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Targeting macrophages in hematological 
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Abstract 

Emerging evidence indicates that the detection and clearance of cancer cells via phagocytosis induced by innate 
immune checkpoints play significant roles in tumor-mediated immune escape. The most well-described innate 
immune checkpoints are the “don’t eat me” signals, including the CD47/signal regulatory protein α axis (SIRPα), PD-1/
PD-L1 axis, CD24/SIGLEC-10 axis, and MHC-I/LILRB1 axis. Molecules have been developed to block these pathways 
and enhance the phagocytic activity against tumors. Several clinical studies have investigated the safety and efficacy 
of CD47 blockades, either alone or in combination with existing therapy in hematological malignancies, includ-
ing myelodysplastic syndrome (MDS), acute myeloid leukemia (AML), and lymphoma. However, only a minority of 
patients have significant responses to these treatments alone. Combining CD47 blockades with other treatment 
modalities are in clinical studies, with early results suggesting a synergistic therapeutic effect. Targeting macrophages 
with bispecific antibodies are being explored in blood cancer therapy. Furthermore, reprogramming of pro-tumor 
macrophages to anti-tumor macrophages, and CAR macrophages (CAR-M) demonstrate anti-tumor activities. In this 
review, we elucidated distinct types of macrophage-targeted strategies in hematological malignancies, from preclini-
cal experiments to clinical trials, and outlined potential therapeutic approaches being developed.
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Background
Both CTLA-4 and PD-1/PD-L1 blockades have demon-
strated impressive, durable anti-tumor responses [1–7]. 
However, only a minority of patients achieve maximal 
benefit from monotherapy, most likely due to the highly 
heterogeneous and complex immune cancer microen-
vironment [8–11]. Therefore, investigations into com-
bination strategies, new checkpoints, and checkpoint 
inhibitors are underway [12–16]. Various factors regulate 
hematopoiesis to maintain normal blood cell production 
[17]. However, precancerous cells can also be generated, 

which can either undergo apoptosis and be cleared by the 
immune system or develop into hematological malignan-
cies following immune evasions [18, 19] (Fig. 1). Several 
immune evasion mechanisms beyond the suppression of 
anticancer T cell responses have been reported in pre-
vious studies [19–27]. Tumor-associated macrophages 
(TAMs), a specific subpopulation of macrophages, rep-
resent a large fraction of infiltrating immune cells within 
the tumor microenvironment (TME) in human cancers 
[28, 29]. TAMs are considered a potentially effective 
therapeutic target since they drive tumor progression, 
metastasis, and recurrence via multiple mechanisms [28, 
29].

The first macrophage-targeted therapeutic agent is 
the CD47 monoclonal antibody (mAb) [30]. In the late 
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2000s, the cross talk of CD47/SIRPα was recognized 
as the first checkpoint associated with tumor phago-
cytosis (also known as a “don’t eat me” signal) [31]. 
CD47 expression has been found to be considerably 
elevated in numerous hematological malignancies, as 
well as solid cancers [32, 33]. Additionally, a signifi-
cant positive correlation has been reported between 
high levels of CD47 expression and a poor prognosis 
in cancers [34–36]. Blocking the CD47/SIRPα cross 
talk has been shown to enhance anti-tumor activities. 
Therefore, blocking the CD47/SIRPα cross talk may 
be a promising approach for cancer immunotherapy 
either on its own or via integration with other tumor-
targeted therapies, as reported in numerous preclini-
cal studies [35, 37–40]. Clinical studies confirm the 
importance of inhibiting the CD47/SIRPα interaction 
in various hematological malignancies, including mye-
lodysplastic syndrome (MDS), acute myeloid leukemia 
(AML) [41], and relapsed/refractory non-Hodgkin’s 
lymphoma (R/R-NHL) [42]. Furthermore, other “don’t 
eat me” signals, including the PD-1/PD-L1 axis [43], 
MHC-I/LILRB1/2 axis [44–46], and CD24/SIGLEC-10 
axis [47], have been reported to modulate anticancer 

innate immune responses via macrophage-mediated 
phagocytosis. Macrophage depletion through inhibi-
tion of the CSF1/CSF1R suppresses the differentiation, 
proliferation, and survival of murine M2 macrophages 
[48]. Additionally, blocking the CSF1/CSF1R axis can 
functionally repolarize macrophages toward M1 mac-
rophages, enhance the role of macrophages in antigen 
presentation, and increase anti-tumor T cell responses 
[49]. Despite the findings of these preclinical studies, 
monotherapy with macrophage-targeted therapeutics 
has demonstrated high rates of adverse effects and rel-
atively lower clinical responses. Thus, other strategies 
should be developed to improve these shortcomings.

Bispecific antibodies (BsAbs) can recognize and bind 
two diverse antigens or epitopes to promote treatment 
efficacy and reduce the risk of adverse events [50–52]. 
Accordingly, CD47-targeted BsAbs may be a promising 
strategy to overcome limitations with CD47 blockades 
and further improve therapeutic efficacy for hematologi-
cal malignancies. Indeed, CD47/CD20 [53–55], CD47/
CD19 [56–59], CD47/CD33 [60], CD47/PD-L1 [61], and 
CD47/PD-1 [62] show selective CD47 blocking in an 
antigen-dependent manner in preclinical studies.

Fig. 1 An overview of normal hematopoiesis and possible immune escape mechanisms for blood cancers: normally, hematopoietic stem cells 
(HSCs) develop, in a fate-determined manner, into spectrum-specific hematopoietic progenitor cells, which then differentiate into relative terminal 
cells. The terminal cells maintain stable hematopoietic development. Inevitably, some precancerous cells appear during the development of 
the hematopoietic system, but are normally cleared by the immune system. However, precancerous cells can develop into various kinds of 
hematological malignancies when the immune system is compromised by T cells, B cells, NK cells, MDSC, TAM, and so on
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The reprogramming of pro-tumor macrophages (M1) 
to anti-tumor macrophages (M2) has shown potential 
application as cancer therapeutics [63, 64]. Recently, pre-
clinical and clinical studies have assessed several such 
therapeutic approaches, including macrophage receptors 
with collagenous structure (MARCO), toll-like receptors 
(TLRs) agonists, and T cell immunoglobulin and mucin 
domain containing 4 (Tim-4) blockades [64–68]. More 
recent studies have focused on chimeric antigen recep-
tor macrophages (CAR-Ms). These studies have demon-
strated effective anti-tumor responses in solid tumors 
and hematological malignancies in an antigen-specific 
manner [65–68].

This review provides an overview of current knowledge 
of macrophage-targeted therapeutics in preclinical and 
clinical research. Moreover, we outline these therapies 
for hematological malignancies.

(1). Checkpoints for macrophage-mediated phagocyto-
sis

Since the discovery of the first tumor phagocytosis-
related checkpoint, namely the CD47/SIRPα axis, in the 
late 2000s, other tumor phagocytosis-related checkpoints 
have been identified: the PD-1/PD-L1 axis, MHC-I/
LILRB1 axis, and CD24/SIGLEC-10 axis (Fig. 2). Then, a 
variety of mAbs or fusion proteins were produced against 
these four different macrophage phagocytosis-related 
checkpoints. And the preliminary clinical efficacy and 
TEAEs of some CD47 mAbs or fusion proteins have been 
reported.

CD47/SIRPα axis
The essential function of the CD47/SIRPα interaction
CD47 was first established as a membrane protein 
expressed on normal red blood cells (RBCs) [69]. Pre-
vious research has shown that splenic red pulp mac-
rophages (RPMs), liver tissue-resident macrophages 
(TRMs), and bone marrow erythroblastic island (EBI) 
macrophages quickly remove senescent RBCs with 
diminished CD47 expression [70–74]. However, CD47 
expression on normal erythroid cells avoids clearance 
by binding to the macrophage inhibitory receptor SIRPα 
[75]. Evidence accumulated in recent years suggests that 
SIRPα is a membrane protein classified as a member of 
the immunoglobulin superfamily, primarily expressed 
by myeloid cells such as macrophages and dendritic cells 
(DCs) [30]. By further elucidating the mechanism of 
phagocytosis inhibition, researchers have reported that 
macrophages’ SIRPα interacts with CD47 expressed on 
neighboring cells, resulting in phosphorylation of the 
SIRPα cytoplasmic immunoreceptor tyrosine-based inhi-
bition motif. This process results in the recruitment of 
SHP-1 and SHP-2 phosphatases [76]. The downstream 
signaling cascade prevents myosin-IIA aggregation at 
the phagocytic synapse, resulting in phagocytic inhibi-
tion [76]. Thus, the CD47/SIRPα axis is mainly regarded 
as a “don’t eat me” signal, allowing CD47-expressing 
cells to evade macrophage-mediated phagocytosis [76]. 
Indeed, previous investigations using mouse models have 
exhibited that wild-type macrophages rapidly eliminate 
 CD47−/− cells [77]. Studies have also indicated that most 

Fig. 2 History of discovering phagocytosis-associated checkpoint inhibitors: over the past two decades, a great deal of progress has been made in 
identifying phagocytosis-associated checkpoints
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cell types, such as erythroblasts, platelets, hematopoietic 
stem cells (HSCs) [75, 78–80], elevate CD47 expression 
on their surfaces to evade phagocytosis by macrophages. 
A similar mechanism preventing phagocytosis by mac-
rophages has been reported for nearly all tumor types, 
including AML, NHL, and MDS [33, 81]. Collectively, 
these results confirm that CD47/SIRPα cross talk func-
tions as a negative phagocytosis-associated immune 
checkpoint.

(2). The anti-tumor mechanisms of blocking CD47/
SIRPα cross talk

Several investigations have exhibited the potential 
role of CD47 blockade in producing anti-tumor effects 
[82–84]. Notably, macrophage removal restored tumor 
development after CD47 blockage, illustrating that mac-
rophages play an indispensable role in preventing cancer 
cell growth following CD47 dampening [22]. There are 
four main mechanisms of CD47 blockade in targeting 
cancer cells (Fig. 3) [85, 86]. (1) Direct cancer cell killing: 
CD47 mAbs trigger tumor cell apoptosis via a mechanism 

independent of caspases [87]. (2) Macrophage-modu-
lated antibody-dependent cellular phagocytosis (ADCP): 
Dampening of the CD47/SIRPα cross talk using CD47 
mAb results in tumor cells phagocytic uptake by mac-
rophages [88]. Gloria H.Y. Lin et  al. reported that dis-
rupting CD47/SIRPα cross talk triggers phagocytosis 
of tumor cells by all macrophage subsets, especially M1 
and M2c macrophages [89]. Furthermore, Gloria H.Y. Lin 
et al. found that disrupting CD47/SIRPα cross talk trig-
gers phagocytosis of tumor cells by a diverse panel of 
polarized macrophages and this process is required for 
the expression of FcγRs [89]. This implies that dampen-
ing CD47 effectively triggers the destruction of cancer 
cells by the heterogeneous population of macrophages 
observed in vivo. Primarily, increased cancer cell phago-
cytosis resulting from disruption of the CD47/SIRPα 
cross talk leads to enhanced presentation of antigens 
and  CD8+ T cell proliferation in vitro. (3) DC-mediated 
presentation of antigens and T cell-modulated immune 
responses: CD47 mAbs promote tumor cell phagocytic 
ingestion by DCs coupled with subsequent presentation 

Fig. 3 Anti-tumor mechanisms of blocking CD47/SIRPα interaction: through blocking the CD47/SIRPα interaction, anti-tumor effects were 
induced via direct cancer-killing effects, antibody-dependent cellular phagocytosis (ADCP), antigen presentation and T cell immune responses, 
antibody-dependent cytotoxicity (ADCC), and complement-dependent cytotoxicity (CDC)
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of antigens to  CD8+ T cells, eliciting an anticancer 
adaptive immune response [90]. (4) NK cell-modulated 
antibody-dependent cellular cytotoxicity (ADCC) and 
complement-dependent cytotoxicity (CDC): SIRPα is a 
remarkable inhibitor of NK cell-modulated cytotoxicity, 
and CD47 mAbs destroy tumor cells by NK cell-mod-
ulated ADCC and CDC [91]. Therefore, blocking the 
CD47/SIRPα cross talk activates the innate and adaptive 
immune systems, leading to tumor cell destruction. Since 
CD47 mAbs activate the phagocytosis of macrophages, 
CD47 mAb therapy should be avoided in patients with 
hematological malignancy-associated hemophagocytic 
lymphohistiocytosis and monocyte/macrophage-related 
malignancies.

(3). Clinical efficacy and adverse effects (AEs) of inhibit-
ing the CD47/SIRPα axis in hematological malignancies

Since 2015, several CD47/SIRPα mAbs or fusion 
proteins have been developed by different companies 
worldwide [33, 92, 93]. Their safety and efficacy in hema-
tological malignancies are being demonstrated in clinical 
trials.

