanchez N,
Marchesini M, Carugo A, Green T, Seth S, Giuliani V,
et al. 2014. Oncogene ablation-resistant pancreatic cancer
cells depend on mitochondrial function. Nature 514:
628–632.

Vicent S, ChenR, Sayles LC, LinC,Walker RG,Gillespie AK,
Subramanian A, Hinkle G, Yang X, Saif S, et al. 2010.
Wilms tumor 1 (WT1) regulates KRAS-driven oncogen-
esis and senescence in mouse and human models. J Clin
Invest 120: 3940–3952.

Vojtek AB, Hollenberg SM, Cooper JA. 1993. Mammalian
Ras interacts directly with the serine/threonine kinase
Raf. Cell 74: 205–214.

Wang Y, Ngo VN,Marani M, Yang Y, Wright G, Staudt LM,
Downward J. 2010. Critical role for transcriptional repres-
sor Snail2 in transformation by oncogenic RAS in colo-
rectal carcinoma cells. Oncogene 29: 4658–4670.

Wang T, Wei JJ, Sabatini DM, Lander ES. 2014. Genetic
screens in human cells using the CRISPR-Cas9 system.
Science 343: 80–84.

Wang T, Birsoy K, Hughes NW, Krupczak KM, Post Y, Wei
JJ, Lander ES, Sabatini DM. 2015. Identification and char-
acterization of essential genes in the human genome. Sci-
ence 350: 1096–1101.

Wang T, Yu H, Hughes NW, Liu B, Kendirli A, Klein K,
Chen WW, Lander ES, Sabatini DM. 2017. Gene essenti-
ality profiling reveals gene networks and synthetic lethal
interactions with oncogenic Ras. Cell 168: 890–903 e815.

Warne PH, Viciana PR, Downward J. 1993. Direct interac-
tion of Ras and the amino-terminal region of Raf-1 in
vitro. Nature 364: 352–355.

Winter GE, Buckley DL, Paulk J, Roberts JM, Souza A, Dhe-
Paganon S, Bradner JE. 2015. DRUG DEVELOPMENT.
Phthalimide conjugation as a strategy for in vivo target
protein degradation. Science 348: 1376–1381.

Yagoda N, von Rechenberg M, Zaganjor E, Bauer AJ, Yang
WS, Fridman DJ, Wolpaw AJ, Smukste I, Peltier JM, Bo-
niface JJ, et al. 2007. RAS-RAF-MEK-dependent oxida-
tive cell death involving voltage-dependent anion chan-
nels. Nature 447: 864–868.

Yan C, Liu D, Li L, Wempe MF, Guin S, Khanna M, Meier J,
Hoffman B, Owens C, Wysoczynski CL, et al. 2014. Dis-
covery and characterization of small molecules that target
the GTPase Ral. Nature 515: 443–447.

Yang WS, Stockwell BR. 2008. Synthetic lethal screening
identifies compounds activating iron-dependent, non-
apoptotic cell death in oncogenic-RAS-harboring cancer
cells. Chem Biol 15: 234–245.

Yang S,WangX, ContinoG, LiesaM, Sahin E, YingH, Bause
A, Li Y, Stommel JM, Dell’antonio G, et al. 2011. Pancre-
atic cancers require autophagy for tumor growth. Genes
Dev 25: 717–729.

Yang A, Rajeshkumar NV, Wang X, Yabuuchi S, Alexander
BM, Chu GC, Von Hoff DD, Maitra A, Kimmelman AC.
2014. Autophagy is critical for pancreatic tumor growth
and progression in tumors with p53 alterations. Cancer
Discov 4: 905–913.

Ying H, Kimmelman AC, Lyssiotis CA, Hua S, Chu GC,
Fletcher-Sananikone E, Locasale JW, Son J, Zhang H, Co-
loff JL, et al. 2012. Oncogenic Kras maintains pancreatic
tumors through regulation of anabolic glucose metabo-
lism. Cell 149: 656–670.

YuanTL, FellmannC, LeeCS, Ritchie CD,ThaparV, Lee LC,
Hsu DJ, Grace D, Carver JO, Zuber J, et al. 2014. Devel-
opment of siRNA payloads to target KRAS-mutant can-
cer. Cancer Discov 4: 1182–1197.

Yun J, Mullarky E, Lu C, Bosch KN, Kavalier A, Rivera K,
Roper J, Chio II, Giannopoulou EG, Rago C, et al. 2015.
Vitamin C selectively kills KRAS and BRAF mutant co-
lorectal cancer cells by targeting GAPDH. Science 350:
1391–1396.

Zender L, Xue W, Zuber J, Semighini CP, Krasnitz A, Ma B,
Zender P, Kubicka S, Luk JM, Schirmacher P, et al. 2008.
An oncogenomics-based in vivo RNAi screen identifies
tumor suppressors in liver cancer. Cell 135: 852–864.

Zhang XF, Settleman J, Kyriakis JM, Takeuchi-Suzuki E,
Elledge SJ, Marshall MS, Bruder JT, Rapp UR, Avruch J.
1993. Normal and oncogenic p21ras proteins bind to the
amino-terminal regulatory domain of c-Raf-1. Nature
364: 308–313.

Zhang W, Nandakumar N, Shi Y, Manzano M, Smith A,
Graham G, Gupta S, Vietsch EE, Laughlin SZ, Wadhwa
M, et al. 2014. Downstream of mutant KRAS, the tran-
scription regulator YAP is essential for neoplastic pro-
gression to pancreatic ductal adenocarcinoma. Sci Signal
7: ra42.

Zhao Y, Adjei AA. 2014. The clinical development of MEK
inhibitors. Nat Rev Clin Oncol 11: 385–400.

Zhu Z, Aref AR, Cohoon TJ, Barbie TU, Imamura Y, Yang S,
Moody SE, Shen RR, Schinzel AC, Thai TC, et al. 2014.
Inhibition of KRAS-driven tumorigenicity by interrup-
tion of an autocrine cytokine circuit. Cancer Discov 4:
452–465.

Zuber J, Shi J, Wang E, Rappaport AR, Herrmann H, Sison
EA, Magoon D, Qi J, Blatt K, Wunderlich M, et al. 2011.
RNAi screen identifies Brd4 as a therapeutic target in
acute myeloid leukaemia. Nature 478: 524–528.

A.J. Aguirre and W.C. Hahn

18 Cite this article as Cold Spring Harb Perspect Med 2018;8:a031518

w
w

w
.p

er
sp

ec
ti

ve
si

n
m

ed
ic

in
e.

o
rg



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


