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Simple Summary: Poly(ADP-ribose) polymerase (PARP) inhibitors, which are medications approved
to treat various solid tumors, including breast, prostate, ovarian, and prostate cancers, are being
examined in hematological malignancies. This review summarizes the potential role of PARP in-
hibitors in the treatment of myeloid diseases, particularly acute myeloid leukemia (AML). We review
ongoing clinical studies investigating the safety and efficacy of PARP inhibitors in the treatment of
AML, focusing on specific molecular and genetic AML subgroups that could be particularly sensitive
to PARP inhibitor treatment. We also discuss reports describing an increased risk of treatment-related
myeloid neoplasms in patients receiving PARP inhibitors for solid tumors.

Abstract: Despite recent discoveries and therapeutic advances in aggressive myeloid neoplasms,
there remains a pressing need for improved therapies. For instance, in acute myeloid leukemia
(AML), while most patients achieve a complete remission with conventional chemotherapy or the
combination of a hypomethylating agent and venetoclax, de novo or acquired drug resistance often
presents an insurmountable challenge, especially in older patients. Poly(ADP-ribose) polymerase
(PARP) enzymes, PARP1 and PARP2, are involved in detecting DNA damage and repairing it through
multiple pathways, including base excision repair, single-strand break repair, and double-strand
break repair. In the context of AML, PARP inhibitors (PARPi) could potentially exploit the frequently
dysfunctional DNA repair pathways that, similar to deficiencies in homologous recombination
in BRCA-mutant disease, set the stage for cell killing. PARPi appear to be especially effective in
AML with certain gene rearrangements and molecular characteristics (RUNX1-RUNX1T1 and PML-
RARA fusions, FLT3- and IDH1-mutated). In addition, PARPi can enhance the efficacy of other
agents, particularly alkylating agents, TOP1 poisons, and hypomethylating agents, that induce
lesions ordinarily repaired via PARP1-dependent mechanisms. Conversely, emerging reports suggest
that long-term treatment with PARPi for solid tumors is associated with an increased incidence of
myelodysplastic syndrome (MDS) and AML. Here, we (i) review the pre-clinical and clinical data on
the role of PARPi, specifically olaparib, talazoparib, and veliparib, in aggressive myeloid neoplasms
and (ii) discuss the reported risk of MDS/AML with PARPi, especially as the indications for PARPi
use expand to include patients with potentially curable cancer.

Keywords: PARP inhibitors; acute myeloid leukemia; myelodysplastic syndrome; myeloid neo-
plasms; secondary malignancies; DNA damage repair; base excision repair; non-homologous end-
joining; synthetic lethality
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1. Introduction

Over the past decade, poly(ADP-ribose) polymerase (PARP) inhibitors (PARPi) have
been investigated extensively in solid tumors and approved for use in subsets of patients
with ovarian, breast, prostate, and pancreatic cancer [1–6]. These agents are especially
active in cells with impaired ability to repair DNA double-strand breaks (DSBs) through the
homologous recombination (HR) pathway, a high-fidelity repair pathway that is operative
in the S and G2 phases of the cell cycle [7,8]. Cells with HR deficiency (HRD), e.g., cells
with mutations in the tumor suppressors BRCA1 or BRCA2, have diminished HR-mediated
repair [9] and are more dependent on alternative, lower fidelity repair pathways such as
non-homologous end-joining (NHEJ) and alternative end-joining (alt-EJ) to prevent the
lethal effects of DSBs [10,11]. This lack of high fidelity DSB repair and reliance on alternative,
more error-prone pathways in HRD neoplasms sets the stage for the lethal effects of PARP
inhibitors (PARPi) in certain subtypes of breast, ovarian, and prostate cancer [7,8,12],
especially tumors with mutations or silencing of BRCA1/2, RAD51, RAD54, DSS1, RPA1,
NBS1, ATR, ATM, CHK1, CHK2, FANCD2, FANCA, or FANCC [12–15]. While the role of
PARPi has been explored in myeloid neoplasms, PARPi have not shown consistent benefit
and thus are not currently approved by the United States Food and Drugs Administration
(FDA) for these disorders. At the same time, reports have emerged detailing a higher
incidence of myeloid neoplasms in patients with solid tumors treated with PARPi [16–19].
Thus, PARPi appear to be a double-edged sword when it comes to myeloid neoplasms.

The PARP superfamily consists of 18 proteins encoded by different genes but sharing
a conserved C-terminal catalytic domain that transfers adenosine diphosphate (ADP)-
ribose moieties to various acceptors. Among those 18 PARP superfamily proteins, PARP1,
PARP2, and PARP3 can be stimulated by DNA strand breaks [20]. After binding to nicked
DNA through its N-terminal zinc fingers, PARP1, the most abundant of the superfamily
members, acts on the substrate nicotinamide adenine dinucleotide (NAD+) to transfer
ADP-ribose from nicotinamide to protein substrates [21], thereby leading to mono- or
poly(ADP-ribosyl)ation (PARylation) of multiple protein substrates involved in RNA
processing, DNA replication, transcription, and the DNA damage response (DDR) [22–24].
Much of the polymer is covalently bound to PARP1 itself. The poly(ADP-ribose) (pADPr)
polymers recruit hundreds of nuclear proteins, including additional DNA repair proteins
such as meiotic recombination 11 (MRE11) and Nijmegen breakage syndrome (NBS1),
to the SSBs [25]. The pADPr chains, which are highly negatively charged, also diminish
the affinity of PARP1 for DNA, resulting in dissociation of PARP1 that is mandatory for
completion of DNA repair [26,27]. In that capacity, PARPi have been shown to impair
repair via inhibition of pADPr formation and through trapping of lethal PARP-DNA
complexes [28].

Olaparib, the first FDA-approved PARPi, serves as a prototypical example of the
various clinical applications of this drug class. This agent is approved for patients with
germline BRCA-mutated, HER2-negative breast cancer in the metastatic setting [13]; for
advanced ovarian cancer as first-line maintenance therapy, with bevacizumab for HRD
tumors, and without bevacizumab in the context of germline or somatic BRCA muta-
tions [29,30]; as maintenance therapy for recurrent ovarian cancer after partial or complete
response to platinum-based therapy regardless of HR or BRCA status [18,31]; and as main-
tenance therapy for metastatic pancreatic cancer with germline BRCA mutations [32]. In
addition, olaparib is associated with prolonged imaging-based progression-free survival
and overall survival in men with metastatic castration-resistant prostate cancer with at
least one alteration in BRCA1, BRCA2, or ATM [33,34].

Conversely, BRCA1/2 and ATM mutations are not common in myeloid malignan-
cies [35]. However, many myeloid neoplasms possess dysregulated HR mechanisms,
defective DDR pathways, or chromosomal instability [36–42], suggesting the possibility
that PARPi might be active in these malignancies. The fact that chromosomal aberrations
are typically associated with chemotherapy resistance has suggested a subgroup of pa-
tients with acute leukemia in whom PARP inhibition might be most promising [43,44].
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Accordingly, there has been substantial interest in exploring the therapeutic potential of
PARP inhibition in various myeloid neoplasms, including acute myeloid leukemia (AML),
myelodysplastic syndrome (MDS), myeloproliferative neoplasms (MPN), and others. In
this review, we highlight (i) the preclinical data supporting the use of PARPi in myeloid
neoplasms, (ii) the current clinical experience using PARPi in myeloid diseases, and (iii) the
recent recognition of therapy-emergent myeloid neoplasms in patients with solid tumors
who were treated with PARPi.

2. Chemical Biology of PARP Inhibitors
2.1. Structure and Function of ADP-Ribosyltransferases

PARP1 is the founding member of the PARP family of proteins [20,45]. PARP1 is
an (ADP-ribosyl)transferase that catalyzes the transfer of multiple ADP-ribose units to
polypeptides using NAD+ as a substrate to generate pADPr polymers. This PARylation
of target proteins has been associated with a multitude of cellular processes, including
the maintenance of genomic integrity [46,47], regulation of gene transcription [48–50],
protein stabilization or degradation [51–53], and modulation of cellular metabolism [54,55].
However, the most widely recognized function of PARP1 is its role in the cellular response
to DNA damage as a mediator of base excision repair (BER) and HR [56–60].

PARP1 is a nuclear protein comprised of three functional domains (Figure 1): (1) an
N-terminal DNA-binding domain (DBD); (2) a central automodification domain (AD); and
(3) a C-terminal catalytic domain (CAT) [61,62]. The DBD contains three zinc finger motifs
(Zn) that facilitate the sequence-independent recognition of DNA single strand breaks
(SSBs) and DSBs [63,64]. The Zn1 and Zn2 domains are structural homologues that are
similar to the DBD of DNA polymerase III [65]. Despite their structural similarity, however,
Zn1 and Zn2 exhibit divergent biochemical activities. The Zn1 domain is responsible for
driving the activating conformational change in the CAT, as deletion of the Zn1 domain
ablates PARylation activity but preserves DNA binding affinity [66,67]. In contrast, the Zn2
domain is primarily responsible for high-affinity DNA interactions, as Zn2 deletion reduces
DNA-binding affinity but has minimal impact on the detection of pADPr polymers [67–69].
Meanwhile, the structurally distinct Zn3 domain collaborates with Zn1 and the conserved
Trp-Gly-Arg (WGR) motif in the CAT to bind to DSBs, interfacing with both the 3′- and 5′-
terminated DNA strands via sequence-independent interactions with the ribose-phosphate
backbone of the DNA [61,62].

The AD contains Lys and Glu residues that serve as ADP-ribose acceptors [66,70],
enabling the PARylation of PARP1 via both internal self-modification of monomeric PARP1
and trans-PARylation of dimeric PARP1 [62,67,71,72]. Modification of a third set of amino
acid sidechains (serine residues) [73] has been more recently described and appears to
occur predominantly when PARP1 is complexed with its binding partner HPF1 [74,75]. The
AD also contains a BRCA1 carboxy-terminal motif (BRCT) that facilitates the recruitment
of PAR-binding proteins and assembly of DNA repair machinery [76–78].