Myelodysplastic syndrome (MDS) and acute myeloid 
leukemia (AML)
In a phase I multicenter study (NCT02641002), the 
safety, tolerability, and clinical efficacy of CC-90002 as a 
monotherapy in AML and MDS were evaluated [94]. This 
research included 24 individuals with relapsed/refractory 
AML (R/R-AML) and four patients with high-risk R/R 
MDS. The patients received CC-90002 at 4 mg/kg (n = 6), 
2  mg/kg (n = 4), 1  mg/kg (n = 6), 0.3  mg/kg (n = 6), and 
0.1  mg/kg (n = 6). Four cases of dose-limiting toxicity 
(DLT) were reported in this study. Of these cases, one 
patient, receiving the 0.1  mg/kg dose, experienced dis-
seminated intravascular coagulation and cerebral hemor-
rhage, both of grade 4; one patient, receiving the 0.3 mg/
kg dose, had purpura of grade 3; one patient, receiving 
the 1  mg/kg dose, had congestive cardiac failure and 
acute respiratory failure, both of grade 4; and one patient, 
receiving the 4  mg/kg dose, had sepsis of grade 4. The 
most frequent (≥ 30%) any grade treatment-emergent 
adverse events (TEAEs) consisted of increased cough, 
alanine, anemia, and aminotransferase (32% each); 
increased aspartate aminotransferase and febrile neutro-
penia (36% each); thrombocytopenia (39%); and diarrhea 
(46%). A total of 23 patients (82%) had serious TEAEs, 
with general deterioration in physical health (n = 3), 
pneumonia (n = 4), bacteremia (n = 4), and febrile neu-
tropenia (n = 10). TEAEs led seven participants (25%) to 
withdraw from the research. Overall, 82% required RBC 
transfusions, and CC-90002 therapy did not affect the 
patients’ ability to continue receiving RBC transfusions. 

The study’s findings suggested that CC-9002 monother-
apy did not show good clinical efficacy in treating hema-
tological malignancies. Furthermore, CC-9002 increased 
DLT. Consequently, research on CC-90002-AML-001 as 
a monotherapy was discontinued [95].

Nevertheless, studies have shown that magrolimab can 
be safely administered at a low “priming” dose. A tran-
sient anemia accompanied by compensatory reticulocy-
tosis was observed in these studies, but severe anemia 
was not observed at subsequent higher maintenance 
doses [96, 97]. In addition, the updated ASCO abstract in 
2022 also confirmed that HR-MDS patients treated with 
magrolimab in combination with AZA exhibit a tolerable 
anemia through priming and maintenance doses [98]. A 
phase IB study explored the clinical efficacy of magroli-
mab (Hu5F9) in combination with azacytidine (AZA) in 
MDS and AML patients [99]. Forty-three patients (18 
MDS and 25 AML with a median age of 73 years) were 
given magrolimab combined with AZA [99]. Twenty-
eight percent of patients harbored a TP53 mutation. The 
objective response rate (ORR) was 100% among the 13 
evaluable MDS patients, while the ORR was 69% among 
the 16 evaluable AML patients [99]. TEAEs for mag-
rolimab combined with AZA affected > 15% of patients: 
thrombocytopenia (26%), neutropenia (26%), and anemia 
(37%). Only one patient (2%) developed febrile neutro-
penia due to the treatment. Only one subject withdrew 
from the research study, owing to TEAE.

In a similar study conducted by the American Soci-
ety of Clinical Oncology (ASCO) in 2020, 68 patients 
(39 MDS, 29 AML) with a median age of 72 years were 
treated using magrolimab combined with AZA. Twenty-
seven percent had a TP53 mutation. The ORR was 91% 
among the 33 evaluable MDS patients, while the ORR 
was 64% among the 25 evaluable AML patients [100]. 
However, of the 12 AML patients with the TP53 muta-
tion, 75% had a CR + CRi, suggesting unique therapeu-
tic effects in these patients [100]. Common TEAEs were 
infusion reaction (16%), thrombocytopenia (18%), ane-
mia (38%), neutropenia (19%), and fatigue (21%). Treat-
ment-linked febrile neutropenia was 1.5%. Only one 
case (1.5%) withdrew from treatment due to an TEAE. 
Patients who required RBC transfusions became transfu-
sion-independent in 58% of MDS cases and 64% of AML 
cases. In conclusion, magrolimab combined with AZA 
is well tolerated and has durable efficacy for MDS and 
AML, particularly regarding the TP53 mutation group, 
which is a poor prognostic group [100].

In a phase IB clinical trial reported by ASCO in 2022, 
magrolimab combined with AZA was evaluated for safety 
and efficacy in 72 AML patients with TP53 mutation 
[101]. All the patients are not suitable for intensive chem-
otherapy. The age ranges from 31 to 89  years, and the 
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median age is 73 years [101]. The ORR was 48.6% among 
the 72 evaluable patients, including 33.3% CR, 8.3% CRi/
CRh, 1.4% morphologic leukemia-free state (MLFS), and 
5.6% partial responses (PR). It was found that the median 
durations of CR and CR/CRi were 7.7  months (95% CI: 
4.7, 10.9) and 8.7 months (95% CI: 5.3, 10.9), respectively. 
In the 72 patients, the mOS was 10.8  months (95% CI: 
6.8, 12.8) with an 8.3-month median follow-up [101]. The 
TEAEs were similar to those seen in other clinical tri-
als of magrolimab combined with AZA. And a phase III 
clinical trial comparing this combination with standard 
of care in patients with TP53-mutant AML is currently 
ongoing (ENHANCE-2; NCT04778397).

Another phase IB clinical study from ASCO in 2022 
reported the final results in 95 patients with untreated 
HR-MDS (NCT03248479) [102]. The age ranges from 
28 to 91 years, and the median age is 69 years [102]. The 
ORR (33% CR) was 75% in all patients. Furthermore, 
the ORR was 79% (31% CR) in 61 MDS patients with-
out TP53 mutation. And the ORR (40% CR) was 68% in 
25 MDS patients with TP53 mutation [102]. The mPFS 
of all patients, TP53-wild-type patients, and TP53-
mutant patients were 11.6  months, 11.8  months, and 
11.0  months, respectively. The mOS of TP53-mutant 
patients was 16.3 months, while the mOS did not reach 
for all patients and TP53-wild-type patients. Addition-
ally, the TEAEs were manageable in the present study 
[102]. In September 2020, the phase III ENHANCE trial 
(NCT04313881) began. Its purpose is to compare the 
efficacy and safety of AZA combined with magrolimab 
to AZA combined with a placebo (PBO) in previously 
untreated patients with HR-MDS [41]. Approximately 
520 patients globally have been enrolled. It is the first 
phase 3 clinical trial of CD47 mAb in HR-MDS, and 
researchers await the results. Furthermore, the clini-
cal trials of many distinct types of CD47 mAbs or SIRPα 
fusion proteins for the treatment of MDS and AML are 
also reported in our previous review [30]. In conclusion, 
CD47 mAbs or SIRPα fusion combined with other anti-
tumor drugs could be an effective treatment option for 
AML or MDS patients.

Non‑Hodgkin lymphoma (NHL)
A previous investigation assessed the clinical efficacy of 
magrolimab in conjunction with rituximab in R/R-NHL 
[42]. Twenty-two subjects were enrolled in the study, 15 
with diffuse large B cell lymphoma (DLBCL), and seven 
with follicular lymphoma (FL). Patients were treated 
with a median of four prior treatments (range: 2 to 10), 
and 95% of them had a condition that was resistant to 
rituximab. Patients with NHL had a 50% ORR, those 
with DLBCL had a 40% ORR, and those with FL had a 
71% ORR [42]. Anemia and infusion-linked responses 

were the most prevalent AEs. However, the 5F9 prime 
and maintenance dose approach helped reduce anemia. 
Dose-limiting side effects were uncommon [42].

ALX148 (NCT03013218) is a fusion protein composed 
of a CD47 blocker with an inactive human immuno-
globulin Fc region [103]. This fusion protein was stud-
ied to treat CD20-positive B-cell-R/R-NHL patients in a 
phase I clinical study [103]. In this study, twenty patients 
with R/R-NHL were treated using ALX148 in conjunc-
tion with rituximab. The patients include 11 DLBCL 
cases, four mantle cell lymphoma (MCL) cases, three FL 
cases, and two marginal zone lymphoma (MZL) cases 
[103]. The maximum administered dose in this study 
was 10  mg/kg QW. No dose toxicities of ALX148 were 
seen, and the maximum tolerated dose (MTD) was not 
reached [103]. The total AE rate at any grade was 80% 
(16/20). The most frequent AEs consisted of rash (20%), 
anemia (10%), fatigue (10%), nausea (10%), neutrope-
nia (10%), and decreased platelets (10%). However, only 
two patients experience grade 3 or 4 neutropenia [103]. 
All tumor histologies had a 35% ORR, with indolent 
(FL + MZL) histologies having a 40% ORR and aggres-
sive (DLBCL + MCL) histologies having a 31% ORR. 
In patients with R/R-NHL, ALX148 combined with 
rituximab showed good tolerance and good objective 
responses [103].

TTI-621 binds minimally to human RBCs, thus alle-
viating the anemia associated with anti-CD47 mAbs 
[104]. A phase I clinical study (NCT02663518) of TTI-
621 (SIRPα-IgG1 Fc) assessed the safety and activity of 
single-agent TTI-621 in R/R hematological cancers [105]. 
This study enrolled 164 patients, with 18 patients in the 
escalation group and 146 in the expansion group (com-
bination of rituximab n = 35, combination of nivolumab 
n = 4, and monotherapy n = 107). The ORR was 13% for 
all patients. DLBCL had a 29% (2/7) ORR, T-NHL had a 
25% (8/32) ORR with TTI-621 monotherapy, and DLBCL 
had a 21% (5/24) ORR with the combination TTI-621 and 
rituximab treatment [105]. Infusion-linked responses, 
thrombocytopenia, chills, and fatigue were among the 
AEs. It was easy to reverse thrombocytopenia (20%, 
grade 3) between doses, and it was not associated with 
bleeding. This clinical study enrolled a relatively large 
number of patients to better evaluate the safety and clini-
cal efficacy of single-agent macrophage-targeted therapy 
in hematological malignancies. TTI-621 was well toler-
ated and exerted an anti-tumor effect as a monotherapy 
in patients with R/R B-NHL and T-NHL. The updates 
of the phase I study (NCT02663518) indicate that there 
were similar TEAEs with low-dose TTI-621 mono-
therapy (0.2  mg/kg to 0.5  mg/kg) in 214 patients with 
hematological malignancies [106]. Significantly, the ORR 
was 20% in 71 patients with NHL, with a 19.05% (8/42) 
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occurrence of ORR with cutaneous T-cell lymphoma 
(CTCL), 18.18% (4/22) with peripheral T-cell lymphoma 
(PTCL), and 28.57% (2/7) with DLBCL. Furthermore, 24 
patients with CTCL (18 patients with mycosis fungoides 
and six patients with Sézary syndrome) were enrolled 
into the high-dose group, including nine patients who 
received 2.0  mg/kg. Fifty percent of the patients had 
infusion-related reactions (13% Grade ≥ 3) and 33% (25% 
Grade ≥ 3) had thrombocytopenia, but all the TEAEs 
were manageable. The ORR was 20% (4/20) in the 20 
patients who were evaluated, with 21.43% (3/14) of those 
with mycosis fungoides and 16.67% (1/6) of those with 
Sézary syndrome developing ORR [106]. Another multi-
center phase 1 study reported on the safety and efficacy 
of TTI-621 in 35 patients (13 patients in the escalation 
group and 22 patients in the expansion group) with per-
cutaneously accessible R/R mycosis fungoides or Sézary 
syndrome (NCT02890368) [107]. In this study, the dos-
age administered was up to 10 mg/kg; however, no dose-
limiting TAEAs occurred. Significantly, 90% (26/29) of 
the evaluated patients had decreased Composite Assess-
ment of Index Lesion Severity (CAILS) scores [106].

Hodgkin lymphoma (HL)
HL patients with high CD47 expression had a signifi-
cantly lower event-free survival and OS compared to 
patients with low CD47 expression [108]. A clinical 
study of TTI-621 enrolled 24 patients with HL [105]. The 
TEAEs are similar to those experienced in other types of 
hematological malignancies. The ORR was 12.5% (3/24), 
and the disease control rate (DCR) was 62.5% (15/24). 
Furthermore, the ORR was 50% (2/4) in four evaluated 
HL patients who received TTI-621 in combination with 
nivolumab. Another study enrolled 14 patients with R/R 
lymphoma to evaluate the safety, tolerability, pharma-
cokinetics (PK), pharmacodynamics (PD), and clinical 
responses of IMM01 (SIRPα-IgG 1 fusion protein) [109]. 
There were no DLTs when the dose of IMM01 increased 
up to 1.0 mg/kg. In the present study, the most common 
TEAEs of IMM01 were thrombocytopenia (54%), neu-
tropenia (36%), pyrexia (36%), and anemia (27%) [109]. 
One HL patient who had failed anti-PD-1 blockade treat-
ment achieved PR, and one HL patient who had failed 
anti-PD-1 blockade treatment achieved a shrunk stable 
disease (SD) [109]. Furthermore, the half-life of IMM01 
ranges between 53.8  h and 73.3  h, which suggests that 
a single dose can be administered for a longer period 
of time [109]. The sample size of the investigation into 
blocking CD47/SIRPα in HL treatment is still small and 
should be increased in future trials to observe the role 
of blocking CD47/SIRPα alone or in combination with 
other drugs in HL.

Multiple myeloma (MM)
Preclinical studies have demonstrated that blocking the 
CD47/SIRPα signaling pathway significantly enhances the 
killing effect of macrophages on MM in vitro and in vivo 
[110–112]. While clinical trials for the role of CD47 mAb 
in MM are relatively rare, none of eight patients with MM 
enrolled in a phase I clinical study (NCT02663518) of 
TTI-621 achieved ORR. TTI-622 (SIRPα-IgG4 Fc fusion 
protein, NCT03530683) and AO-176 (a humanized IgG2 
anti-CD47 mAb, NCT04445701) are being evaluated as 
a monotherapy or a combination therapy with protea-
some inhibitors and dexamethasone in R/R MM patients 
[113, 114]. Furthermore, Edward Stadtmauer et al. con-
ducted a phase IB dose escalation and expansion study 
of CD47 mAb (TJ011133) for the treatment of R/R mul-
tiple myeloma on January 17, 2022 [115]. This clinical 
trial used CD47 mAb with or without dexamethasone 
plus an anti-myeloma regimen for the treatment of R/R 
MM [115]. The enrolled patients were divided into four 
groups for dosing, which included TJ011133, TJ011133 
plus Pomalidomide and Dexamethasone; TJ011133 plus 
Carfilzomib and Dexamethasone; and TJ011133 plus 
Daratumumab and Dexamethasone. The primary out-
come of this study is that there were DLTs with TJ011133, 
with or without dexamethasone and in combination with 
anti-myeloma regimens, in the participants with R/R-
MM. The secondary outcomes include the percentages of 
the participants who achieved the best overall responses 
of the documented PRs or, even better, PFS, duration of 
response (DOR), and time to progression (TTP). This 
study is ongoing (NCT04895410), as more time is needed 
to observe the clinical and associated adverse effects of 
TJ011133 on MM.

In conclusion, CD47-targeted mAbs combined with 
current therapies may be an effective treatment option 
for hematological malignancies. Furthermore, vari-
ous studies that are evaluating the clinical efficacies and 
TEAEs of CD47-targeted mAbs are in progress around 
the world. Nevertheless, Gilead Sciences, Inc. paused 
enrollment in some trials of magrolimab for the treat-
ment of AML and MDS, following concerns about safety 
issues among those receiving it in combination with AZA 
[116]. In addition, CD47 products with improved safety 
in the future are expected to be more effective in treating 
hematological malignancies. The selected ongoing CD47/
SIRPα programs for hematological malignancies are pre-
sented in Table 1.

(4). Challenges and strategies for applications of CD47 
mAbs

Given the anti-tumor mechanisms and AEs of CD47/
SIRPα blockades found in hematological malignan-
cies’ treatment research [30], several points should be 
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considered during drug design and development: 1) 
Can CD47 antibodies interact with RBCs? RBCs also 
express CD47; therefore, the antibodies may interact 

with different RBCs, leading to agglutination and lysis of 
RBCs. 2) Are the antibodies IgG1? Fc units of IgG1 can 
interact with FcγR expressed by macrophages, leading to 

Table 1 Clinical trials of CD47/SIRPα-targeted agents in hematological malignancies

Un Unknown

Type of mAb Subclass of IgG Initial time 
of clinical 
studies

Phase Type of tumors Treatment 
programs

ClinicalTrials.gov 
Identifier

Hu5F9-G4 mAb IgG4 2014.8 Phase II MDS and AML Combined therapy NCT02216409

Hu5F9-G4 mAb IgG4 2020.9 Phase III Higher-risk MDS Combined therapy NCT04313881

Hu5F9-G4 mAb IgG4 2021.11 Phase II R/R cHL Combined therapy NCT04788043

Hu5F9-G4 mAb IgG4 2021.12 Phase I R/R B-Malignancies Combined therapy NCT04599634

Hu5F9-G4 mAb IgG4 2022.05 Phage III TP53 Mutant AML Combined therapy NCT04778397

Hu5F9-G4 mAb IgG4 2022.9 Phase IB/II MDS and AML Combined therapy NCT05367401

TTI-621 SIRPα fusion protein IgG1 2016.1 Phase IA/IB Hematological 
Malignancies

Monotherapy NCT02663518

TTI-621 SIRPα fusion protein IgG1 2021.10 Phase IB MM Combined therapy NCT05139225

TTI-622 SIRPα fusion protein IgG4 2018.5 Phase IA/IB Hematological 
Malignancies

Combined therapy NCT03530683

TTI-622 SIRPα fusion protein IgG4 2021.1 Phase IB R/R MM Combined therapy NCT05139225

ALX148 IRPα fusion protein IgG1 2017.2 Phase I Lymphoma Combined therapy NCT03013218

ALX148 SIRPα fusion protein IgG1 2020.1 Phase I/II MDS Combined therapy NCT04417517

ALX148 SIRPα fusion protein IgG1 2021.1 Phase I/II B-NHL Combined therapy NCT05025800

ALX148 SIRPα fusion protein IgG1 2021.5 Phase I/II AML Combined therapy NCT04755244

AK117 mAb IgG4 2020.4 Phase I Lymphoma Monotherapy NCT04349969

AK117 mAb IgG4 2021.1 Phase I Lymphoma Monotherapy NCT04728334

AK117 mAb IgG4 2021.5 Phase I/II Higher-risk MDS Combined therapy NCT04900350

AK117 mAb IgG4 2021.7 Phase IB/II AML Combined therapy NCT04980885

Gentulizumab mAb Un 2021.4 Phase I NHL Combined therapy NCT05221385

Gentulizumab mAb Un 2021.4 Phase I R/R-AML or MDS Monotherapy NCT05263271

IMM-01 SIRPα fusion protein IgG1 2019.9 Phase I Lymphoma Monotherapy ChiCTR1900024904

IMM-01 SIRPα fusion protein IgG1 2022.1 Phase I/II MDS and AML Combined therapy NCT05140811

SRF231 mAb IgG4 2018.3 Phase IA/IB lymphoma/CLL Combined therapy NCT03512340

SHR1603 mAb IgG4 2018.1 Phase I Lymphoma Combined therapy NCT03722186

IBI188 mAb IgG4 2018.12 Phase I lymphoma Combined therapy NCT03717103

IBI188 mAb IgG4 2020.8 Phase IB Newly Diagnosed 
HR-MDS

Combined therapy NCT04511975

IBI188 mAb IgG4 2020.9 Phase IB AML Combined therapy NCT04485052

IBI188 mAb IgG4 2020.9 Phase IB Newly Diagnosed 
HR-MDS

Combined therapy NCT04485065

TJC4 mAb IgG4 2019.5 Phase I lymphoma Combined therapy NCT03934814

TJC4 mAb IgG4 2021.6 Phase IB MDS and AML Combined therapy NCT04912063

TJC4 mAb IgG4 2022.1 Phase IB Multiple Myeloma Combined therapy NCT04895410

ZL-1201 mAb IgG4 2020.5 Phase I Lymphoma Combined therapy NCT04257617

IMC-002 mAb IgG4 2020.6 Phase I Lymphoma Combined therapy NCT04306224

AO-176 mAb IgG2 2020.11 Phase I/II Multiple Myeloma Combined therapy NCT04445701

CC-95251 mAb IgG4 2019.2 Phase I Hematological 
Cancers

Combined therapy NCT03783403

CC-95251 mAb IgG4 2022.1 Phase I MDS and AML Combined therapy NCT05168202

CD47 mAb Un 2021.12 Single-arm Recurrent AML 
After Transplanta-
tion

Combined therapy NCT05266274
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phagocytosis of RBCs by macrophages. 3) A subpopu-
lation of T cells also expresses CD47. Can the antibod-
ies interact with CD47 expressed by T cells (which can 
also lead to T cell apoptosis)? 4) If CD47 mAb is the 
IgG4 subtype, which does not have an Fc effect, it cannot 
fully activate phagocytosis by macrophages. The clinical 
effects dramatically decrease, and no satisfactory clini-
cal results can be achieved with monotherapy of these 
antibodies. There is a need to identify appropriate sub-
classes of IgG and optimize single-chain variable regions 
to develop the best therapeutic antibodies [117, 118].

In light of these issues, the following points should 
be noted: 1) The selected antibody cannot interact 
with RBCs (e.g., TTI-621, TTI-622, TJC4, IMM01, and 
AK117). 2) The selected antibody cannot induce T cell 
apoptosis. (3) The selected antibody should possess a 
CD47- or SIRPα-inhibiting target and activating Fc effect, 
which is capable of enhancing anti-tumor activity [119] 
(e.g., TTI-621 and IMM01). 4) Additionally, macrophages 
express “eat me” signals or surface markers such as cal-
reticulin, signaling lymphocytic activation molecule fam-
ily member 7 (SLAMF7), Mertk, and Axl [72, 120, 121]. 
Knockout of SLAMF7 in mice remarkably inhibits mac-
rophage-mediated phagocytosis potentiated by CD47 
blockade in many B cell- and myeloid cell-derived cancer 
cell lines [121]. The discovery of the activation receptor 
has significant implications for CD47’s clinical applica-
tion. Thus, the activation of the receptors can be applied 
as a biomarker to estimate the clinical responses of a 
phagocytic checkpoint blockade. Targeting phagocytosis 
to activate the receptor is a reasonable approach for pro-
moting tumor clearance by macrophages in combination 
with phagocytosis checkpoint blockade.

(5). Other potential therapeutic strategies based on 
CD47/SIRPα blockades

Combination of CAR‑T cells and CD47/SIRPα blockers
In the treatment of hematological malignancies, CAR-T 
cells have shown outstanding results. However, short 
disease-free survival times and high recurrence rates 
are significant obstacles [122]. The main mechanisms of 
current CAR-T cell therapy failure include loss of target 
antigens, impaired T cell function, and a complex immu-
nosuppressive microenvironment [122]. Given the poten-
tial antigen-presenting advantages of CD47 blockade in 
improving adaptive immunity function when combined 
with  CD8+ T cells [90], further research into the com-
bination of CD47 blockade with CAR-T cells for can-
cer therapy is critical. Huanpeng Chen et  al. designed a 
CAR-T cell-secreting CD47 blocker SIRP-Fc fusion pro-
tein (dubbed Sirf CAR-T) to enhance the therapeutic 
efficacy of CAR-T cells in solid tumor treatment [123]. In 

numerous syngeneic immunocompetent tumor models, 
Chen et  al. discovered that Sirf CAR-T cells drastically 
reduced tumor burden and improved the survival time 
of tumor-bearing mice [123]. They found that Sirf CAR-T 
cells induced more central memory T cells, improved 
CAR-T cell persistence in tumor tissue, and reduced 
PD-1 expression on the CAR-T cell surface to identify 
the mechanisms of Sirf CAR-T cells against malignan-
cies [123]. They also found that Sirf CAR-T cells might 
change the TME by reducing myeloid-derived stem cells 
(MDSCs) and boosting  CD11c+ DCs and M1-polar-
ized macrophages in the tumor [123]. In conclusion, 
Chen et  al.’s research reveals that the SIRP-Fc improves 
the anti-tumor efficacy of CAR-T cells and suggests a 
blocking CD47/SIRPα signaling influence on the role 
of CAR-T cells. These outcomes could rationalize using 
CD47 blockades in combination with CAR-T cells [110], 
providing a novel approach for effective tumor immu-
notherapy. Prior to this study, no clinical studies evalu-
ated CD47 blocker combined with CAR-T cell therapy in 
cancers. Further studies should evaluate the influences of 
CD47 inhibitors in combination with CAR-T cell therapy 
in hematological malignancies.