Finally, the CAT contains a distinct His-Tyr-Glu (HYE) motif, where the His and Tyr
residues position the NAD+ substrate in the orientation required for the Glu to catalyze
the ADP-ribose transfer to the accepting polypeptide [79,80]. Indeed, this HYE motif is
conserved across the PARP family members capable of performing true poly(ADP-ribose)
transfer, while loss of the Glu residue renders the enzyme capable of catalyzing only a
single mono(ADP-ribose) transfer event [81]. The essential WGR motif is also housed
within the CAT, where it binds to the 5′-terminus of the DNA break to extend the contacts
made by the Zn1 ‘base stacking loop’ [61].
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Figure 1. Structure and Function of PARP1. PARP1 comprises a DNA-binding domain (DBD), automodification domain
(AD), and catalytic domain (CAT). The DBD contains three zinc finger motifs (Zn) that recognize sites of DNA damage.
A nuclear localization signal (NLS) retains PARP1 within the nucleus. The AD contains a BRCA1 carboxy-terminal (BRCT)
domain that enables the recruitment and scaffolding of downstream proteins. The CAT houses a Trp-Gly-Arg (WGR) motif
that stabilizes DNA binding as well as the His-Tyr-Glu (HYE) catalytic triad. Once bound to DNA, a conformational change
activates the CAT to catalyze the poly(ADP)-ribosylation (PARylation) of PARP1 within the AD. PARylation proceeds
by transferring ADP-ribose moieties from nicotinamide adenine dinucleotide (NAD+) to the acceptor polypeptide. The
resulting pADPr chains recruit other DNA repair proteins; and PARylation of addition protein substrates helps elicit a
variety of actions related to DNA repair, genomic maintenance, transcription, and cell cycle progression. Abbreviations:
TOP1, DNA topoisomerase I; BER, base excision repair; HR, homologous recombination; Alt-EJ, alternative end-joining;
NHEJ, non-homologous end-joining. Figure adapted from Rouleau, M. et al. [82].

PARP1 has been most extensively studied in the context of DNA repair. PARP1 is
rapidly recruited to sites of SSBs and DSBs, where, upon binding to the damaged DNA, its
catalytic activity is increased up to 500-fold [62]. This drives the synthesis of long, branched
strands of PARP1-bound pADPr, which recruits other DNA repair proteins [61,83] such as
the scaffolding protein X-ray cross complementing protein 1 (XRCC1), which mediates BER,
as well as MRE11, which drives HR [25,57,58]. PARP1 also PARylates BRCA1 to further
regulate HR [78], competes with Ku proteins to suppress error-prone NHEJ [84], and is
essential for microhomology mediated repair via the alt-EJ pathway [85,86]. Finally, PARP1
plays a critical role in stabilizing replication forks that have stalled after encountering
obstructing DNA lesions [77,87]. Thus, PARP1 plays a multifaceted role in responding to
DNA damage.

Seventeen other PARP family members have been identified based on their structural
homology to PARP1 [45]. Of these, however, only six (PARPs 1-4 and tankyrases 1-2) are
thought to catalyze the formation of pADPr polymers, whereas the remainder perform only
mono(ADP-ribosyl)ation [45,82]. Thus, there are efforts to refer to the PARP family more
generally as ADP-ribosyl transferase diphtheria toxin-like (ARTD) proteins [88], although
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this nomenclature has not yet been universally adopted. As with PARP1, PARP2 and
PARP3 are DNA-dependent PARPs with roles in DNA repair. PARP2 binds damaged DNA,
catalyzes PARylation, and displays automodification properties similar to PARP1 [89]. It
also localizes to the nucleus, where it may account for the residual PARylation activity
seen in PARP1 deficient cells. PARP2 also collaborates with PARP1 to recruit XRCC1,
DNA polymerase β, and DNA ligase III to mediate BER [72]. PARP3 acts in concert
with PARP1/2 to respond to DSBs, stabilizes the mitotic spindle, and helps maintain
telomere integrity [90,91]. Importantly, due to the structural similarity between these
family members, PARPi exhibit substantial activity against each, and this promiscuity may
account for the varied biologic effects of these agents [92,93].

2.2. Proposed Mechanisms of Synthetic Lethality in HRD

Early work demonstrated that HR-deficient cells were exquisitely sensitive to PARP
inhibition [7,8]. In the absence of PARP1, replication forks stall and collapse upon en-
countering DNA SSBs, necessitating repair by HR [8]. In BRCA1/2-mutant cells with
defective HR machinery and inhibited PARP1, the collapsed replication forks become
largely irreparable, resulting in chromosomal instability, cell cycle arrest, and subsequent
apoptosis [7]. Similar results have since been observed with mutations in other DNA
repair proteins, including ataxia telangiectasia mutated (ATM) [94] and members of the
Fanconi anemia pathway [15]. Moreover, PARP inhibition sensitizes HR-competent cells to
certain types of DNA damage, highlighting the variegated roles of PARP in maintaining
genomic integrity [95,96]. Several models have been proposed to describe the observed
synthetic lethality between HR deficiency and PARP inhibition [97]: inhibition of BER,
PARP trapping on DNA, impaired recruitment of BRCA1, activation of NHEJ, inhibition
of alt-EJ, and destabilization of stalled replication forks. However, each model has its
limitations, and no single model fully explains the spectrum of PARPi activity. As such, the
true mechanism is likely multifactorial [10].

2.2.1. Inhibition of Base Excision Repair

PARPi were first thought to exert their cytotoxic efficacy in HR-deficient cells through
the inhibition of BER (Figure 2A). BER is the primary method by which cells repair DNA
SSBs, and PARP1 is essential for this process [56,98]. In the absence of PARP1, SSBs were
thought to be converted to DSBs and repaired by HR. HR-deficient cells are unable to
complete this “backup” repair step, forcing the DSBs to either be repaired by low-fidelity
processes such as NHEJ or be left unrepaired, leading to genomic instability and cell
death [99]. This mechanism was thought to be responsible for the synthetic lethality
observed when PARP is inhibited in HR-deficient cells and malignancies [7,8,100]. Critical
experiments, however, failed to support this model. While PARP1 is hyperactivated
in BRCA1/2-deficient cells, treating these cells with PARPi did not yield a detectable
accumulation of SSBs as was expected [101]. Moreover, while PARPi were clearly cytotoxic
to HR-deficient cells, knockdown of the protein immediately downstream of PARP1 in the
BER pathway—XRCC1—was not lethal, further suggesting an alternative mechanism [10].
Finally, neither the knock-down of PARP1 itself in HR-competent cells [28] nor its knock-
out in mice [57,102] was lethal. Collectively, these observations prompted investigators
to look further to find an explanation for the synthetic lethality of HR deficiency and
PARPi treatment.
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Figure 2. Proposed Mechanisms of Synthetic Lethality with PARP Inhibitors. (A) Inhibition of base excision repair (BER).
Under physiologic conditions, DNA single-strand breaks (SSBs) are repaired via BER in a process that depends on PARP
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enzymes. When PARP is inhibited, SSBs can be converted to double-strand breaks (DSBs), which can be repaired through
homologous recombination (HR). In cells with deficient HR mechanisms—such as inactivating mutations in BRCA1/2 or
RAD51—concurrent PARP inhibition renders the cells incapable of performing high-fidelity repair. Thus, DNA damage
accumulates, ultimately leading to cell death. (B) PARP trapping. PARP catalytic activity is required for the auto-modification
of PARP1 with covalently bound pADPr groups (PARylation). This automodification both recruits other proteins and
decreases the affinity of PARP for the damaged DNA. PARP inhibitors (PARPi) impair PARylation, rendering PARP1 and
PARP2 unable to efficiently dissociate from damaged DNA. This “traps” PARP on the DNA and impairs the recruitment
and assembly of downstream repair machinery. (C) Impaired BRCA1 recruitment. PARP is also present at sites of DSBs,
where PARP automodification recruits the BARD1/BRCA1 complex. By inhibiting PARylation, PARPi prevent effective
recruitment of BRCA1 and thus impede HR. (D) Activation of non-homologous end-joining (NHEJ). PARP automodification
favors HR by recruiting members of the MRN (MRE11, RAD51, NBS1) complex and BRCA1/2 proteins, which compete
with the proteins Ku70 and Ku80 that facilitate error-prone NHEJ. PARP inhibition derepresses NHEJ by preventing the
rapid recruitment of HR proteins and allowing recruitment of Ku70 and Ku80, thereby permitting error-prone NHEJ and
expediting the accumulation of lethal genomic alterations. (E) Defective Polθ recruitment. PARP1 activity recruits the MRN
complex and Polθ to promote microhomology-mediated repair via alternative end-joining. HR-deficient tumors are heavily
reliant on Polθ activity, and PARP inhibition impairs effective recruitment to DSBs. (F) Destabilization of stalled replication
forks (RFs). BRCA2 helps stabilize and rescue stalled RFs by enabling homology-driven repair to bypass the obstructing
lesion. Loss of BRCA2 leads to reliance on PARP activity for stabilization of stalled RFs. PARPi prevent this stabilization to
promote PTIP (PAX transcription activation domain interacting protein) and MRE11-mediated RF resection and genomic
instability. The final common pathway of all mechanisms is the accumulation of unrepaired DNA damage, resultant loss of
genomic integrity, and ultimately, cell death.

2.2.2. PARP Trapping

The observed synergy between PARPi and DNA-damaging agents suggests that
PARP1 becomes “trapped” at DNA lesions (Figure 2B) [28,103,104]. The Zn1 and Zn2
domains of native PARP1 have a high affinity for exposed nucleotide bases and contiguous
regions of phosphate backbone, common features at sites of DNA damage [61,67]. Upon
binding to DNA, PARP1 undergoes a conformation change that increases the activity
of the catalytic domain up to 500-fold, facilitating the auto-PARylation of DNA-bound
PARP1 [62,82]. This automodification simultaneously recruits downstream DNA repair
proteins and decreases PARP1’s affinity for the damaged DNA, allowing the recruited
repair proteins to bind to the DNA lesion and displace PARP1 [27,58,72,98,105]. Because
PARPi inhibit auto-PARylation, they preserve the high affinity PARP1–DNA interaction
and leave PARP1 trapped at the DNA lesion, where it sterically inhibits the binding of
subsequent repair proteins. This notion is supported by experiments demonstrating that
overexpression of the isolated DNA binding domain of PARP1 (in the absence of the
catalytic domain) potentiates alkylation-induced DNA damage [106,107]. Moreover, PARP
trapping was demonstrated to be more cytotoxic than inhibition of BER through PARP
knockdown, indicating that the presence of PARP1 is required to realize the full cytotoxicity
of PARP inhibition in HR-competent cells [28]. In contrast, PARP1 knockdown is sufficient
to induce lethality in BRCA1/2-deficient cells—an observation that casts doubt on PARP
trapping as the sole explanation for cytotoxicity of PARPi in HR-deficient cells [7,10].