CD47/SIRPα‑targeted antibody–drug conjugate (ADC)
Antibody–drug conjugates (ADCs) are formed by a mAb 
with a payload through a linker. It has both the power-
ful killing effect of the payload and the tumor targeted of 
antibody drugs [124, 125]. Since the first ADC (gemtu-
zumab ozogamicin) was approved for the treatment of 
CD33-positive AML, nine distinct types of ADC drugs 
were approved as cancer treatments by the FDA [126]. 
Recently, CD47/SIRPα-targeted ADCs have also gradu-
ally been deployed. While, only the CD47-targeted 
ADC, SGN-CD47M has entered the clinical stage, and 
phase I clinical trials for the treatment of advanced solid 
tumors are underway (NCT03957096) [127]. In addition, 
TAC-002 and BYON4228 are both SIRPα antibody-con-
jugated TLR9 agonists, which are in preclinical devel-
opment. More studies are also required to evaluate the 
effect of CD47/SIRPα-targeted ADCs on hematological 
malignancies.

PD-1/PD-L1 axis
Sydney R. Gordon et  al.’s 2017 study documented a new 
role of the PD-1/PD-L1 signal pathway in modulating the 
phagocytic capacity of TAMs [43]. This study suggests 
that the PD-1/PD-L1 signaling pathway in macrophages 
could also function as the “don’t eat me” signal. They 
exhibited that PD-1 was expressed in mouse and human 
TAMs. Furthermore, PD-1 expression levels increased 
through cancer progression in mice models and high 
TNM staging in primary human malignancies [43]. 
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PD-1+ TAMs exhibit an M2-like macrophage phenotype 
and display a considerably reduced phagocytic potency 
against cancer cells. However, inhibition of the cross 
talk between PD-1 and PD-L1, either via PD-1 or PD-L1 
blockade, results in an anticancer immune response 
in mice that lack T cells, B cells, and NK cells but have 
functional macrophages [43]. The phagocytic function of 
PD-1+ TAMs is rescued in PD-L1−/− mice in vivo. How-
ever, there is no significant difference in phagocytosis of 
PD-1− TAMs between PD-L1-expressing and knockout 
tumor cells [43]. These findings strongly suggest that 
PD-L1-expressing cancer cells can evade TAM-medi-
ated phagocytosis. Previous investigations have shown 
that PD-1 expression inhibits a wide variety of immune 
cells in the TME, consisting of T cells [128], B cells [129], 
NK cells [130], and DCs [131]. Sydney R Gordon et  al. 
extended their study to include macrophages, further 
emphasizing the essential function of PD-1 expression in 
immune system balance across the innate and adaptive 
immune systems [43].

Anti-PD-1/PD-L1 treatments have been explored in 
various hematological cancers, but there is still a need 
to establish why blocking the PD-1/PD-L1 axis demon-
strates clinical efficacy only in a minority of cancer types 
[1, 5, 132]. The influences of PD-1 blockade on TAMs in 
human cancer should not be ignored as it may aid the 
search for new disease biomarkers or therapeutic com-
binations. For example, PD-1 blockade exhibited high 
clinical responses in HL patients despite the heteroge-
neous expression of PD-1 on tumor-infiltrating lympho-
cytes (TILs). Frequently, PD-1 blockade compromised 
class I major histocompatibility complex (MHC-I) sur-
face expression on tumor cells, which potentially pre-
cludes the T cell-mediated anti-tumor immune response 
mechanism [132]. This inconsistency in the PD-1/PD-L1 
blockade could partially be explained by the TAMs-
mediated anti-tumor immune effect on HL [132]. These 
findings indicate that adaptive and innate immune check-
points need further investigation. The findings also sug-
gest that the study of innate and adaptive immunity can 
provide a novel understanding of the heterogeneity of 
clinical responses to immune checkpoint inhibitors.

MHC-I/LILRB1/2 axis
MHC-I expressed by tumor cells also inhibits mac-
rophage-mediated phagocytosis [44]. MHC-I comprises 
HLA α-chains and β2-microglobulin (β2-M) chains [133]. 
Some tumor cells highly express the MHC-I complex 
to inhibit macrophage-mediated phagocytosis [44]. To 
better understand the process of MHC-I-induced sup-
pression of phagocytosis, researchers have identified 
the receptors utilized in detecting MHC-I. The study 

has reported that two leukocyte immunoglobulin-like 
receptor (LILR) family members, LILRB1 and LILRB2, 
couple with MHC-I and harbor immunoreceptor tyros-
ine-based inhibitory motifs (ITIMs), aiding in the inhibi-
tion of intracellular signal transduction [44]. LILRB1 and 
LILRB2 are considered candidates for the MHC-I-mod-
ulated inhibition of phagocytosis. An analysis of human 
monocytes showed that LILRB1 was expressed in most 
monocytes, while only a small subpopulation of  LILRB2+ 
was detected [44]. TAMs in several tumors highly express 
LILRB1 but not LILRB2. Treatment with LILRB1 mAb 
has been shown to significantly increase the anti-CD47-
triggered phagocytosis of MHC-I+ cells but not MHC-
I− cells [44]. In contrast, anti-LILRB2 mAb have no 
considerable impact on phagocytosis of either MHC-I+ 
cells or MHC-I− cells [44]. The MHC-I/LILRB1 signaling 
axis is a “don’t eat me” signaling pathway, and inhibition 
of either LILRB1 or MHC-I may greatly enhance tumor 
cell phagocytosis. Although MHC-I or LILRB1 blockade 
promotes macrophage-mediated phagocytosis, it does 
not extensively inhibit tumor growth in immunocom-
petent mice, indicating some of the limitations of this 
therapy.

Previous studies have shown that blocking LILRB2 
using therapeutic antibodies can boost macrophages’ 
maturation and strengthen their pro-inflammatory phe-
notype [46]. Additionally, LILRB2 blockade combined 
with anti-PD-L1 mAb enhances the phagocytosis of 
TAMs and increases their anti-tumor effects in trans-
genic mice, which can express human LILRB2 on myeloid 
cells [46]. However, it remains unclear whether block-
ing LILRB2 promotes direct or indirect phagocytosis of 
TAMs. Although LILRB1 and LILRB2 dock to MHC-I, it 
is unknown whether LILRB2 ligand cross talk also works 
as a phagocytosis checkpoint [134, 135]. Anti-LILRB2 
mAbs have been examined in a phase I clinical trial of 
malignancies (JTX-8064, INNATE) [136]. However, 
further investigations are needed to examine MHC-I 
expression patterns in hematological malignancies and 
LILRB1/2 expression patterns in associated TAMs. Based 
on phase I clinical data, this phagocytosis regulator is a 
promising target for enhancing ADCP against hemato-
logical malignancies [1]. Clinical research studies are also 
needed to examine the clinical efficacy of blocking the 
MHC-I/LILRB1/2 axis in hematological malignancies. 
Finally, LILRB1 is also expressed on several other distinct 
types of human immune cells, including B cells, DCs, NK 
cells and T cells [137]. Significantly, Chen et al. found that 
LILRB1 mAb enhanced anti-tumor activity of NK cells in 
multiple myeloma, leukemia and lymphoma [137]. There-
fore, the study of LILRB1-mediated innate and adaptive 
immunity should be considered in the future.
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CD24/sialic acid-binding Ig-like lectin 10 (SIGLEC-10) axis
CD24 is also called the heat-stable antigen or small-
cell lung cancer cluster-4 antigen. It belongs to a glyco-
sylphosphatidylinositol-anchored surface protein with a 
high glycosylation level [138, 139]. The expression level 
of CD24 is upregulated across almost all tumor types but 
not normal tissues [140–144]. Furthermore, in tumor 
tissues, the expression of CD24, another known innate 
immune checkpoint, is notably strong compared to the 
expression of CD47 [47, 140]. The highest upregulation 
of CD24 expression has been reported in triple-negative 
breast cancer (TNBC) and ovarian cancer patients, who 
showed decreased recurrence-free survival (RFS) time 
and OS, respectively [47, 140]. Therefore, CD24 consti-
tutes a “don’t eat me” signal and has been defined as an 
immune checkpoint via cross talk with the inhibitory 
receptor SIGLEC-10 on macrophages in the TME [47, 
140]. These mechanisms have also been confirmed by 
single-cell RNA-seq results and fluorescence-activated 
cell-sorting assays using primary ovarian and breast 
cancer tissues [47, 140]. CD24 is especially upregulated 
in tumor cells, while SIGLEC-10 expression occurs in a 
subpopulation of macrophages in the TME, suggesting a 
potential cross talk between CD24 and SIGLEC-10 [47, 
140].

Amira A Barkal et  al. investigated the role of the 
CD24/SIGLEC-10 axis in modulating macrophage-
triggered phagocytosis [47]. Studies have shown that 
macrophages in a co-culture system more readily phago-
cytose  CD24−/− MCF-7 cells than wild-type MCF-7 
cells in  vitro [47]. Additionally, SIGLEC-10−/− mac-
rophages also show significantly enhanced phagocytosis 
of the wild-type MCF-7 cells, further confirming that the 
CD24/SIGLEC-10 axis exerts a “don’t eat me” effect [47]. 
Anti-CD24 antibody therapy is also reported to substan-
tially increase phagocytosis of wild-type MCF-7 cells in 
macrophages [47]. The pro-phagocytic effects of inhibit-
ing the CD24/SIGLEC-10 axis are higher than the CD47 
blockade treatment [47]. Another significant experi-
mental result indicates that SIGLEC-10−/− macrophages 
inhibit the phagocytosis effects of the anti-CD24 anti-
body, suggesting that CD24 blockade functions by dis-
rupting the cross talk between CD24 and SIGLEC-10 
[47]. An in  vivo xenograft model experiment indicated 
that CD24-knockout MCF-7 cells had a markedly lower 
tumor burden than the wild-type group [47]. Moreo-
ver, macrophage depletion considerably inhibited the 
reduced tumor burden in CD24-knockout mice but not 
in wild-type mice, indicating that the anti-tumor effect 
may be attributed to macrophage-mediated phagocytosis 
[47]. These findings suggest that the CD24/SIGLEC-10 
axis is a phagocytosis-related innate immune check-
point that modulates anti-tumor immunity by regulating 

macrophage-mediated phagocytosis, demonstrating that 
CD24 blockade is a potential immunotherapy approach.

Previous preclinical investigations have shown that 
blocking CD24 has abundant potential in anti-tumor 
applications. Given that AML has a low expression of 
CD24, and acute lymphoblastic leukemia (ALL) and 
DLBCL have a moderate/high expression of CD24, it 
stands to reason that ALL and DLBCL may effectively 
respond to anti-CD24 treatment [47]. Significantly, 
Andrea Aroldi et al. reported on a functional study that 
has shown an improvement of phagocytosis through 
CD24/SIGLEC-10 axis inhibition in MCL [145]. Several 
MCL cell lines (e.g., NALM-6, Jeko-1, Granta-519, and 
Mino) express surface CD24, and immunosuppressive-
induced M2-like macrophages demonstrated increased 
SIGLEC-10 expression [145]. In addition, Andrea Aroldi 
et  al. performed a phagocytic assay via M2-like mac-
rophages co-cultured with MCL cell lines. CD24 mAb 
was found to increase macrophage phagocytosis [145], 
which suggests a potential immunotherapeutic target in 
MCL with the aim of improving innate immunity via dis-
ruption of the CD24/SIGLEC-10 axis. Another in  vitro 
study found that CD24 mAb removed more than 90% 
of MCL cell lines [146]. Furthermore, CD24 mAb trig-
gered phagocytosis in primary patient-derived MCL 
cells by autologous macrophages [146]. Treatment for 
in vitro MCL cell lines with CD24 mAb was superior to 
CD47 mAb, which suggests that CD24 mAb may be more 
effective in treating MCL than CD47 mAb [146]. Despite 
these studies, in vivo studies are also required to confirm 
these in vitro efficacies documented for MCL. However, 
no clinical investigations have exhibited the efficacy of 
anti-CD24 in hematological malignancies; therefore, fur-
ther studies are needed.

In conclusion, there are four major phagocytosis check-
point blockades (Fig.  4). In hematological malignancies, 
those that block the CD47/SIRPα axis and PD-1/PD-L1 
axis have demonstrated promising clinical responses. 
However, larger clinical trials with longer follow-up times 
are required to confirm these findings. And the TEAEs 
of distinct CD47 products should also be considered in 
future. In addition, preclinical studies have shown poten-
tial therapeutic effects for another two phagocytosis 
checkpoints (MHC-I/LILRB1/2, CD24/SIGLEC10) in 
tumors. Still, more clinical studies are needed to exam-
ine the effects of these phagocytosis checkpoints on 
distinct types of hematological malignancies. Identify-
ing heterogeneity in “don’t eat me” signal expression 
in different hematological malignancies indicates this 
area of research requires further investigation to select 
appropriate therapeutic strategies precisely. Because 
the anti-tumor influences of phagocytosis checkpoint 
blockades depend on the presence of macrophages [22], 
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it is necessary to detect the number of macrophages 
infiltrated into the microenvironment of hematological 
malignancies and identify biomarkers. These steps can 
help identify patients who may benefit the most while 
avoiding substantial toxicities. Furthermore, preclinical 
studies have demonstrated that TTI-621 triggers phago-
cytosis of blood cancer cells through all macrophage 
subsets [104]. Therefore, macrophage-mediated phago-
cytosis checkpoint blockades in combination with thera-
peutic strategies to increase macrophage numbers may 
enhance the efficacy and utility of these therapies.

Elimination of macrophages using either CSF1 
or CSF1R inhibitors
As mentioned previously, TAMs constitute the most 
abundant immune cells in the TME and generally play 
a pro-tumoral role in clinical studies and experimental 
mouse models [147]. TAMs enhance tumor growth via 
numerous mechanisms [148]. Consequently, elevated 
numbers of TAMs are closely associated with the pro-
gression of many cancers [29]. On this basis, the deletion 
of macrophages is theoretically a potential treatment for 
hematological malignancies [3].

Studies have shown that CSF1R mRNA expression 
is restricted to myeloid cells [149]. More specifically, 
the proliferation, differentiation, and survival of mac-
rophages are regulated by the CSF1R and its ligands, 
CSF1 and IL-34 [150, 151]. The deletion of CSF1R in 
mice or rat results in a deficiency of macrophage popula-
tions in most tissues [48, 152, 153]. Furthermore, tissue 

macrophages can be depleted via treatment using anti-
CSF1R antibodies [154, 155] or CSF1R kinase inhibitors 
[156]. Unlike phagocytosis checkpoints, targeting the 
CSF1/CSF1R axis can generate a specific deletion of mac-
rophages in the entire body, including TAMs in the TME.

Prompted by previous studies, clinical trials are under-
way in which small molecules and mAbs targeting CSF1R 
or its CSF1 ligand are being tested as a monotherapy and 
in combination with conventional therapies. There are 
three types of therapies targeting the CSF1/CSF1R axis: 
Pexidartinib (PLX3397), an oral tyrosine kinase CSF1R 
inhibitor; c-KIT, a mutant FMS-like tyrosine kinase-3 
(FLT-3); and the platelet-derived growth factor receptor-β 
(PDGFR-β) [157, 158]. Additional compounds target-
ing the CSF1R include ARRY-382 [159], GW-2580 [160], 
PLX-3397 [161], BLZ-945 [148], JNJ-40346527 [162], and 
so on. Some mAbs in clinical development include emac-
tuzumab [163], AMG-820 [164], and PD-0360324 [165]. 
Of these antibodies, PD-0360324 is the only compound 
targeting the CSF1 ligand.

A phase I/II study of 21 classic Hodgkin’s lymphoma 
(cHL) patients treated with JNJ-40346527 [162] demon-
strated the best overall response, CR, occurred in only 
one patient, while SD occurred in 11 patients. The most 
common AEs included nausea, headache, and pyrexia. In 
summary, JNJ-40346527 was well tolerated by individuals 
with cHL, and early findings illustrate its modest effect as 
monotherapy for cHL.

Although macrophages are well known for their innate 
immune responses, there is increasing evidence of other 
roles macrophages play, including regulating the hemat-
opoietic microenvironment and homeostasis, regulat-
ing erythropoiesis, mediating tissue repair, influencing 
metabolism, and overseeing the maturation of embry-
onic tissue [72, 166–168]. Accordingly, deletion of total 
macrophages by CSF1 or CSF1R inhibitors may result 
in numerous AEs; therefore, significant attention should 
be given to AEs that may arise during clinical trials. 
Since the anti-tumor effects of phagocytosis checkpoint 
blockades depend on the presence of macrophages, these 
blockades combined with the deletion of macrophages 
are not recommended for clinical application.

CD47/SIRPα‑targeted bispecific antibodies (BsAbs)
TAMs, a specific macrophage subpopulation, consti-
tute the most abundant part of immune cells in almost 
all TME [169, 170]. However, TAM-targeted treat-
ments have reported limited success in terms of clinical 
responses for the following reasons: lower drug aggrega-
tion in the tumor, insufficient suppression of signaling 
transduction, induction of feedback signaling transduc-
tion that results in resistance to monotherapy, and sys-
temic dose-dependent toxicities [171]. In light of these 

Fig. 4 Main “Don’t Eat Me” signals discovered so far: The CD47/SIRPα 
axis, PD-1/PD-L1 axis, MHC-I/LILRB1 axis, and CD24/SIGLEC-10 axis 
all play significant roles in inhibiting cancer cell engulfment, and 
disruption of these interactions can enhance the phagocytosis of 
macrophages
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obstacles, CD47/SIRPα-targeted BsAbs may be another 
promising strategy to fight cancer [172]. BsAbs can rec-
ognize and bind to two distinct antigens or epitopes 
simultaneously, providing specific and accurate target-
ing of tumor cells and reducing off-target toxicity [173]. 
IgG-based BsAbs have been generated based on this 
theory to block CD47 and specific tumor biomarkers or 
other immune cell biomarkers. These BsAbs include anti-
CD47/CD20 [53], anti-CD47/CD19 [59], CD47/CD33 
[60], CD47/PD-L1 [61], CD47/PD-1 [62], and so on.

CD47/CD20 BsAb
CD47/CD20 BsAbs bind CD20 and CD47 monovalently. 
They have a lower affinity for CD47 than the parental 
antibody but maintain robust docking to CD20 [53, 54]. 
These properties enable BsAbs to attach specifically to 
 CD47+CD20+ tumor cells, resulting in phagocytosis. In 
vitro studies reveal that CD47/CD20 BsAbs stimulate 
tumor cell phagocytosis in a CD20-dependent approach 
[53, 54]. Essentially, these in vivo studies have also indi-
cated that the treatment of human NHL-inserted mice 
with CD47/CD20 BsAbs reduces lymphoma burden and 
prolongs the OS of mice [53, 54]. Therefore, BsAbs can 
produce synergistic treatment efficacy in therapies that 
combine anti-CD47 and anti-CD20 [53, 54].

In addition, Shanghai ImmuneOnco Biopharmaceu-
ticals Co. (ImmuneOnco) developed a bispecific recom-
binant antibody trap named IMM0306. IMM0306 is a 
recombinant human SIRPα and anti-CD20 antibody 
fusion protein [174]. It can simultaneously target CD47 
and CD20 on B cells but avoids docking to human RBCs 
in  vitro. IMM0306 exhibits a strong pro-phagocytosis 
influence compared to  CD47+CD20+ target cells and an 
even stronger ADCC influence than rituximab. Treating 
lymphoma-transplanted SCID mice with IMM0306 sig-
nificantly hampered tumor growth and resulted in the 
complete remission of tumor cells in 62.5% of mice. This 
therapy was remarkably effective compared to rituxi-
mab alone or the co-administration of rituximab and 
SIRPα-Fc (IMM01) [174]. In conclusion, the research 
revealed that IMM0306 may be a promising approach for 
developing CD47-targeted immunotherapy. It allows for 
the targeted avoidance of RBC-modulated antigen drops 
and the onset of anemia while still exhibiting substan-
tial anti-tumor efficacy. IMM0306 is now undergoing a 
phase I clinical investigation (NCT04746131). JMT601, 
designed by the China Shijiazhuang Pharmaceutical 
Company (CSPC), is another recombinant human SIRPα 
and anti-CD20 antibody fusion protein. A phase I study 
of JMT601 (NCT04853329) is ongoing. However, no clin-
ical data have been published for CD47/CD20 BsAb.

CD47/CD19 BsAb
TG-1801 (also known as NI-1701) is a fully humanized 
IgG1 BsAb designed to target and deplete B cells through 
various mechanisms [57]. In an in  vitro study, TG-1801 
bound to B cells in whole blood and specifically blocked 
CD47/SIRPα cross talk on CD19-expressing cells [57]. 
TG-1801 mediated the successful killing of primary and 
hematological cancer cell lines (Raji, Ramos, MEC-2, 
NALM-6, and SUDHL-4) through ADCP and ADCC 
[57]. Essentially, the in vitro anti-tumor activity extends 
in  vivo killing efficacy. This study used a Raji B cell–
transplanted NOD/SCID mouse model. TG-1801 led to 
the inhibition of tumor proliferation and a considerable 
increase in median OS compared to isotype control-
treated mice [57]. The anti-tumor effects of TG-1801 
were also demonstrated in a patient-derived xenograft 
model of B-ALL, where TG-1801 reduced tumors across 
the various organs tested [57]. The study suggests that 
TG-1801 offers an alternative treatment for patients who 
are resistant, refractory, or both to anti-CD20 therapy. A 
clinical investigation is currently being performed to vali-
date the safety and efficacy of this BsAb (NCT04806035). 
Furthermore, Emmanuel Normant et al. explored poten-
tial synergies between TG-1801 and ublituximab alone, 
or thresholdisib alone, or ublituximab plus threshold-
isib in B-NHL via in vitro and in vivo experiments [175]. 
Significantly, the tumor growth inhibition (TGI) for 
TG-1801 in combination with umbralisib alone, ublituxi-
mab alone, and ublituximab plus thresholdisib were 85%, 
93%, and 93%, respectively [175]. Intriguingly, the anti-
tumor effect of the different combinations of TG-1801 
was associated with higher levels of mouse macrophage 
infiltration within tumors, as well as the upregulation 
of G-protein coupled receptor EBI2/GRP183. Addition-
ally, the EBI2 small-molecule inhibitor NIBR189 inhibits 
the ADCP, B cell cytoskeleton remodeling, and inflam-
matory cytokine production induced by TG-1801 [175]. 
Taken together, these data suggest a combination strategy 
of TG-1801 with other anti-B-cell mechanisms, such as 
umbralisib and ublituximab, for the treatment of B-NHL 
[175]. Further clinical studies are also required to evalu-
ate the combination strategy of TG-1801 with other anti-
B-cell drugs.

CD47/4-1BB BsAb
Targeting CD47 stimulates the innate immune system, 
in particular. Thus, therapy with CD47 mAbs enhances 
antigen presentation in the presence of MHC via mac-
rophages, and DCs, thereby activating T cell cross-
priming in mouse models [176]. Based on this rationale, 
a novel BsAb (DSP107) that inhibits the CD47 signaling 
pathway while simultaneously stimulating anti-tumor 
T cell immune response has been designed [177, 178]. 
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DSP107 exhibited a high binding affinity for both human 
CD47 and 4-1BB [177]. DSP107 also blocked the cross 
talk of SIRPα with CD47 and triggered phagocytosis in 
several lymphomas, leukemia, and carcinoma cell lines 
in vitro [177]. By binding CD47 on cancer cells, DSP107 
blocks the CD47/SIRPα cross talk, thereby induc-
ing phagocytosis of cancer cells [178, 179]. Addition-
ally, DSP107 binds to 4-1BB, a co-stimulatory receptor 
that is increased in response to T cell receptor (TCR)/
MHC cross talk and a proven surrogate biomarker for 
the tumor-reactive T cell subset in the TME [178, 179]. 
Furthermore, DSP107 triggers 4-1BB signaling only after 
binding to CD47 [178, 179]. Taken together, DSP107 
unleashes innate and adaptive immune responses to tar-
get the tumor site. In  vitro, DSP107 alone or combined 
with rituximab triggers substantial phagocytosis of 
numerous DLBCL cancer cell lines and primary patient-
derived DLBCL cells through macrophages [178, 179]. 
Additionally, 4-1BB activation is only observed follow-
ing DSP107 binding to human CD47, and the induction 
of 4-1BB co-stimulatory signaling triggers prominent T 
cell proliferation to augment T cell cytotoxicity in  vitro 
[178, 179]. Injecting PBMCs into mice with generated 
SUDHL6 xenografts accompanied by DSP107 treatment 
triggers a considerable decrement in tumor size com-
pared to PBMC-only treatment [178, 179]. Thus, DSP107 
induces innate and adaptive anti-tumor immunity, poten-
tially making it useful in treating DLBCL, leukemia, and 
other diseases. Despite the lack of clinical results for 
DSP107 in hematological malignancies, the safety and 
efficacy of DSP107 in advanced solid tumors have been 
confirmed at the 2022 ASCO meeting [180]. A clinical 
trial is ongoing to assess DSP107’s safety and efficacy in 
the treatment of MDS, AML, and T cell lymphoprolifera-
tive disease (NCT04937166).

CD47/CD33 BsAb
CD33 is over-expressed in 90% of patients with AML 
[181]. Commonly, CD47 is also over-expressed in 
patients with AML [33]. Therefore, Jerome Boyd-Kirkup 
et  al. constructed a bispecific anti-CD47xCD33 anti-
body (HMBD004) [60]. HMBD004 exhibited preferential 
binding of  CD47+CD33+ cells. HMBD004 significantly 
inhibits CD47/SIRPα cross talk and the induction of 
phagocytosis in  vitro [60]. However, HMBD004 does 
not bind to RBCs in  vitro, suggesting a lower incidence 
of hemagglutination [60]. Additionally, in  vivo cell line-
derived xenograft mouse models of AML were created 
by subcutaneously implanting NCr nude mice with the 
 CD47+CD33+ AML cell line HL-60. The treatment of 
these animals with HMBD004 resulted in a reduction 
in tumor burden and an increase in PFS. In conclusion, 

these findings indicate that HMBD004 enhances the 
specificity, efficacy, and safety of CD47 mAb therapy 
in AML. Therefore, clinical studies on HMB004 are 
worthwhile.