2.2.3. Impaired Recruitment of BRCA1

In response to DSBs, a serine residue of the histone protein H2AX becomes rapidly
phosphorylated to form γH2AX [108]. While it was originally thought that BRCA1 was
recruited to DSBs by γH2AX, subsequent studies revealed that γH2AX serves primarily to
stabilize BRCA1 at DSBs rather than recruit it [109]. Instead, BRCA1 forms a heterodimer
with the PAR-binding protein BARD1, which facilitates BRCA1 recruitment at sites of
PARylation [76]. Thus, when BRCA1-mutant cells are exposed to PARPi, both BRCA1
recruitment and stabilization at the site of DNA damage are impaired (Figure 2C). While
this model provides a rationale for the exquisite efficacy of PARPi in cells with certain
BRCA1 mutations, it is not likely to account for the efficacy of PARPi in cells with mutational
deficits in other components of the HR machinery [76].
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2.2.4. Activation of NHEJ

NHEJ is an error-prone method of repairing DSBs when HR cannot be utilized and is
associated with high rates of mutations and chromosomal translocations [110]. PARP1 has
been shown to localize to sites of DSBs, where it recruits the MRN complex—composed
of MRE11, RAD50, and NBS1—and BRCA proteins [11,87]. This recruitment competes
with the assembly of proteins that would otherwise drive NHEJ, such as Ku70, Ku80, and
the DNA-dependent protein kinase (DNA-PK) complex (Figure 2D) [84,111]. Accordingly,
PARP1/2 null cells exhibit reduced levels of HR and enhanced levels of NHEJ [112].
Similarly, deficiencies in other DSB repair pathways, such as the alternative end-joining
pathway that relies up on polymerase θ, also confer sensitivity to PARPi, presumably by
forcing repair through NHEJ [113]. Moreover, inactivation of NHEJ confers resistance to
PARPi in HR-deficient cells [10,114]. However, this model does not account for the source
of DNA damage that would be needed to produce the DSBs that drive PARPi sensitivity.

2.2.5. Inhibition of Alt-EJ

Alt-EJ—also known as microhomology-mediated end-joining (MMEJ)—uses small
regions of 15–100 nucleotide overhangs to repair DSBs [110]. Alt-EJ is an incompletely
understood mechanism of DNA repair that requires DNA polymerase θ (Polθ), the MRN
complex, and likely PARP1 [85]. As in HR, PARP1 and the MRN complex compete with Ku
proteins for broken DNA ends. When possible, the MRN complex processes the exposed
DNA ends to generate short regions of microhomologous overhangs [110]. PARP1 activity
also recruits Polθ [115], which stabilizes the annealing of microhomologous regions, fills
the resected gaps, and enables ligation by DNA ligase I or III [116]. HR deficient cells are
reliant on Polθ and the alt-EJ pathway for survival, and loss of both the HR and alt-EJ
pathways in vivo resulted in embryonic lethality in Fancd2−/−Polq−/− mice [113]. Moreover,
HR-deficient cells are sensitive to Polθ depletion or inhibition both in vitro and in vivo,
and exquisite synergy is seen with simultaneous PARP inhibition [113,117]. Indeed, in a
murine xenograft model of HR-deficient tumors with inducible Polθ deficiency, treatment
with PARPi both significantly reduced tumor volume and extended survival compared
to Polθ depletion alone [113]. Similar results were obtained using the small-molecule
inhibitor of Polθ, novobiocin, and the combination of novobiocin and olaparib continued to
exhibit synergistic efficacy even in HR deficient, PARPi-resistant murine xenografts [117].
Collectively, these data suggest that HR deficient tumors have increased dependence on
repair processes involving Polθ, which is recruited to DSBs by PARP1 (Figure 2E).

2.2.6. Destabilization of Stalled Replication Forks

In addition to their roles in DNA repair, both PARP1 and BRCA2 play critical roles in
restarting stalled replication forks (RFs) during periods of replication stress [118]. BRCA2
localizes to stalled replication forks, where it protects the nascent strand of DNA from degra-
dation by stabilizing filaments of RAD51 [119]. Separately, PARP1 also recognizes stalled
RFs, where it is presumed to generate pADPr polymers that recruit other repair proteins
and physically impair the binding of degradative exonucleases, such as MRE11 [120–122].
In the absence of BRCA2 or PARP1, however, nascent DNA strands are degraded by
MRE11 until the obstructing lesion has been resected, and the residual DNA is subject to
non-homologous repair [120]. Thus, according to this model shown in Figure 2F, BRCA2-
deficient cells are reliant upon PARP1 to stabilize stalled RFs [120], and treatment with
PARPi contributes to synthetic lethality by driving MRE11-dependent RF resection. How-
ever, there is also evidence to suggest that PARP1 itself recruits MRE11 to stalled RFs [87],
and that deficiencies in PARP1 may promote chemotherapeutic resistance in BRCA2-
deficient cells by limiting the access of MRE11 to single-stranded DNA at stalled RFs [118].
Moreover, simultaneous loss of both PARP1 and BRCA1 actually protects against genome
instability in Brca1−/−Parp1−/− knockout cells [118]. Thus, the role of PARP1 at stalled RFs
appears to be either protective or deleterious depending on the cellular context.
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2.3. Clinical PARP Inhibitors

All PARPi that have advanced in the clinic are structural analogs of nicotinamide
(Figure 3). Each of these agents competitively inhibits the binding of endogenous NAD+ to
the PARP1 and PARP2 active sites and thus prevents catalytic activity. Within the active site,
nicotinamide makes three crucial hydrogen bond interactions with the hydroxyl group of
Ser904 and the amide backbone of Gly863 [123,124]. The pyridyl ring is further positioned
and stabilized by a prominent π-stacking interaction with Tyr907 (left panel in Figure 3). By
design, the PARPi shown in Figure 3 recapitulate these interactions and others to enhance
specificity and potency [93]. Four PARPi have been approved by the FDA: olaparib (2014),
rucaparib (2016), niraparib (2017), and talazoparib (2018).

Figure 3. FDA-Approved and Clinically Advanced PARP Inhibitors. The panel inset depicts nicotinamide (blue) and its
highly conserved interactions with PARP1-4, including hydrogen bonds with serine 904 and glycine 863 and a promi-
nent π-stacking interaction with tyrosine 907 (using PARP1 amino acid numbers). The FDA-approved PARPi olaparib,
talazoparib, rucaparib, and niraparib as well as the clinically advanced inhibitors veliparib and pamiparib are compared.
The nicotinamide motif of each inhibitor is depicted in blue. The reported IC50 values for inhibition of purified PARP1
enzymatic activity are also provided.

Additionally, shown in Figure 3 are the reported IC50 values for each PARPi with
purified PARP1. It is important to note, however, that the cellular potency of these inhibitors
varies far more widely than these IC50 values, likely reflecting differences in susceptibility
of these agents to drug efflux pumps [125,126] and varied effects of the PARP1-binding
protein HPF1 on the abilities of these agents to trap PARP1 on the DNA [127].

2.3.1. Olaparib

Olaparib is a prototypical PARPi built upon a phthalazinone core that was identified as
a moderately potent PARP1 antagonist in a medium throughput screen [128]. While early
compounds in the series exhibited little efficacy in whole-cell assays, the incorporation
of the pendant benzyl linker afforded potent PARP1 inhibition at both the enzyme and
cellular level. This activity was further enhanced via the addition of a 1-carbonyl-1,4-
diazepane moiety. Substitution of the diazacycloheptane for piperazine and N4-alkylation
with cyclopropanecarbonyl improved oral bioavailability and cellular potency, respectively,
yielding the final compound olaparib. In tumor cell lysates, PARP activity is inhibited
>90% at 100 nM olaparib, and in colony forming assays, an EC50 value of ~250 nM olaparib
was observed with a BRCA1-mutant breast cancer line incubated for 7–14 days [128]. While
designed as a PARP1 inhibitor, olaparib also exhibits submicromolar potency against
PARP2-4 due to the high level of similarity between catalytic domains of these members
of the PARP superfamily [92,93]. Olaparib was first FDA-approved in December 2014 for
advanced BRCA-mutant ovarian cancer.

2.3.2. Talazoparib

Talazoparib is the most potent clinical PARPi described to date, with a reported
EC50 value of 0.3 nM in killing BRCA-mutant MX-1 cells ex vivo when incubated for
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10–12 days [129]. This potency is attributed to the high efficiency with which talazoparib
traps PARP1-DNA complexes in comparison to other PARPi [130]. Talazoparib is based
upon a tetrahydropyridophthalazinone core with 4-fluorphenyl and 1-methyl-1,2,4-triazol-
5-yl trans-disubstitution at the 8- and 9-positions, respectively. Compared to the cis-addition
counterparts, the trans isomers are both the thermodynamically favored reaction products
and more potent PARP1 inhibitors [129]. Importantly, of the two trans isomers, it is the (8S,
9R)-enantiomer that is the most active compound, exhibiting a >200-fold improvement in
potency when resolved from the racemate. Structurally, the (8S, 9R) conformation allows
the fluorophenyl and 1,2,4-triazole groups to form unique π-stacking and water-mediated
hydrogen bonding interactions with Tyr899 and Tyr896 of PARP1, respectively. In contrast,
the conformation of the (8R, 9S) enantiomer displaces the ligand within the NAD+ binding
site, impairing the critical π-stacking interaction with Tyr907 and preventing the formation
of the additional water-mediated hydrogen bond with Tyr896, thereby rationalizing the
vastly different potency of the two enantiomers [129]. Talazoparib is marketed as strictly
the (8S, 9R)-enantiomer, though precise enantiopurity is not reported. Finally, similar
to olaparib, talazoparib inhibits PARP1-4 [93]. Talazoparib was first FDA-approved in
October 2018 for advanced BRCA1/2-mutant breast cancer.