CD47/PD-L1 BsAb
Tumor cells express both PD-L1 and CD47, whereas 
most normal cells have limited or undetectable expres-
sion of PD-L1. The distinct co-expression pattern of 
PD-L1 and CD47 in cancers compared to normal tissues 
provides a rationale for designing BsAbs that can selec-
tively recognize PD-L1+CD47+ tumor cells and block 
their CD47 signaling to trigger the engulfment of dou-
ble-positive cancer cells. While the monovalent CD47 
antibody arm binds CD47 and triggers strong tumor 
cell phagocytic activity, it has little effect on normal 
human CD47 single positive cells [61]. IBI322, a CD47/
PD-L1 BsAb, was generated by blocking the PD-L1 sign-
aling pathway with the bivalent single-domain PD-L1 
antibody arm [61]. Numerous preclinical studies have 
examined the safety and efficacy of IBI322, both in vitro 
and in  vivo [61, 182, 183]. IBI322 selectively binds 
 CD47+PD-L1+ tumor cells, effectively inhibits CD47/
SIRPα signaling, and instigates intense phagocytosis 
of  CD47+PD-L1+ tumor cells by macrophages in  vitro 
[61]. However, IBI322 has minimal effects on CD47 
single positive cells, such as human RBCs. Addition-
ally, IBI322 accumulates in PD-L1+ Raji tumors to pro-
duce a synergistic effect, resulting in complete tumor 
regression in vivo [61]. Moreover, IBI322 demonstrates 
minimal destruction of RBCs, and IBI322 is well toler-
ated in repeated weekly injections, supporting the suf-
ficient therapeutic window in the future clinical use of 
IBI322 for cancer therapy [61]. Further investigations are 
required to validate the safety and efficacy of IBI322 for 
the treatment of hematological malignancies.

CD47/PD-1 BsAb
CD47/PD-1 BsAb (HX009) is a humanized antibody 
fusion protein that binds to CD47 and PD-1 concur-
rently [62]. HX009 considerably diminished solid tumor 
proliferation in mouse xenograft models [62]. The first-
in-human phase I dosage escalation study on HX009 was 
completed in individuals with advanced solid tumors. 
HX009 was well tolerated without DLT and exhibited 
enhanced anticancer efficacy in multiple tumor types 
[62]. A phase I/II clinical trial is ongoing to evaluate the 
safety and efficacy of HX009 in the treatment of R/R-lym-
phoma (NCT05189093). Further investigations of HX009 
in hematological malignancies are warranted.
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CD47/CD38 BsAb
CD47 mAb or CD38 mAb is effective for the treatment 
of MM [92, 113, 184]. Significantly, blocking the CD47/
SIRPα signaling pathway enhanced the killing effect of 
CD38 mAb on MM cells [112]. Based on this, the design 
of BsAbs targeted both CD47 and CD38 may have a syn-
ergistic effect in the treatment of MM. ISB 1442, a fully 
human BsAb with anti-CD38 and CD47 binding arms, 
was then developed for the treatment of R/R MM [185]. 
The CD38 Fab arm of ISB 1442 preferentially drives the 
binding to  CD38+ MM cells and achieves a blockade of 
the proximal CD47 receptor on the same cells through 
induced binding [185]. The Fc portion of ISB 1442 was 
engineered to enhance ADCP, ADCC, and CDC. ISB 
1442 was highly effective in killing both  CD38hi MM cells 
via CDC and  CD38low MM cells via ADCC and ADCP, 
in comparison to daratumumab in vitro. Significantly, the 
tumor-killing effect of ADCP, ADCC, and CDC induced 
by ISB 1442 is more powerful than magrolimab in vitro 
[185]. Furthermore, there was a twofold increase in MM 
cell killing with ISB 1442 compared to daratumumab in 
co-culture assays (macrophages and PBMCs from healthy 
donors were incubated with MM cells and human serum) 
[185]. To evaluate the off-target tumor specificity of ISB 
1442 in  vitro through binding to human RBCs, hemag-
glutination, and RBC depletion, hemolysis and platelet 
aggregation were measured in the present study. Com-
pared to magrolimab, ISB 1442 showed no evidence of 
hemolysis, RBC depletion, or platelet aggregation and 
significantly reduced human RBC hemagglutination 
in vitro. In addition, the potency of ISB 1442 was evalu-
ated in vivo using a Raji tumor xenograft model in CB17/
SCID mice (which have functional complement, mac-
rophages, and NK cells). Compared to daratumumab, 
there was a greater inhibition of tumor growth with ISB 
1442, and, compared to magrolimab, there was a com-
parable reduction in tumor size. Collectively, ISB 1442 
is anticipated to be a safe and effective approach for the 
treatment of MM. Therefore, further clinical studies on 
ISB 1442 are required.

SIRPα/CD70 BsAb
CD70 is expressed by various hematopoietic and epithe-
lial-derived cancer cells and plays a role in promoting 
tumor cell survival/proliferation [186]. Phase I clinical 
trial results have shown that the combination of CD70 
mAb (ARGX-110) and azacitidine in patients with AML 
resulted in an ORR of 92% [187], while single-agent 
ARGX-110 in advanced cutaneous T-cell lymphoma 
showed an ORR of 23% [188]. Thereafter, researchers 
developed a bispecific anti-CD70/SIRPα antibody [189]. 
In comparison to CD70 mAb + SIRPα mAb treatment, 

CD70/SIRPα BsAb had a greater ability to phagocytose 
CD70-expressing NHL and renal cell carcinomas in vitro, 
but no apparent differences were observed in vivo [189]. 
Further studies are required to investigate the effica-
cies of CD70/SIRPα BsAb in  CD70hi hematological 
malignancies.

SIRPα/CD123 BsAb
CD123 is highly expressed on AML blasts and leuke-
mic stem cells (LSCs) and demonstrates only a moder-
ate expression on normal HSCs, suggesting that CD123 
is a promising target antigen [190]. SIRPα receptors on 
macrophages interact with CD47 to inhibit phagocyto-
sis. SIRPα/CD123 BsAb was designed by Siret Tahk et al. 
based on these interactions [191]. Their results demon-
strate that SIRPα/CD123 BsAb yields strong anticancer 
activity against AML in  vitro and in  vivo via enhanced 
NK cell-dependent ADCC and macrophage-mediated 
ADCP effects. SIRPα/CD123 BsAb also established its 
safety by demonstrating low CD47-related on-target off-
leukemia toxicity. Preclinical and clinical testing of the 
SIRPα/CD123 BsAb is required.

CD47/CD3 BsAb
Significant progress has been made in research in Bispe-
cific T cell engagers (BiTE) [192] and anti-CD47/SIRPα 
antibodies [30, 93] in the treatment of hematological 
malignancies. Based on this theory, a novel compound, 
pegylated anti-CD3 x anti-CD47, was developed [193]. 
The CD47/CD3 BsAb can work via dual mechanisms of 
both a BiTE and an innate immune checkpoint blockade. 
The safety of this CD47/CD3 BsAb has been evaluated, 
and a study has shown that CD47/CD3 BsAb does not 
induce hemolysis and has slightly elevated T-cell apop-
tosis [193]. In addition, the half-life of CD47/CD3 BsAb 
in C57BL/6 mice was 18.4 h for a single dose of 1 mg/kg 
[193]. Current preclinical studies are ongoing, and clini-
cal studies in hematological malignancies would also be 
useful.

Based on this research, CD47/SIRPα-targeted BsAbs 
are potential treatment options for hematological malig-
nancies. Figure 5 illustrates the target selections of effec-
tor cells with BsAbs for cancer therapy. The selected 
ongoing clinical trials of CD47/SIRPα-targeted BsAbs in 
hematological malignancies are presented in Table 2. Fur-
thermore, CD47/SIRPα-targeted BsAbs are on the fron-
tiers of novel antibody development [192]. More CD47/
SIRPα-targeted BsAbs for hematological malignancies 
are on the way. Research on tri- or even tetra-specific 
antibodies has provided a conceptual breakthrough for 
a new cancer therapy [194], and studies of CD47/SIRPα-
targeted tri- or tetra-specific antibodies for hematologi-
cal malignancies are additionally required.
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Fig. 5 Current and potential CD47/SIRPα-targeted bispecific antibodies (BsAbs) in hematological malignancies: hematological malignancies can be 
treated with BsAbs that bind “don’t eat me” signal molecules expressed by macrophages and markers specific to tumor cells

Table 2 Clinical trials of CD47/SIRPα-targeted bispecific antibodies in hematological malignancies

Name Initial time 
of clinical 
studies

phase Type of tumors ClinicalTrials.
gov Identifier

Outcome measures

TG-1801 (NI-1701) 2021.4 Phase IB B-cell lymphoma or CLL NCT04806035 To determine the recommended phase II 
dose (RP2D), ORR

IMM0306 2021.8 Phase I R/R CD20-positive B-NHL NCT04746131 Maximum Tolerated Dose (MTD) of 
IMM0306 as measured by incidence of 
DLTs (Dose Limiting Toxicity)

IBI-322 2021.5 Phase I Hematological malignancies NCT04795128 treatment related AEs, ORR

IBI-322 2021.12 Phase IA/IB Myeloid Tumor NCT05148442 Treatment related AEs, ORR

DSP107 2021.9 Phase IB/II MDS, AML and T-cell lymphoprolifera-
tive disease

NCT04937166 Treatment related AEs, Dose Limiting 
Toxicities (DLT), ORR, MRD

HX009 2021.12 Phase I/II R/R-lymphoma NCT05189093 Treatment related AEs, ORR, PFS, DOR, 
DCR, PK/PC

JMT601 (CPO107) 2021.12 Phase I/II Advanced CD20-positive NHL NCT04853329 To determine the recommended single-
agent CPO107 RP2D, safety, efficacy

SG2501 2022.4 Phase IA/IB R/R hematological malignancies and 
lymphoma

NCT05293912 To evaluate the safety, tolerability, phar-
macokinetics, pharmacodynamics, immu-
nogenicity, and preliminary efficacy
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Challenges of CD47/SIRPα‑targeted BsAbs
The challenges of therapeutic BsAbs should also be noted: 
(1) The first obstacle in developing BsAbs is the prepa-
ration platform technology. BsAbs are broadly divided 
into two groups: IgG-like (with the Fc region) and non-
IgG-like (without the Fc region) [117]. The advantages 
and disadvantages of these two technology platforms 
are summarized in Table  3. (2) Appropriate preclinical 
evaluation models are another challenge in developing 
BsAbs. Conventional animal models do not have the tar-
get-binding characteristics that humans do. For example, 
the expression of the target, binding ability, pharmaco-
logical effects, and upstream and downstream signals of 
humanized animal models differ from those of humans, 
making it difficult to correctly evaluate the target design 
rationality, pharmacological effects, and toxicological 
effects in preclinical evaluation models. Current preclini-
cal evaluation models usually use alternative molecular, 
humanized animal models and minimum anticipated 
biological effect level (MABEL) methods. Although these 
models can reflect the mechanisms, pharmacological 
effects, toxic targets, and toxicity phenomena of BsAbs 
to some extent, the effective dose, toxic dose, and toxic 
side effects obtained during preclinical evaluation gen-
erally cannot be directly converted to clinical doses due 
to differences in the species’ target expression, binding 
capacity, pharmacological effects, drug pharmacokinetics 
and pharmacodynamics (PK/PD) and species type. Fur-
thermore, the results from animal experiments may even 
be somewhat misleading, increasing the risk of clinical 
study failure. In light of these issues, more appropriate 
models and methods for preclinical evaluation of BsAbs 
need to be developed. Additionally, restrictions on test-
ing in non-human primates, such as chimpanzees, need 
to be relaxed so that preclinical evaluation of BsAbs can 
be better performed. (3) Finally, due to the general lack of 
detailed basic studies on the synergistic effects between 
target antigens, the selection of target antigens for the 
development of BsAbs remains a significant challenge in 

clinical applications. Therefore, it is pivotal to extensively 
test the safety and effectiveness of BsAbs both in  vitro 
and in vivo before applying them clinically.