2.3.3. Rucaparib

Rucaparib is built upon a tricyclic indole scaffold with a constrained amide [131].
Similar to talazoparib, rucaparib makes additional interactions with Tyr896 that contribute
to enhanced potency [132]. However, replacement of the azepino ring with a diazepino moi-
ety in an attempt to form additional stabilizing interactions failed to produce more potent
analogs [132]. Rucaparib is less selective for PARP1-4 than olaparib or talazoparib, with
modest activity against PARP10 and TNKS1-2 [93]. Crystal structure comparisons suggest
that this mild promiscuity may be due to the flexibility of the terminal secondary amine,
which can facilitate alternate binding patterns depending on the local environment [93].
Rucaparib was first FDA-approved in December 2016 for advanced BRCA1/2-mutant
ovarian cancer.

2.3.4. Niraparib

Niraparib is based upon a fused aromatic azabicycle scaffold that, rather than co-
valently constraining the amide motif, relies upon an intramolecular hydrogen bond
between a pyrazole nitrogen and the anti hydrogen of the amide [133]. Installation of
a 3-phenylpiperadine moiety yielded a compound with potent activity (IC50 = 3 nM)
against PARP1 and promising cellular activity [133]. Similar to talazoparib, separation of
the two enantiomers revealed disparate properties. While the R- and S-enantiomers had
similar activity against purified PARP1 (IC50 values of 2.4 nM and 3.2 nM, respectively),
the S-enantiomer was an order of magnitude more potent with respect to inhibition of
PARylation activity in HeLa cells (EC50 values of 30 nM and 4 nM, respectively) and thus
became niraparib [134]. Interestingly, niraparib is highly selective for PARP1 and PARP2,
as it makes additional interactions with the backbone residues Asp766 and Glu335, respec-
tively, side chains that are not present in other PARP family members [93]. Niraparib was
first FDA-approved in March 2017 for maintenance therapy of platinum-sensitive ovarian,
fallopian tube, or primary peritoneal cancers.

2.3.5. Veliparib

Similar to niraparib, veliparib utilizes an aromatic bicycle core (a benzimidazole) that
constrains the amide group via an intermolecular hydrogen bond [135]. It also makes
distinct interactions with the Glu763 and Glu335 residues of PARP1 and PARP2, respec-
tively, enhancing its selectivity for these PARPs [93]. In fact, veliparib is the most selective
inhibitor of PARP1 and PARP2 and, with IC50 values >100-fold lower than for other family
members, is the only PARPi to meet chemical probe criteria [93]. However, despite similar
inhibitory potency with respect to PARP1 activity (IC50 = 5 nM) and cellular PARylation
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(EC50 = 6 nM), veliparib has only modest PARP-trapping efficacy (GI50 = 6 µM) and is
an order of magnitude less potent in its ability to sensitize cells to temozolomide [28,129].
Veliparib has recently completed phase III clinical trials in newly diagnosed ovarian cancer,
early-stage triple-negative breast cancer, and both advanced squamous and non-squamous
non-small cell lung cancer, but it has yet to receive FDA approval.

2.3.6. Pamiparib

Pamiparib is the most recently developed PARPi. It is a pentacyclic dihydrodi-
azepinoindolone derivative that, similar to rucaparib, incorporates a seven-membered
ring to lock the carboxamide group into the biologically active conformation [136]. De-
pending on the assay, the active (R)-enantiomer of pamiparib exhibits an IC50 value of
1.3–5.1 nM against PARP1, and the DNA-trapping activity is similar to that of olaparib and
rucaparib [136,137]. It is also a potent inhibitor of PARP2 (IC50 = 0.9 nM), with modest
activity against PARP3 (IC50 = 68 nM) [136,137]. Based on the results of a combined phase
I/II trial (NCT03333915), pamiparib was recently approved in China for the treatment
of relapsed/refractory germline BRCA-mutant ovarian, fallopian, or primary peritoneal
cancer [138]. However, pamiparib has not yet been approved by the FDA, and its activity
in myeloid neoplasms has not been reported.

3. PARP Inhibitors for the Treatment of Myeloid Neoplasms
3.1. Rationale for PARP Inhibition in Myeloid Neoplasms

While BRCA1/2 mutations are uncommon in hematologic malignancies [35], clinical
experience has demonstrated benefits of PARPi in cancers with HR deficiencies due to a
myriad of other gene mutations [16,17,139]. Leukemia cells are characterized by a high
degree of chromosomal instability that is thought to arise from faulty DNA damage repair
mechanisms [44,140], including dysregulation of several genes involved in HR, such as
ATM, ATR, CHK1, and RAD51 [41,141]. Moreover, there is evidence to suggest that an
impaired DDR contributes to arrest of myeloid blast differentiation, leukemia pathogen-
esis, and treatment resistance [140,142]. These considerations have led to assessment of
PARP inhibition as a strategy to intervene in myeloid neoplasms, particularly those with
demonstrated genomic instability and chromosomal aberrations.

3.2. Pre-Clinical Efficacy in Myeloid Neoplasms

AML is a heterogeneous disease with diverse underlying molecular aberrations. There-
fore, it is not surprising that PARPi monotherapy has produced mixed results when tested
both in vitro and in vivo. For example, when olaparib was tested against a panel of AML
cell lines (including HL-60, NB4, OCI-AML2, and OCI-AML3) and primary patient samples,
a response was seen in most (88%) but not all cases, and the degree of susceptibility varied
considerably [40,143]. In other reports, however, olaparib monotherapy had no effect in the
same HL-60 cell line [144]. Primary AML samples that responded to olaparib were found
to have reduced levels of BRCA1 expression, while those that were resistant overexpressed
PARP1 [40,145]. Moreover, of all primary samples in the panel, the highest sensitivity was
seen in an AML harboring a deletion at chromosome 11q23 in the region of the MRE11A,
ATM, and H2AX genes [40]. In contrast, 11q23 rearrangements with MLL maintain HR
proficiency, and AML blasts driven by these MLL fusions are insensitive to PARP inhibi-
tion [38]. These results indicate that PARPi sensitivity depends on the molecular alterations
driving the leukemia.

Subsequent work has characterized the mixed effects of PARP inhibition in several
subtypes of leukemia and myeloproliferative disorders (Table 1). While BRCA mutations are
rare in myeloid neoplasms, several genetic anomalies have been associated with functional
HRD, producing a similar mutator phenotype in these malignancies. A gene expression
and mutation analysis (using RT-qPCR, microarray analysis, and flow cytometry) of a
panel of primary CML and AML samples directly identified functional deficits in BRCA-
and DNA-PK-mediated DNA repair pathways and accurately predicted sensitivity to
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PARPi therapy in these samples [146]. In this analysis, leukemias expressing the fusion
proteins BCR-ABL1 and RUNX1-RUX1T1 were most responsive, a finding that has been
recapitulated in separate studies of these subtypes [38,147,148]. HRD and PARPi sensitivity
has also been reported for leukemias harboring IDH1/2 mutations [149–151], PML-RARα
translocations [38,152], and cohesin complex aberrations [153]. These preclinical studies
indicate that PARP inhibition may be most efficacious in myeloid malignancies with
underlying HR deficiencies.

PARPi sensitivity can also be dramatically enhanced via combination therapy (Table 2).
These combinations work through several mechanisms. For example, temozolomide in-
creases N7-methylguanine, which requires repair through the PARP1-dependent BER
pathway [154]. DNA topoisomerase I (TOP1) poisons such as camptothecin or topotecan
induce stalling of RFs, which depend in part on PARP1 for resolution [155]. Hypomethylat-
ing agents result in formation of DNA methyltransferase (DNMT)-DNA covalent adducts,
which might require PARP1-dependent processes for their removal [156]. In addition,
hypomethylating agents have been shown to downregulate RAD51, BRCA1, BCRA2, FEN1,
and FANCD2 to induce HRD as well as sensitivity to PARP inhibition in several AML cell
lines and primary samples [157]. Accordingly, combination therapy with decitabine and
PARPi was shown to significantly reduce colony formation in primary AML samples and
prolong survival in murine AML xenograft models [156]. Induced HRD is also achieved in
FLT3-ITD+, BCR-ABL1+, and JAK2-mutant neoplasms after treatment with quizartinib [158],
imatinib [146,159], and ruxolitinib [160], respectively, leading to considerable synergy with
PARPi across various models in vitro and in vivo. Conversely, PARPi treatment also in-
creases susceptibility to other interventions. For instance, PARP inhibition upregulates the
death receptors TNFRSF6 and TNFRSF10B, with the latter conferring increased sensitivity
to TNF-related apoptosis-inducing ligand (TRAIL) [161]. Ultimately, rational therapeutic
combinations have led to increased synergy with and sensitivity to PARPi across several
molecular subsets of myeloid neoplasms, prompting early efforts at clinical translation.

Table 1. Preclinical Results of PARP Inhibitor Monotherapy in Defined Molecular Subtypes of Myeloid Neoplasms.

Disease Genotype(s) Phenotype Results of PARPi Monotherapy Ref(s)

AML FLT3-ITD
mutant

Upregulation of RAD51 via
STAT5 activation.
Rapid depletion of γH2AX
with highly active DSB
repair.

Modest anti-leukemic activity seen with
PARPi monotherapy in cell lines.
Reduction in AML-initiating FLT3-ITD+ cells
and clonogenic cells in bone marrow under
hypoxic conditions.
No significant reduction in leukemic burden
or prolongation of survival in primary
FLT3-ITD+ AML murine xenografts.

[158,162]

AML IDH1/2
mutant

Increased 2HG inhibits
KDM4A/B, ALKBH, ATR,
and ATM to induce HRD
and DSB persistence.

Primary IDH1/2-mutant AML cells possessed
a 2HG-dependent DSB repair defect that
conferred sensitivity to PARPi in vitro;
sensitivity was reversed with IDH1/2
inhibitors.

[149–151]

AML

RUNX1-
RUNX1T1

(AML1-ETO)
positive

Downregulation of DNA
repair genes, including
BRCA2.
High mutation frequency
with mutator phenotype.
Aberrant TET1 expression
and DNA methylation.

Reduced colony-forming potential in
RUNX1-RUNX1T1 transformed primary cells
and patient-derived cell-lines.
Prolonged survival in RUNX1-RUNX1T1
AML xenograft model.
DNA damage-induced differentiation of
PML-RARα transformed leukemic blasts.

[38,42,148,163]
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Table 1. Cont.

Disease Genotype(s) Phenotype Results of PARPi Monotherapy Ref(s)

AML Cohesin (STAG2)
mutant

High dependency on DDR
pathways.
Increased replication fork
stalling.

AML (including STAG2-mutant) cell lines were
sensitive to PARPi both in vitro and in vivo
(xenograft model).
Primary STAG2-mutant AML samples
exhibited dose-dependent sensitivity
to PARPi.
PARPi depleted cohesin-mutant clones in a
Tet2/Stag2-mutant murine model of
MDS/AML.

[153]

APL PML-RARα
positive

Reduced MSH6, MLH1,
BRCA1, and RAD51
expression.
Repression of CHEK1,
CHK2, and several BER
genes induces a mutator
phenotype.

Reduced colony-forming potential in
PML-RARα transformed primary cells and
patient-derived cell-lines.
Suppressed disease onset in an
ATRA-resistant APL xenograft model.
DNA damage-induced differentiation of
PML-RARα transformed leukemic blasts.

[38,39,152,164]

CML BCR-ABL
positive

Reduced translation of
BRCA1 mRNA.
Functional BRCA1
deficiency.
HR downregulation and
accumulation of DSBs.

Increased DSBs and reduced clonogenic
potential of imatinib-refractory CML cell lines
and primary samples, including under
hypoxic conditions mimicking the bone
marrow microenvironment.
Eliminated quiescent cells in an inducible
mouse model of chronic-phase CML.
Reduced leukemic burden up to 10-fold in a
BCR-ABL1+ leukemia xenograft model.

[146,147,159]

MLL MLL-AF9

High burden of oxidative
DNA damage.
Increased PARP1
expression and acetylation.

MLL-AF9 transformed murine bone marrow
cells were only modestly sensitive to PARPi
monotherapy.
RUNX1-RUNX1T1-positive murine cells were
highly sensitive to PARPi.
Reduced the number of leukemic stem cells in
primary human AML (MLL-AF9+) samples
in vitro.
PARPi and cytotoxic drugs (doxorubicin and
cytarabine) exert additive anti-MLL-AF9
leukemia effects in mice.
No significant reduction in leukemic burden
was seen in a syngeneic mouse model of
MLL-AF9+ leukemia (except when PARP
inhibition was combined with cytotoxic drugs).
MLL-AF9-transformed cells were resistant to
olaparib monotherapy.
No significant effect of olaparib on mice
transplanted with wild-type MLL-AF9
leukemic cells. Hoxa9-deficient MLL-AF9 cells
were highly sensitive to PARPi.

[38,165–167]

MPN

JAK2 (V617F)
MPL (W515L)
CALR (del52)

positive

Reduced formation of
RAD51 foci.
Modest down-regulation of
BRCA1/2.
Accumulation of
ROS-induced DSBs.

Modest in vitro sensitivity across several
MPN cell lines, though sensitivity of primary
MPN samples was variable.
Primary MPN cells exhibited reduced colony
formation in vitro after PARPi treatment.
Veliparib monotherapy did not significantly
prolong survival in a murine
xenograft model.

[160,168,169]

Abbreviations: 2HG, 2-hydroxyglutarate; ATO, arsenic trioxide; DDR, DNA damage response; MDS, myelodysplastic syndrome; PARPi,
PARP inhibitor; Ref, reference.
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Table 2. Pre-Clinical Results of PARP Inhibitor Combination Therapy in Myeloid Neoplasms.

Class Agent(s) PARPi(s) Mechanism(s) Results of Combination Therapy Ref(s)

Alkylating
agents

Temozolomide
Busulfan

Olaparib
Veliparib

Temozolomide induced
abasic sites and resultant
SSBs.
Busulfan stalled replication
forks through DNA strand
crosslinking.
Combination with olaparib,
but not veliparib,
significantly increased
PARP trapping.

PARPi showed synergy with
temozolomide (CI < 0.3) and busulfan
(CI 0.40–0.55) in vitro.
With temozolomide, olaparib was
>100-fold more potent than veliparib
due to enhanced PARP trapping with
olaparib.
Busulfan plus veliparib was associated
with activation of the ATR-Chk1
pathway and G2/M arrest in MPN cell
lines, and modestly prolonged survival
in a murine xenograft model of
MPN-AML.

[169,170]

Conventional
chemotherapy

Doxorubicin
Daunorubicin

Cytarabine
5-Fluorouracil

Olaparib
Talazoparib
Rucaparib

Increased abundance and
phosphorylation of H2AX
and CHK1.
Accumulation of oxidative
DNA damage.
Suppression of ATM.

Increased PARPi sensitivity in vitro
with accumulation of DNA damage,
replication arrest, and apoptosis.
Synergistic cytotoxicity against primary
IDH1/2-mutant AML cells associated
with ATM suppression.
Rucaparib cooperates with 5-FU to
accumulate DSBs in vitro and
significantly enhance cytotoxicity in a
syngeneic murine model of AML.
Olaparib potentiates anti-leukemogenic
activity of conventional chemotherapy
in MLL.

[150,165,166,
171]

Topoisomerase
poisons

Camptothecin
Etoposide

Olaparib
Veliparib

Camptothecin-induced
DNA lesions induce
replication fork stalling,
which depend in part on
PARP1 for restart.

PARPi treatment was synergistic with
camptothecin (CI < 0.3) in vitro; no
increase in PARP/DNA complexes was
detected using an insensitive assay, but
genetic studies suggest a key role for
PARP trapping.
No synergy was seen with PARPi plus
etoposide.

[104,170,172]

DNMT
inhibitors

Decitabine
Azacitidine

Olaparib
Talazoparib

Downregulation of RAD51,
BRCA1/2, FEN1, and
FANCD2 leads to HRD.
Trapped both DNMT and
PARP1 at sites of DNA
damage.
Repair of
decitabine-induced DNA
lesions is mediated by BER
and requires XRCC1,
recruitment of which is
impaired by PARPi.

Decitabine plus olaparib was
synthetically lethal in a large panel of
AML cell lines, with synergy driven by
PARPi-mediated inhibition of XRCC1
recruitment.
DNMTi treatment induced HRD in most
primary AML samples, and
combination therapy (decitabine +
talazoparib) significantly reduced
subsequent colony formation.
Combination therapy reduced leukemic
burden and prolonged survival in
murine AML xenografts.
Synergistic antiproliferative effects
against ATO-sensitive and
ATO-resistant APL cell lines, with
PARPi and demethylating agents
(azacitidine, decitabine, and ascorbate).
Synergistic cytotoxic and differentiating
effects on primary MDS cells grown on
culture.

[143,156,157,
164,173,174]

HDAC
inhibitors

Entinostat
Trichostatin A

Apcidin

PJ34
EB47

KU-0058948
Talazoparib

Induced DNA damage,
phosphorylation of H2AX
and ATM, and ultimately
apoptosis.
Promoted PARP trapping
and impaired NHEJ via
differential acetylation of
Ku70/80.

HDAC inhibition enhanced PARP
trapping, and co-treatment with a
PARPi significantly increased apoptosis
in AML cell lines.
Synergistic cytotoxicity was seen with
MS275 + PARPi combination therapy in
select AML cell lines.

[143,175,176]
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Table 2. Cont.

Class Agent(s) PARPi(s) Mechanism(s) Results of Combination Therapy Ref(s)

JAK2
inhibitors Ruxolitinib Olaparib

Talazoparib

Impaired BRCA-mediated
HR and DNA-PK-mediated
NHEJ, thereby increasing
sensitivity to PARP
inhibition.

Ruxolitinib enhanced PARPi sensitivity
in both MPN cell lines and primary
samples with synergistic cytotoxicity
in vitro.
The combination of ruxolitinib,
hydroxyurea, and talazoparib provided
significantly greater cytoreduction than
mono-/doublet therapy in both a
murine MPN model and primary MPN
xenograft model.

[160]

BCR-ABL
inhibitors Imatinib Talazoparib

Downregulation of RAD51
and LIG4 to impair HR and
NHEJ, respectively

Induction of DSBs and reduced
clonogenic potential of
imatinib-refractory CML cell lines and
primary samples.
Reduction in LSC-enriched quiescent
cells in an inducible mouse model of
chronic-phase CML.
Extended disease latency in both
primary and secondary recipient mice in
a primary xenograft model.
Synergistic 40-fold reduction in disease
burden in a BCR-ABL1+ leukemia
xenograft model.

[146,159]

FLT3-ITD
inhibitors Quizartinib

Olaparib
Talazoparib

Veliparib

Downregulation of
BRCA1/2, PALB2, RAD51,
and LIG4 impairs HR and
NHEJ to induce HRD.
Combination therapy
caused accumulation of
lethal DSBs.
PARPi destabilize STAT5 to
reduce aberrant FLT3-ITD
signaling

Combination therapy exhibited
synergistic activity against proliferating
and quiescent leukemic
stem/progenitor cells, eliminating both
from primary AML samples.
Combination therapy reduced leukemic
burden in primary AML xenograft mice
and prolonged survival in secondary
recipients.
PARPi and TKI combination therapy
exhibited synergistic cytotoxicity in both
TKI-sensitive and TKI-resistant AML
cell lines.

[158,177]

WEE1
inhibitors AZD1775 Olaparib

Inhibition of WEE1 impairs
HR by indirectly inhibiting
BRCA2.
Combination therapy
resulted in elevated
γH2AX, accumulation of
DNA damage, and
induction of apoptosis.