Reprogramming pro‑tumor macrophages 
as anti‑tumor macrophages
M1 macrophages display anti-tumor effects, whereas M2 
macrophages demonstrate pro-tumor effects [63]. The 
polarization of tumor-enhancing M2 macrophages to 
anticancer M1 macrophages reverses the immunosup-
pression of the TME [63]. Therefore, reprogramming 
M2 macrophages into M1 macrophages has emerged as 
a possible approach to cancer immunotherapy. Numer-
ous reprogramming mechanisms have been reported [63, 
64, 195–197]. The following are involved in these repro-
gramming mechanisms: anti-macrophage receptors with 
collagenous structure (anti-MARCO) therapy, toll-like 
receptor (TLR) agonists, T cell immunoglobulin, and 
mucin domain containing 4 (Tim-4) blockades.

Anti-MARCO therapy
MARCO constitutes a pattern recognition receptor that 
is a member of the scavenger receptor family of class A 
receptors [198]. MARCO is mostly expressed by TAMs 
and has been correlated with a poor prognosis in many 
cancers [199, 200]. In preclinical studies, anti-MARCO 
antibodies have been reported to inhibit tumor growth 
and metastasis in 4T1 mammary carcinoma and B16 
melanoma mouse models [201]. The anti-tumor activity 
of anti-MARCO is dependent on the binding of the Fc 
subunit with its inhibitory Fc receptor, FcγRIIB, similar 
to anti-CD40 antibody-mediated reprogramming [202]. 
In 2020, Silke Eisinger et al. demonstrated a novel mech-
anism targeting MARCO on tumor macrophages and 
altering their polarization. In turn, NK cells were acti-
vated to kill tumor cells [200]. Anti-MARCO treatment 
often works in combination with T cell-targeted check-
point therapies. This finding was confirmed in human-
based experiments, wherein a new specific antibody 

Table 3 General characteristics of the bispecific antibody technology platforms

With Fc fragments Without Fc fragments

Advantages CMC:
Better solubility
Better stability
Therapeutic effect:
Including ADCC and CDC effects, multiple mechanisms to 
enhance cancer-killing effect
Longer half-life

CMC:
Easy to produce
High productivity
Small molecular weight
Therapeutic effect:
The therapeutic effect is only through antigen binding, with low 
immunogenicity and fewer side effects

Disadvantages Some structural CMCs are more complex, mostly with higher 
aggregation, mismatch and low purification rates
If the molecular weight is too large, the permeability to the tumor 
tissue will be poor

Need to develop specific purification technology routes
Shorter half-life, higher dosing frequency and poor patient 
tolerance
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targeting human macrophages could initiate NK cell kill-
ing and thus support the use of combinatory treatments 
in cancer therapy.

In summary, these studies highlight the potential of 
antibody-mediated macrophage reprogramming using 
macrophage-associated targets. These studies also stress 
the significance of the correct antibody designs, espe-
cially in the Fc region, for future clinical interventions. 
A recent study from our group exhibited that a subpopu-
lation of macrophages in the AML microenvironment 
expressed high levels of MARCO, and  MARCOhigh mac-
rophages shared the M2 phenotype [203]. These results 
suggest that AML patients with high MARCO expression 
may benefit from anti-MARCO therapy. Furthermore, 
MARCO expression in hematological malignancies 
should be examined in order to demonstrate how anti-
MARCO treatment might be effective.

TLR agonists
TLRs are a pathogen sensor family that recognizes bacte-
rial and viral ligands and activates innate immune sens-
ing [204]. TLR activation polarizes macrophages toward 
a pro-inflammatory phenotype [204]. Recently, Holly 
M. Akilesh et  al. reported that activation of TLR7 and 
TLR9 increases the phagocytosis of monocyte-derived 
macrophages and causes anemia of inflammation [205]. 
Researchers have used different TLR ligands in vari-
ous cancer models to analyze their activities during the 
transformation of TAMs into tumor-killing macrophages 
[204].

As early as the 1960s, Vassal et al. reported improved 
OS in pediatric leukemia patients using the TLR agonist 
Bacille Calmette-Guérin vaccine, which is currently used 
for treating bladder cancer patients [206]. The majority of 
clinical trials using TLR agonists to treat hematological 
malignancies have focused on TLR3, TLR7/8, and TLR9. 
Recent investigations have shown that the synchronous 
application of different TLR agonists may be useful for 
patients with various TLRs expressed in tumors. Brenda 
J. Weigel et al. performed a phase II clinical study of 852A 
in R/R hematological cancer patients [207]. The study 
reported that six patients had AML, five had ALL, four 
had NHL, one had HL, and one had MM. The mean age 
of the patients was 41 years (range: 12–71 years), and the 
median cycle of prior chemotherapy regimens was five 
(range: 1–14). Of the 17 cases, 13 patients completed 
all 24 cycles of 852A injections. Grade 3/4 toxicities 
included dyspnea, myalgia, nausea, malaise, fever, and 
cough. Patients with clinical responses included one ALL 
and one AML. However, nine patients showed progres-
sive disease [207].

TACL T2009-008, a phase I clinical study, indi-
cated that GNKG168 treatment was correlated with 

immunological changes in 23 patients with pediatric leu-
kemia [208]. However, other studies with large sample 
sizes are required to investigate the effect of changes in 
disease therapy and the persistence of leukemia remis-
sion. Presently, three phase I/II studies are recruiting 
patients to assess the clinical efficacy of TLR3, TLR4, 
and TLR9 agonists combined with standard therapies for 
the treatment of R/R lymphomas, including low-grade 
B cell lymphomas, T cell lymphomas, and FL (Clini-
cal Trial Identifiers: NCT01976585, NCT03410901, and 
NCT02927964).

In conclusion, TLR agonists activate macrophages 
toward the M1 phenotype, resulting in satisfactory pre-
clinical therapeutic effects for hematological malignan-
cies. Future studies are required to gain a comprehensive 
mechanistic understanding of the role of TLR agonists in 
hematological malignancies. Additionally, there is a need 
to examine the influence of TLR signaling on the patho-
genesis of hematological malignancies and determine 
the appropriate clinical utility by conducting extensive 
cohort studies.

T cell immunoglobulin and mucin domain containing 4 
(Tim-4) blockade
Under normal conditions, Tim-4+ macrophages recog-
nize phosphatidylserine (PS) receptors exposed on the 
apoptotic cell surface or on the nuclei extruded from 
matured erythroid cells. Tim-4+ macrophages then 
remove these cells, thereby maintaining homeostasis and 
preventing the development of autoimmune diseases 
[72, 209]. In 2020, Houjun Xia et al. reported that Tim-
4+ TAMs in the peritoneal cavity of ovarian cancer are 
embryonic in origin and locally sustained through self-
renewal, while Tim-4− TAMs are replenished from circu-
lating monocytes [210]. In the ID8 ovarian cancer mouse 
model, Houjun Xia et  al. found that Tim-4+ TAMs, but 
not Tim-4− TAMs, promote the proliferation of cancer 
in  vivo [210]. RNA-sequencing analysis revealed that 
Tim-4+ and Tim-4− TAMs have different functions and 
phenotypes. The Tim-4+ TAMs exhibit higher levels of 
arginase-1 (ARG1), inhibiting mTORC1 activation and 
thus promoting mitophagy [210]. Moreover, deficiency 
of the autophagy element FAK family-interacting protein 
200 kDa (FIP200) led to Tim-4+ TAM loss, enhanced T 
cell immune responses, and inhibited the proliferation 
of the ID8 tumor in vivo [210]. The complement recep-
tor of the immunoglobulin superfamily (CRIg)+ TAMs in 
human ovarian cancer is similar to murine Tim-4+ TAMs 
in terms of transcriptional levels, metabolic effects, and 
functional roles. Accordingly, targeting  CRIg+ (Tim-
4+) TAMs may effectively treat patients with peritoneal 
metastases from ovarian cancer [210]. Anders Etzerodt 
et al. reported similar results in 2020 [211]. Their findings 
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revealed the metastatic spread of ovarian cancer cells 
via a distinct population of omental macrophages with 
 CD163+  Tim4+ on their surface [211]. Using genetic and 
pharmacological tools, selectively depleting of  CD163+ 
 Tim4+ macrophages could prevent tumor progression 
and metastatic spread by in the omentum [211]. María 
Casanova-Acebes et al. also reported that the peritoneal 
TAMs of ovarian cancer significantly promote tumor 
progression [212]. Additionally, the researchers dem-
onstrated that RXR signaling controls the maintenance 
of these TAMs and that the deletion of RXR dimin-
ishes the accumulation of TAMs in tumors and strongly 
reduces ovarian tumor progression in mice [212]. In 
2021, Andrew Chow et  al. reported a poor prognosis 
after PD-1 therapy for metastatic cancer of the pleu-
ral and peritoneal cavities [213]. First, they discovered 
that  Tim4+ TAMs are positively related to decreased 
numbers of  CD8+ T lymphocytes with tumor-reactive 
characteristics in cancer patients’ pleural effusions and 
peritoneal ascites. Additionally, they observed that Tim-
4+ macrophages trap and inhibit  CD8+ T cell growth. 
In contrast, Tim-4 inhibition abolishes this sequestra-
tion and growth suppression and significantly improves 
anti-tumor effectiveness in mouse models of anti-PD-1 
treatment and adoptive T cell therapy. Thus, these inves-
tigations recommend Tim-4 as a TAM target, having 
demonstrated that blocking Tim-4 enhances anti-PD-1 
treatment in preclinical tests.

Tim-4 is highly expressed on the surface of mac-
rophages in hematopoietic-related organs, bone mar-
row, spleen, lymph node, fetal liver, and so on [72, 209]. 
Additional study of the functional roles of Tim-4+ mac-
rophages in hematological malignancies is required.

Chimeric antigen receptor‑macrophage (CAR‑M)
Therapeutic success in targeting tumor-promotional 
roles in preclinical and clinical cancer treatment inves-
tigations suggests that TAMs are attractive immune-
targeted cells for monotherapy or combination therapy. 
Depletion of immunosuppressive TAMs or enhance-
ment of macrophage phagocytosis has been reported in 
clinical trials on hematological malignancies [100, 157, 
214]. However, it is important to note that current mac-
rophage-targeted therapeutic approaches are mechanisti-
cally dependent on TAMs. TAMs express activating- and 
inhibitory-Fc receptors, which can polarize toward either 
a tumor-promotional or immunosuppressive phenotype 
[66]. However, the clinical efficacies of monotherapy 
using these macrophage-targeted therapies are limited 
due to the lack of available clinical trial data. Clinical 
trials are necessary to further investigate novel specific 
macrophage-targeted therapies.

Preclinical studies of CAR-M
Meghan A. Morrissey et al. developed a family of chimeric 
antigen receptors that can guide macrophages to phago-
cytose antigen-specific targets, including Raji B cells, 
CD19, or CD22 positive cells [215]. In their study, three 
engineering strategies were tested. Macrophages express-
ing the CAR-PMegf10 or CAR-PFcRɣ were insufficient to 
trigger whole-cell engulfment [215]. Moreover, in con-
junction with CD47 blockade led to a 2.5-fold increase of 
phagocytosis of Raji cells, suggesting CAR-P expression 
in combination with CD47 or SIRPα blockades has an 
additive effect [215]. In contrast, CAR-Ptandem enhanced 
the capability of macrophages to take up cancer cells, 
suggesting that assembling a motif of phagocytic effec-
tors could increase the cancer cell phagocytic activity 
of CAR-P [66, 216]. This engineered macrophage could 
be identified as the first reported “CAR-M” in preclini-
cal studies. Furthermore, the macrophages showed anti-
gen-specific killing effects among tumor cells. In 2020, 
Michael Klichinsky et al. established a novel cellular ther-
apy, CAR macrophages (CAR-Ms) [66]. These researchers 
hypothesized that human macrophages expressing CARs 
could redirect their phagocytosis function, resulting in an 
antigen-specific, anticancer therapeutic effect with the 
potential to induce an adaptive immune response. CAR-
Ms led to a sustained pro-inflammatory phenotype and 
overcame the inherent phagocytosis-correlated resist-
ance of primary human macrophages. In addition, CAR-
Ms demonstrated antigen-specific phagocytosis and 
clearance of tumor cells in vitro [66]. A single transfusion 
of reprogrammed human CAR-Ms led to a remarkable 
inhibition of tumor growth and prolonged OS of mice 
using xenograft mouse models of solid tumor in vivo.

Transduced CARs were constructed to define the 
mechanism of CAR-modulated redirection of mac-
rophage phagocytosis: CAR19ζ, which contains a CD3ζ 
intracellular domain, and CAR19Δζ, which lacks the 
CD3ζ intracellular domain. The CD3ζ molecule is 
homologous with the Fc common γ-chain, FcεRI-γ mol-
ecule, and ADCP signaling molecule in macrophages 
[66]. Therefore, only CAR19ζ was found to phagocy-
tose  CD19+ cancer cells in an antigen-specific manner, 
unlike CAR19Δζ and control untransduced (UTD) mac-
rophages (Fig.  6) [66]. In addition, the engulfment of 
CAR-Ms is considered an active process requiring the 
polymerization of Syk, actin, and non-muscle myosin-
IIA. The phagocytic process is similar to the Fc recep-
tor-mediated ADCP. Transcriptome sequencing data 
demonstrate that CAR-Ms secrete pro-inflammatory 
cytokines and chemokines, convert M2 macrophages to 
M1, upregulate antigen presentation, recruit and pre-
sent antigens to T cells, and resist the effects of immu-
nosuppressive cytokines [66]. CAR-Ms yield substantially 
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increased antigen-specific anti-tumor effects for hemato-
logical malignancies.