Mild synergy between WEE1 and PARP
inhibition was seen in cell lines
harboring FLT3-ITD, while FLT3
wild-type cells were relatively
insensitive, independent of TP53 status.
Significantly prolonged survival in a
murine model of FLT3-ITD+ AML and
reduced colony formation in primary
AML samples.

[178]

TRAIL rTRAIL Olaparib
Veliparib

PARPi upregulate TNFRSF6
and TNFRSF10B expression
via potentiation of the Sp1
transcription factor and
NF-kB, increasing
sensitivity to TRAIL.

Both olaparib and veliparib enhanced
the sensitivity of myeloid cell lines to
TRAIL in vitro.
Though olaparib had no consistent
activity alone, it sensitized most
primary AML isolates to TRAIL and
reduced colony formation.

[161,179]

Antibody drug
conjugates

Gemtuzumab
ozogamicin Olaparib

Calicheamicin induces both
SSBs and DSBs, invoking
PARP activation.

The IC50 value for GO was reduced
from 24 to 13 ng/mL when combined
with olaparib; the CI was 0.86,
indicating synergistic cytotoxicity.

[144]

Abbreviations: 5-FU, 5-fluorouracil; CI, cooperativity index; DSB, double strand break; GO, gentuzumab ozogamicin; LSC, leukemia stem
cell; PARPi, PARP inhibitor(s); Ref, reference; rTRAIL, recombinant TNF-related apoptosis-inducing ligand; SSB: single strand break; TKI,
tyrosine kinase inhibitor.

3.3. Clinical Efficacy in Myeloid Neoplasms

Several early phase clinical trials have evaluated PARPi for the treatment of hema-
tologic malignancies (Table 3). One of the first reported phase I trials assessed the use of
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single-agent talazoparib in two small cohorts of patients, including those with AML or
myelodysplastic syndrome (MDS) (n = 25) or those with chronic lymphocytic leukemia
(CLL) or mantle cell lymphoma (MCL) (n = 8) [180]. All patients had relapsed or refractory
disease, with a median of either 3 or 6 prior treatment regimens, respectively. Talazoparib
was administered on a continuous daily schedule in 21-day cycles at escalating dose levels,
ranging from 100–2000 µg/day. Dose-limiting toxicities included severe neutropenia in 2
of 5 patients at a dose of 900 µg/day and neutropenic fever or sepsis in 2 of 4 patients at
2000 µg/day. While no objective responses were seen, stable disease was reported in 13
of 25 patients (52%) in the AML/MDS arm and in 5 of 8 patients (63%) in the CLL/MCL
arm. One patient with MDS received 24 cycles of talazoparib over 484 days and became
independent of red blood cell (RBC) transfusions. Otherwise, the duration of disease
stability or follow up of the other patients was not specified.

Table 3. Published Clinical Trials of PARP Inhibitors in Hematologic Malignancies.

Trial Year Intervention(s) Phase Disease(s) a N CRR ORR OS b Ref

NCT01399840 2014 Talazoparib I AML/MDS
CLL/MCL

25
8

0%
0%

0%
0% N/A [180]

NCT01139970 2017 Veliparib +
Temozolomide I AML 48 17% 33% 5.3 [181]

NCT00588991 2017 Veliparib + Topotecan
± Carboplatin I AML, MPN,

CMML 99 14% 33% 15.3 c [182]

ISRCTN34386131 2017 Olaparib I CLL, MCL,
T-PLL 15 0% 0% 4.3 [183]

a All disease groups are relapsed/refractory unless otherwise specified. b Overall survival reported as median months. c For patients who
responded to therapy. Abbreviations: AML, acute myeloid leukemia; CLL, chronic lymphocytic leukemia; CMML, chronic myelomonocytic
leukemia; CRR, complete response rate; MDS, myelodysplastic syndrome; MCL, mantle cell lymphoma; MPN: myeloproliferative neoplasm;
N, number of patients; ORR, overall response rate; OS, overall survival; Ref, reference(s).

While single-agent PARP inhibition was relatively well tolerated, the modest clinical
efficacy of this strategy in myeloid neoplasms prompted investigation of combination
therapies. Veliparib was combined with temozolomide in a phase I study of 48 patients
with relapsed/refractory AML [181]. The median age was 69 years (range 20–88 years)
with a median of two prior therapies (range 0–6), including nine patients who had previ-
ously undergone allogeneic hematopoietic stem cell transplantation (allo-HSCT). Patients
received escalating doses of veliparib (40–200 mg twice daily) coupled with a stable dose
of temozolomide (150–200 mg/m2) in 28-day cycles. The maximum tolerated dose (MTD)
of veliparib was 150 mg twice daily, with two of four patients (50%) at the 200 mg twice
daily dose experiencing grade three oropharyngeal mucositis/esophagitis lasting >7 days.
Infections (40%) and febrile neutropenia (25%) were also observed, with increasing fre-
quency at higher doses. A complete response (CR) was attained in 8 of 48 patients (17%),
with seven of these patients achieving CR after the first cycle. An additional seven patients
experienced hematologic improvement (HI) or disease stabilization. The median overall
survival (OS) for all patients was 5.3 months. Patients who achieved CR had a median OS
of 20 months, while those who achieved HI or stable disease experienced a median OS of
9.4 months. In the pharmacodynamic analysis, escalating doses of veliparib were associ-
ated with dose-proportional inhibition of baseline pADPr polymer content. In addition, a
veliparib-induced increase in phosphorylated H2AX was observed in the CD34+ cells of
responders. Moreover, three of four patients with MGMT promoter methylation achieved
CR, suggesting that methylated MGMT may be a biomarker for sensitivity to this regimen.

Veliparib was also assessed in combination with topotecan and carboplatin in a phase
I study of 99 patients with relapsed/refractory AML, chronic myelomonocytic leukemia
(CMML) or an aggressive MPN [182]. The median age for all patients was 56 years
(range 25–76 years) with a median of two prior therapies (range 0–4), including 16 pa-
tients with prior allo-HSCT. Escalating doses of veliparib (10–100 mg twice daily) were
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administered alongside standard doses of topotecan (1.0–1.3 mg/m2/day) and carboplatin
(120–150 mg/m2/day) in 21-day cycles. The MTD of veliparib was 80 mg twice daily for up
to 21 days, with two of four patients (50%) at the 90 mg twice-daily dose experiencing grade
≥3 mucositis. Clinical responses were observed across a wide range of doses, including 14
CRs (14%), 11 CRs with incomplete count recovery (CRi, 11%), and 8 partial responses (PRs,
8%) for an overall response rate of 33%. Among patients with de novo AML, the overall
response rate was 25% (19/77). However, responses were seen in 64% (14/22) of patients
with aggressive MPNs, CMML, or secondary AML, of whom 11 subsequently proceeded
to allo-HSCT with donor cell engraftment. While data for all patients were not reported,
the median OS was 15.3 months for responders and 4.2 months for non-responders. As in
the study by Gojo et al., decreased pADPr content and increased H2AX phosphorylation
were observed in circulating CD34+ blasts at higher drug doses. Furthermore, impaired
monoubiquitination of FANCD2 was detected in 28 of 49 tested samples (57%) and was as-
sociated with a modest prolongation of survival (median 6.1 months versus 4.8 months and
one-year survival 39% versus 5%). A phase II trial of the topotecan/carboplatin/veliparib
combination is ongoing.

These early trials were conducted in unselected patients with myeloid neoplasms. As
discussed above, AML subtypes with molecular deficits that contribute to HR deficiency
may have increased sensitivity to PARP inhibition [141,184]. New trials assessing PARPi
in these molecular subsets of AML have begun (Table 4). Specifically, olaparib is being
evaluated in a phase II study of IDH1/2 mutant AML (NCT03953898), while talazoparib is
being assessed in a phase I study of cohesin-mutant AML (NCT03974217).

Table 4. Current Clinical Trials of PARP Inhibitors in Myeloid Neoplasms.

Trial Phase Intervention(s) Population(s) a Status

NCT03289910 II
Topotecan +

Carboplatin ±
Veliparib

AML, MDS, MPN,
CMML

Active (not
recruiting)

NCT02878785 I/II Talazoparib +
Decitabine

AML (phase I)
AML, untreated

(phase II)

Active (not
recruiting)

NCT03953898 II Olaparib IDH1/2-mutant
AML/MDS Recruiting

NCT03974217 I Talazoparib Cohesin-mutant
AML/MDS Recruiting

a All disease groups are relapsed/refractory unless otherwise specified. Abbreviations: AML, acute myeloid
leukemia; CLL, chronic lymphocytic leukemia; CMML, chronic myelomonocytic leukemia; MDS, myelodysplastic
syndrome; MCL, mantle cell lymphoma; MPN: myeloproliferative neoplasm; T-PLL, T-prolymphocytic leukemia.

3.4. Biomarkers of PARPi Sensitivity

The varied results of both preclinical and clinical studies highlight the need to identify
reliable biomarkers of PARPi sensitivity. Early siRNA screens in breast cancer cell lines
revealed that deficiencies in several DNA-repair genes other than BRCA1 and BRCA2,
including ATM, CHEK1, CDK5, XRCC1, LIG1, PCNA, XAB2, and DDB1, may confer sus-
ceptibility to PARP inhibition [185,186]. Moreover, the disease-defining cytogenetics that
confer HRD in myeloid malignancies—such as translocations of BCR-ABL [147], RUNX1-
RUNX1T1 [146,148], and PML-RARα [38] or mutations in IDH1/2 [149,150] or cohesin
complex genes [153]—may predict PARPi sensitivity in these disease subtypes. How-
ever, additional clinical data are needed to determine whether PARP inhibition is reliably
efficacious in these settings.

Clinical trials of PARPi in myeloid neoplasms have examined biomarkers in cytoge-
netically diverse and unselected populations. The study by Gojo et al. assessed whether
methylation of the MGMT (O6-methylguanine-DNA methyltransferase) promoter was as-
sociated with response to therapy with temozolomide plus veliparib in relapsed/refractory
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myeloid leukemias and myeloproliferative neoplasms [181]. When the MGMT promoter is
methylated, MGMT protein is not expressed, and cells need to rely on alternative, PARP1-
dependent mechanisms to remove O6-methylguanine that is formed upon temozolomide
treatment. While three of four patients with MGMT hypermethylation achieved CR, re-
sponses were also seen in patients without promoter hypermethylation. All 19 cases of
AML in this trial were noted to have impaired FANCD2 ubiquitination, consistent with
the notion that defects in the Fanconi anemia pathway are common in poor-risk myeloid
malignancies. Pratz et al. assessed this further in their trial of veliparib plus topotecan
and carboplatin in relapsed/refractory AML, MPN, or CMML [182]. Impaired FANCD2
monoubiquitination was detected in 28 of 49 samples (57%) and was associated with a
modest survival benefit (median 6.1 vs. 4.8 months, p = 0.034). Clearly, additional work
is needed to delineate clinically relevant biomarkers predictive of PARPi sensitivity in
hematologic malignancies.

3.5. Mechanisms of PARP Inhibitor Resistance

Mechanisms of PARPi resistance specific to myeloid neoplasms are understudied [187].
BRCA reversion mutations that restore the open reading frame or reversal of promoter
hypermethylation are well-known to induce PARPi resistance in breast and ovarian cancers
in the preclinical setting [188–190] and in the clinic [191–195]. In addition, PARP1 point
mutations, especially those within the DNA-binding zinc finger domains, can confer PARPi
resistance by altering PARP1 trapping, and at least one such mutation has been detected in
a clinical sample [196].

Mutations that impair the DNA end resection necessary for NHEJ have also been
implicated in PARPi resistance. Loss of 53BP1 alleviates the PARPi hypersensitivity of
BRCA-mutant cells by promoting ATM-dependent processing of damaged DNA, thereby
producing ssDNA suitable for high-fidelity repair via HR [197,198]. The nuclease Artemis
is a PTIP-binding protein that acts downstream of 53BP1 and is a major effector of the
NHEJ pathway. As expected, loss of Artemis confers PARPi resistance in BRCA1-deficient
cells as well [199].

Enhanced replication fork stability may also contribute to PARPi resistance. As
discussed above, the MRE11 exonuclease is recruited to stalled replication forks, where it
contributes to end resection until the DNA lesion has been removed. MRE11 recruitment
is enhanced by PTIP, and loss of PTIP has been shown to protect replication forks from
extensive degradation in BRCA-deficient cells [118]. Such replication fork protection
confers chemoresistance to PARPi by stabilizing the replication fork even in the absence of
both BRCA2 and PARP1 activity.

Finally, the regulatory microRNA miR-181a has been shown to be downregulated in
MLL-rearranged leukemias, where it contributes to impaired acetylation of PARP1 [200].
Forced overexpression of miR-181a in MLL-rearranged cell lines (THP-1 and SHI-1) restored
sensitivity to PARP inhibition. Additional work is needed to identify which resistance
mechanisms are most relevant in myeloid neoplasms and whether additional methods
unique to these malignancies exist.

3.6. Challenges and Future Directions in Development of PARP Inhibitors for Myeloid Neoplasms

As the armamentarium of therapeutics in myeloid malignancies continues to expand,
exploring the potential role of PARPi as part of combination therapies may offer options
for subsets of patients with myeloid neoplasms for whom specific or targeted inhibitors
have not yet been developed. As an example, atypical CML is a rare BCR-ABL1-negative
hematologic malignancy in which PARP1 overexpression is associated with a poorer prog-
nosis [201,202]. In other contexts, combinations with ruxolitinib in MPN or FLT3 inhibitors
in FLT3-ITD-positive AML may be of interest, as these subsets of myeloid neoplasms are
characterized by increased genomic instability [203,204]. Likewise, combining PARPi with
hypomethylating agents (decitabine or azacitidine) could be promising in the treatment of
MDS and AML [156,166].
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A variety of agents that induce or prolong DNA damage are known to induce senes-
cence as an alternative outcome to target cell apoptosis [205]. Recent studies have demon-
strated that BH3 mimetics such as navitoclax or venetoclax, which selectively inhibit certain
anti-apoptotic BCL2 family members, can selectively kill senescent cells [206–208]. Accord-
ingly, there is reason to believe that combining PARPi with BH3 mimetics may capitalize
on PARPi-induced senescence and subsequently enhance the killing of neoplastic cells.
Such combinations may, however, be limited by the propensity of PARPi and BH3 mimet-
ics to induce bone marrow toxicity even as monotherapy, let alone in combination [209].
A potential strategy to mitigate this toxicity might involve administering PARPi therapy
followed by BH3 mimetics [209]. Along those same lines, while hypomethylating agents
and the BCL2 inhibitor venetoclax demonstrate therapeutic synergy in the clinic [210],
the safety and tolerability of adding an additional agent such as a PARPi to this doublet
remain to be established. Once again, there is concern that toxicities, especially prolonged
myelosuppression and gut toxicity, might be limiting with currently established doses
and regimens.

Emerging data have highlighted the role of PARP enzymes in epigenetic regulation,
providing another opportunity for future exploration of PARPi in the treatment of hemato-
logical malignancies. For example, PARP1 activity upregulates the expression of ten-eleven
translocation methylcytosine dioxygenase 1 (TET1) [211] and stimulates TET1 activity in a
context-dependent manner [212]. In T cell acute lymphoblastic leukemia (T-ALL), where
both PARP1 and TET1 are highly expressed, PARP inhibition with olaparib reduces TET1
expression and antagonizes T-ALL cell growth [213]. It remains to be seen whether a similar
association between PARP1 and TET1 exists in myeloid neoplasms. Conversely, somatic
TET2 deficiency is a common feature of hematologic malignancies and is associated with
downregulation of BRCA1 and LIG4, leading to impaired HR and NHEJ, respectively [214].
Thus, TET2-deficient cells are increasingly reliant on the PARP1-mediated alt-EJ DNA repair
pathway, conferring sensitivity to PARPi therapy both in vitro and in vivo [214,215]. In this
manner, TET2 mutations may serve as a biomarker for PARPi sensitivity in epigenetically
dysregulated malignancies.

Finally, studies of PARPi in patients with solid tumors have identified fatigue and
nausea as troubling side effects during long-term treatment. As studies move forward
in myeloid malignancies, the effects of PARPi therapy on quality of life and patient-
reported outcomes (PRO) should be incorporated in a prospective fashion into trials
testing those agents as monotherapy and in combination [216]. Because the completion of
PRO instruments may be burdensome to patients, investigators should consider limiting
those assessments to questions that inform adherence to therapy, improve disease-specific
symptoms, and focus on common symptoms seen with these agents in the solid tumor
setting [217].

4. Myeloid Neoplasms Emerging with PARP Inhibitor Therapy
4.1. Recognition of PARP Inhibitor Related Myeloid Neoplasms

In addition to serving as potential therapeutic agents for myeloid neoplasms, PARPi
are also emerging as a cause of these disorders [19]. Therapy-related myeloid neoplasms,
which include therapy-related AML, MDS, and MDS/MPN overlap, are typically en-
countered as a late complication of chemotherapy or radiation therapy [218]. Different
subtypes of therapy-related myeloid neoplasms have varying latency periods from the
time of exposure to chemotherapy or radiation therapy. For instance, alkylating agents
and radiation therapy are associated with myeloid neoplasms that often present as MDS
with subsequent progression to AML and are characterized by deletions of chromosome
five or seven, changes that are associated with an unfavorable response to therapy [219].
Topoisomerase II inhibitors are associated with another subtype of therapy-related myeloid
neoplasms that emerge within 1–2 years of exposure, present as acute leukemia without
antecedent MDS [220], are associated with translocations involving MLL or RUNX1 and
have higher rates of response to leukemia-directed therapy [219].
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Several processes might contribute to the development of therapy-related myeloid
neoplasms, including therapy-induced increases in genomic instability with subsequent ac-
cumulation of aberrations [221] and the selection of a founder population of hematopoietic
stem cells with predisposing clonal hematopoiesis (CH) mutations, such as TP53 muta-
tions [219,222]. In this context, CH refers to the clonal expansion of a subpopulation of
hematopoietic stem cells with a preexisting somatic mutation in the absence of overt signs
of MDS or AML [223]. While older age is an established risk factor for CH, exposure to
DNA-damaging modalities, including the chemotherapy that often precedes treatment
with PARPi, may facilitate the emergence of clones exhibiting improved fitness in the
face of DNA damage [224]. Moreover, when compared to de novo myeloid malignancies,
therapy-related myeloid neoplasms are more likely to harbor mutations in components of
the DDR pathway, such as TP53 and PPM1D [225–227]. Similar to chemotherapy and radi-
ation therapy, PARPi therapy may select for and promote the expansion of hematopoietic
stem cell clones with mutations in TP53 and PPM1D [228–230].

The association of PARPi therapy with the emergence of myeloid neoplasms, specifi-
cally MDS and AML, has been examined since the early clinical studies of PARPi. PARPi
therapy-related myeloid neoplasms have been reported to have an incidence of
1–3% [16,19,191,231,232]. While the individual clinical trials studying PARPi, including
SOLO2 [232], did not show a statistically significant difference in the rate of myeloid neo-
plasms in the PARPi group when compared with the placebo group, those studies were
underpowered to examine this particular adverse event. As a result, the relatively higher
rates of myeloid neoplasms observed in those trials were initially thought to be related to
platinum-based therapy. A subsequent meta-analysis, however, not only confirmed the
increased risk of myeloid neoplasms with increased platinum therapy, but also showed
that PARPi therapy is associated with a two- to three-fold increased risk of AML and MDS
relative to patients with the same diagnoses treated with the same therapy but without the
PARPi [19].

This possible risk of MDS and AML becomes highly relevant as the use of PARPi ex-
pands to arenas where cancer is curable [233,234]. For instance, the growing use of PARPi
for prolonged maintenance therapy following first-line platinum-based chemotherapy
in ovarian cancer [235,236] highlights the need of better understanding this risk, espe-
cially when considering that therapy-related myeloid neoplasms are associated with high
morbidity and mortality [237]. In this context, there are several questions regarding the
pathogenesis of PARPi-emergent myeloid neoplasms that must be answered to better
inform clinical decisions (Box 1).

Box 1. Outstanding Questions About PARPi-Emergent Myeloid Neoplasms That Need to be An-
swered.

1. Is there a subset of patients who are at a particularly high risk of developing therapy-related
MDS or AML while receiving treatment with a PARPi?

2. If so, how can we identify this group of high-risk patients to better stratify the risks and
benefits of PARPi therapy?

3. Do germline mutations in BRCA1, BRCA2, BARD1, RAD51, TP53, or PALB2—which are
commonly encountered in patients with ovarian or breast cancer—confound the picture by
increasing the risk of therapy-related MDS and AML?

4. Is the risk of therapy-related myeloid neoplasms cumulative with continued PARPi therapy?
5. What is the contribution of other DNA-damaging modalities—including conventional

chemotherapy and radiation therapy—to the emergence of therapy-related myeloid neo-
plasms?

4.2. Epidemiology and Characteristics of PARPi-Related Myeloid Neoplasms

In an attempt to answer these questions, a recent report identified 11 patients with
MDS and 9 patients with AML following PARPi therapy with predominantly olaparib
(Table 5) [238]. These therapy-related myeloid neoplasms were diagnosed at a median of
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2 years after initiation of PARPi treatment [238]. Unfavorable cytogenetics, particularly
complex karyotypes, were found in the overwhelming majority of cases [238]. Mutations
in DDR genes were detected by targeted next generation sequencing (NGS) in 83% of
the cases [238]. CH was more common in patients with ovarian cancer on maintenance
PARPi therapy when compared to those not receiving PARPi maintenance (78% vs. 39%,
respectively) and showed expansion in paired specimens pre- and post-therapy [238].
Along the same lines, mutations in DDR genes, including TP53 and PPMI1D, were more
common in patients receiving maintenance PARPi than in those not receiving maintenance
(67% vs. 17%) [238].

Table 5. Recent Studies of Therapy-Related Myeloid Neoplasms with PARP Inhibitors.

Authors N PARPi Myeloid
Neoplasm SOT Karyotype NGS SOT Status at

Diagnosis Median OS

Martin
et al. [238] 20 Olaparib (94%)

Rucaparib (6%)
AML (45%)
MDS (55%) Ovarian 95% complex

DDR
pathway

mutations in
83%

55% in CR 4.3 months

Kwan et al.
[239] 22 Rucaparib AML 41%

MDS 59% * Ovarian

53%
complex;
80% with

chrom. 5 or 7
alteration

NR NR NR

Morice
et al. [19] 178

Olaparib (75%)
Niraparib (18%)
Rucaparib (6%)

Talazoparib (1%)
Veliparib (1%)

AML (44%)
MDS (56%)

Ovarian (85%)
Prostate (7%)
Breast (5%)

Pancreatic (2%)

NR NR

Response
(85%)

Progression
(15%)

NR
(45% had
died on

follow-up)

N, number of patients; AML, acute myeloid leukemia; chrom., chromosome; CR, complete remission; DDR, DNA damage response; MDS,
myelodysplastic syndrome; SOT, solid organ tumor; NGS, next generation sequencing; OS, overall survival; NR, not reported. * Two
patients (9%) presented with MDS and progressed to AML.

Additional insight comes from a meta-analysis by Morice et al. that captured data
from randomized controlled trials with PARPi in different solid tumor types [19]. In
the 18 placebo-controlled trials examined, PARPi therapy was associated with a signifi-
cantly higher risk of therapy-related AML or MDS, with a Peto odds ratio of 2.63 (95% CI
1.13–6.14) [119]. While those findings present a risk that warrants well-designed follow-up
investigations, it is noteworthy that the incidence of MDS and AML was relatively low
at 0.73% in the pooled PARPi group versus 0.47% across placebo groups, with a median
follow-up ranging between 8.2 and 78 months [19]. In an independent analysis nested
within the same publication, the authors use VigiBase, a pharmacovigilance database, to
report 178 cases of MDS and AML with various PARPi (niraparib, olaparib, rucaparib,
talazoparib, and veliparib), with a median PARPi treatment duration of 9.8 months (range:
0.2–66.8 months) (Table 5) [19]. In cases where latency data were available (58 of the
178 cases), the median time from first exposure to PARPi to diagnosis of MDS or AML was
17.8 months (range: 0.6–66.8 months) [19]. Data about previous lines of therapy prior to
PARPi exposure were available for only 13 patients, all of whom had received platinum- or
taxane-based chemotherapy [19].

In a more recent retrospective case–control analysis of patients with ovarian cancer en-
rolled on the ARIEL2 and ARIEL3 ovarian cancer studies, pre-existing TP53 CH mutations
were found to be significantly associated with the development of therapy-related myeloid
neoplasms after exposure to rucaparib [239]. This analysis, which was based on targeted
NGS of peripheral blood cell specimens from 20 patients who developed therapy-related
myeloid neoplasms and 44 patients who did not, demonstrated that the prevalence of
preexisting CH variants in TP53 at a variant allele frequency of ≥1% was significantly
higher at PARPi treatment initiation in peripheral blood cells from patients who ultimately
developed therapy-related myeloid neoplasms compared to controls who did not (9 (45.0%)
of 20 cases vs. 6 (13.6%) of 44 controls, OR 5.2 (95% CI 1.6–16.0, p = 0.009)). In contrast, other
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CH variants were not enriched in the patients who went on to develop therapy-related
myeloid neoplasms [239].

Considering the entire 1052-patient cohort from ARIEL2 and ARIEL3, Kwan et al. also
explored the association between the presence of HR gene alterations and development of
PARPi-related myeloid neoplasms [239]. While the prevalence of therapy-related myeloid
neoplasms was higher in patients with ovarian cancer that harbored a deleterious mutation
in BRCA1, BRCA2, RAD51C, or RAD51D—four genes that are commonly mutated in
ovarian cancer—at 15 of 369 (4.1%) for those with mutation-containing cancers compared
to 7 of 683 (1.0%) for those without mutations, the incidence was indistinguishable in
patients with germline vs. somatic mutations in these genes. Instead, patients harboring
ovarian cancers with HR mutations appeared to receive significantly more courses of
chemotherapy, especially platinum-containing therapy, than patients with HR proficient
cancers [239]. These observations provide additional assurance that patients with germline
HR gene mutations are not automatically at increased risk of developing therapy-related
myeloid neoplasms.

There are several challenges to consider as studies of myeloid neoplasms in the
setting of PARPi therapy continue. Because PARPi provide a survival benefit (compared
with a placebo), the competitive bias between death from the primary malignancy and
potential therapy-related myeloid neoplasms must be carefully considered. This potential
competitive bias is underscored by (i) the notion that the evolution of CH into MDS/AML
is a process that may take years and (ii) the shorter durations of follow-up limiting the rates
of detection of secondary myeloid neoplasms in patients who prematurely succumbed to
their solid malignancy in placebo arms. Again, this highlights the importance of factoring
the clinical scenario and indication into the risk and benefit assessment of PARPi therapy,
with approaches adapted to disease prognosis and therapy goals in the metastatic or
maintenance settings [236].

4.3. Reconciling the Contradictory Effects of PARP Inhibitors

The paradoxical finding of early treatment benefit followed by late risk of therapy-
related myeloid neoplasms with PARPi continues to be vexing. As the role of PARPi is being
explored in clinical trials for AML subtypes (RUNX1-RUNX1T1 and PML-RARα fusions,
FLT3- and IDH1-mutated), a shorter course of therapy with those agents to achieve synergy
with chemotherapy in the upfront treatment of leukemia may have a different risk profile
than prolonged use as a solid tumor maintenance therapy. As PARPi are moving up to
earlier lines of therapy in many cancer types, it has become crucial to study CH evolution
during PARPi exposure. These efforts may help discern whether the increased risk of
therapy-related myeloid neoplasms would be mitigated by a lower baseline incidence of
CH in patients who are not as heavily exposed to chemotherapy at the time they receive
PARPi treatment.

Two priorities in solid malignancies are (i) better identifying patients who are at
increased risk of developing therapy-related myeloid neoplasms based on the baseline CH
landscape and (ii) better stratifying patients who would benefit most from PARPi therapy.
In view of the emergence of therapy-related myeloid neoplasms as an important toxicity
in patients receiving PARPi treatment, a third priority is identifying agents that might be
effective in treating these PARPi-emergent myeloid neoplasms. These efforts could reduce
the incidence of secondary malignancies as well as better inform the design of effective
regimens for PARPi-related myeloid neoplasms.

For de novo leukemia therapy, clarity is also needed regarding the subgroups of
patients who could potentially benefit from the addition of PARPi to current backbone regi-
mens. If signals of benefit are seen, sequential therapy with PARPi following chemotherapy
may offer a reasonable balance between the risks and benefits of those combinations.
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5. Conclusions

The many facets of PARPi in cancer therapy continue to unfold. While promising
results have emerged from studies examining PARPi (specifically olaparib, talazoparib,
and veliparib) as single agents or in combination with chemotherapy in hematologic
malignancies, further insight regarding the ideal therapeutic niche for these agents in
myeloid neoplasms is still needed. In the meantime, focusing investigational efforts
on identifying the most effective drug combinations and sequences may help further
shape the role of PARPi in treating myeloid diseases. To this end, consideration must
be given to both cytotoxicity in neoplastic cells as well as side effects in normal tissues,
realizing that murine models might not be ideal because their intrinsic expression of drug
exporters [240,241] might lead to underestimation of normal tissue toxicities of various
drugs and combinations [242]. At present, the AML subtypes most likely to benefit from
these endeavors are those harboring DDR pathway deficits as a consequence of RUNX1-
RUNX1T1 or PML-RARα fusions as well as FLT3 or IDH1 mutations. In parallel, a deeper
understanding of the risk of therapy-related myeloid neoplasms with PARPi is a priority,
as clinicians continue to counsel patients about the risks and benefits of these agents for
the treatment—and possibly prevention—of ovarian cancer, breast cancer, and other solid
tumors. While the incidence of therapy-related myeloid neoplasms after PARPi remains
low, clinicians prescribing PARPi should remain vigilant about this possible complication.
Raising awareness about the exciting role of PARPi and their potential complications has
become increasingly important as these agents continue to be employed in more settings,
for broader indications, in earlier lines, and for more patients.
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