However, sourcing and the high cost of CAR-Ms 
remain a challenge. Immortalized macrophage cell lines 
are not applicable for clinical use, and bone marrow 
(BM) and peripheral blood mononuclear cells (PBMC)-
derived macrophages cannot be efficiently modified or 
engineered. There is a need for novel and efficiently engi-
neered macrophages [65]. Recently, induced pluripotent 
stem cells (iPSCs)-derived macrophages (CAR-iMac) 
have emerged as a promising source of cellular immuno-
therapy following the work of Li Zhang et al. [65]. They 
demonstrated that CAR-iMac cells result in antigen-
specific functions for macrophages, such as the secre-
tion of pro-inflammatory cytokines, polarization toward 
the anti-tumor phenotype, engulfment of antigen-spe-
cific tumor cells, and in vivo anti-tumor cell activity for 
both hematological malignancies and solid tumors [65]. 
Hence, this study presents a new source of CAR-M with 
satisfactory anti-tumor cell activity.

Clinical studies of CAR-M
Preclinical findings of CAR-M (CT-0508) suggest that 
this therapy may have the potential to overcome the chal-
lenges encountered with T cell therapies in solid tumors 
[66]. On December 9, 2020, Carisma Therapeutics Inc. 
began the first clinical study of CAR-M (CT-0508): “A 
phase I, the first human study of adenoviral transduced 
autologous macrophages engineered to contain an 
anti-HER2 chimeric antigen receptor in subjects with 
HER2-overexpressing solid tumors” (ClinicalTrials.gov 

Identifier: NCT04660929). This clinical trial represents 
an important milestone in the development of gene-
based therapies because it marks the first reported use of 
CAR-Ms in a clinical study. The study focused on solid 
tumors in patients with recurrent or metastatic human 
epidermal growth factor receptor 2 (HER2)-overexpres-
sion for cancers without any approved HER2-targeted 
therapies or patients who did not respond to treat-
ment. On March 18, 2021, Carisma Therapeutics Inc. 
announced that the first patient had received the first 
dose of CT-0508, HER2-targeted CAR-M, in the phase 
I multicenter clinical trial. However, more time is neces-
sary to investigate the clinical efficacy of this CAR-M.

The success of CAR-T cells in hematological malignan-
cies suggests that CAR-M cellular therapy may also yield 
promising results in hematological malignancies. Indeed, 
IMAGINE (ClinicalTrials.gov Identifier: NCT05138458) 
is a multicenter, open-label, dose escalation and dose 
cohort expansion phase I/II clinical trial for evaluating 
CD5-targeted CAR-M (MT-101) treatment in patients 
with R/R-PTCL. This study was sponsored by Myeloid 
Therapeutics on December 15, 2021. On May 11, 2022, 
they completed the first patient dosing of MT-101 in 
R/R-PTCL. This patient did not exhibit cytokine release 
syndrome (CRS) and no apparent cytotoxicity. However, 
more time is needed to investigate the safety and clinical 
efficacy of MT-101.

Several diverse CAR-Ms have been evaluated for treat-
ing both hematological malignancies and solid tumors 
in preclinical studies and clinical studies [217, 218] 
(Table 4). The target antigen included CD5, CD19, CD22, 

Fig. 6 Processes by which CD19 CAR macrophages specifically recognize, phagocytose, digest, and kill  CD19+ cancer cells: CD19-CAR 
macrophages can recognize, engulf, digest, and kill  CD19+ cancer cells but not  CD19− cancer cells
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HER2, CCR7, and ALK. More target antigens must be 
developed in the future to explore their therapeutic role 
in hematological malignancies.

Strengths and challenges of CAR-M
In conclusion, CAR-Ms display antigen-specific anti-
tumor activities in preclinical studies both in  vitro and 
in vivo [219]. This novel cellular immunotherapy has clear 
potential for treating both hematological malignancies 
and solid tumors [220]. The strengths of CAR-M include 
the following points: 1) CAR-M can infiltrate tumor tis-
sues considerably, reduce the proportion of TAMs, affect 
the phenotype of TAMs, and produce a positive effect on 
tumor treatment. 2) In addition to its role in tumor cell 
phagocytosis, CAR-M can promote antigen presentation 
and enhance T cell killing. 3) CAR-M shows little “On-
Target, Off-Tumor Toxicity.”

The challenges associated with CAR-M’s wider applica-
tions in various cancer types should also be considered 
in future studies. The challenges include the following 
points: 1) The safety and efficacy of CAR-M for humans 
remain to be proved via clinical trials. 2) Reliable cell 
sources and expansion are necessary for the clinical 
application of CAR-M. 3) Currently, CAR-M mostly uses 
viral transfection, which may induce insertional muta-
tions; however, CRISPR/Cas9 offers a solution. 4) The 
underlying mechanisms of CAR-M resistance need to 
be investigated. 5) The complex immune microenviron-
ment should also be considered when applying CAR-M 
therapy. Thus, rational selection of existing therapy in 
combination with CAR-Ms may have a synergistic effect 
on anti-tumor responses.

Conclusion and future perspectives
Recently, understanding the correlation between the 
immune state and tumor growth has led to the develop-
ment of several immunotherapies. CTLA-4 and PD-1/
PD-L1 blockades have been used in the treatment of sev-
eral cancer types. However, the ORR of these blockades 
remains low, highlighting the fact that other immune 
escape mechanisms exist in the highly heterogeneous 
TME. Phagocytosis by macrophages and subsequent 
immune recognition of tumor cells has been increas-
ingly recognized as being governed by multiple “eat me” 
and “don’t eat me” signals that may have the potential 
to generate optimal anti-tumor responses. There are 
four main cross talks between macrophages and tumor 
cells that have been identified as “don’t eat me” signals. 
The CD47/SIRPα axis was the first phagocytosis check-
point discovered in cancer, and afterward, other phago-
cytosis checkpoints (PD-1/PD-L1, MHC-I/LILRB1 axis, 
and CD24/SIGLEC-10 axis) have been identified. Often, 
these phagocytosis checkpoints are not potent enough 

to be used alone but can potentiate the clinical effects 
of existing therapy. Additional clinical trials are ongoing 
to determine these strategies’ clinical efficacy and AEs. 
Nevertheless, future studies should pay more attention 
to the dual activities of blocking “don’t eat me” and acti-
vating “eat me” signal pathways during the process of the 
anti-tumor treatment. The deletion of macrophages has 
shown potential therapeutic effects for hematological 
malignancies; however, their combination with phago-
cytosis checkpoint inhibitors should be avoided. CD47/
SIRPα-targeted BsAbs have shown promising preclinical 
results and represent promising approaches to immuno-
therapy. However, they are still in the beginning stages 
of clinical development in hematological malignancies. 
Currently, several BsAbs are being examined in clinical 
trials for use in cancer therapy. Reprogramming pro-
tumor macrophages to anti-tumor macrophages via 
anti-MARCO therapy, TLR agonist, and Tim-4 block-
ade is also worth examining in future clinical studies. 
Genetically engineered CAR-M increases antigen-spe-
cific phagocytoses and tumor clearance according to 
preclinical results. None can predict now how CAR-Ms 
will be used in the future treatment of hematological 
malignancies, but the results of clinical trials are antici-
pated. Furthermore, it is necessary to identify more targ-
etable surface antigens, which are highly, specifically, and 
homogeneously expressed by all blood cancer cells.

Moreover, certain aspects of targeting macrophages 
have not been fully investigated in hematological malig-
nancies: 1) Mechanistically, the cross talk between 
phagocytosis regulators and the professional phagocytes 
in modulating tumor cell clearance during tumorigen-
esis and among distinct types of blood cancers must be 
elucidated. 2) From a clinical perspective, incorporat-
ing phagocytosis checkpoint blockades into current 
cancer therapies should be considered. 3) The discov-
ery of new and specific tumor and immune cell targets 
is also urgently needed to increase efficacy and reduce 
the AEs of CD47/SIRPα-targeted BsAbs and CD47/
SIRPα-targeted ADCs. And studies of CD47/SIRPα-
targeted tri- or tetra-specific antibodies are also needed 
for hematological malignancies. 4) CAR-T cell therapy 
in combination with macrophage-targeted treatment 
also deserves further study in hematological malignan-
cies. 5) More clinical trials of CAR-M, either alone or in 
combination with existing therapy in patients with hema-
tological malignancies, are also required to evaluate the 
safety and efficacy of CAR-M strategies. 6) Striking a bal-
ance between the potency and toxicity of macrophage-
targeted therapies is important. 7) Compared with 
adaptive immune checkpoint inhibitors, innate immune 
checkpoint inhibitors are less specific and more prone to 
normal tissue damage. Therefore, future advances in the 
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AEs screening should also be defined. Despite these chal-
lenges, macrophage-targeted therapies remain vital and 
promising tools in the fight against blood cancer.

Abbreviations
ADC: Antibody–drug conjugate; ADCC: Antibody-dependent cellular cytotox-
icity; ADCP: Antibody-dependent cellular phagocytosis; AE: Adverse effects; 
ALL: Acute lymphoblastic leukemia; AML: Acute myeloid leukemia; ARG1: 
Arginase-1; ASH: American Society of Hematology; AZA: Azacytidine; β2-M: β2-
Microglobulin; BiTE: Bispecific T cell engagers; BM: Bone marrow; BsAbs: Bispe-
cific antibodies; CAILS: Composite assessment of index lesion severity; CAR 
: Chimeric antigen receptor; CDC: Complement-dependent cytotoxicity; CR: 
Complete remission; CRS: Cytokine release syndrome; CTCL: Cutaneous T-cell 
lymphoma; CTLA-4: Cytotoxic T-lymphocyte antigen 4; DCR: Disease control 
rate; DCs: Dendritic cells; DLBCL: Diffuse large B cell lymphoma; DLT: Dose-
limiting toxicity; DOR: Duration of response; EBI: Erythroblastic island; FACS: 
Fluorescence-activated cell sorting; FL: Follicular lymphoma; HL: Hodgkin’s 
lymphoma; HSCs: Hematopoietic stem cells; iPSCs: Induced pluripotent stem 
cells; LILR: Leukocyte immunoglobulin-like receptor; MABEL: Minimum antici-
pated biological effect level; MARCO: Macrophage receptor with collagenous 
structure; MCL: Mantle cell lymphoma; MDS: Myelodysplastic syndrome; 
MHC-I: Major histocompatibility complex-I; NHL: Non-Hodgkin Lymphoma; 
MDSCs: Myeloid-derived stem cells; MHC-I: Major histocompatibility complex; 
MM: Multiple myeloma; MTD: Maximum tolerated dose; MZL: Marginal zone 
lymphoma; ORR: Objective response rate; OS: Overall survival time; PBMC: 
Peripheral blood mononuclear cells; PBO: Placebo; PD-1: Programmed cell 
death protein 1; PD-L1: Programmed death-ligand 1; PFS: Progression-free 
survival; PR: Partial responses; PS: Phosphatidylserine; PTCL: Peripheral T-cell 
lymphoma; RBCs: Red blood cells; RFS: Recurrence-free survival; RPMs: Red 
pulp macrophages; Sc-RNA-seq: Single cell RNA-sequencing; SD: Stable dis-
ease; SIRPα: Signal regulatory protein α; SIGLEC-10: Sialic-acid-binding Ig-like 
lectin 10; SLAMF7: Signaling lymphocytic activation molecule family member 
7; TAM: Tumor-associated macrophage; TCR : T cell receptor; TEAEs: Treatment-
emergent adverse events; TILs: Tumor-infiltrating lymphocytes; Tim-4: T cell 
immunoglobulin and mucin domain containing 4; TLR: Toll-like receptor; TME: 
Tumor microenvironment; TNBC: Triple-negative breast cancer; TRM: Tissue 
resident macrophage; TTP: Time to progression.

Acknowledgements
We thank all our authors listed in this manuscript. We are grateful to Professors 
Wenzhi Tian (ImmuneOnco Biopharmaceuticals, Shanghai Co., Ltd., Shanghai 
201203, China, E-mail: wenzhi.tian@immuneonco.com), Jun Chen (Sun Yat-
sen University, Zhongshan School of Medicine, Guangzhou, 510080, China, 
E-mail: chenjun23@mail.sysu.edu.cn), and Kai sun (Department of Hematol-
ogy, Zhengzhou University People’s Hospital and Henan Provincial People’s 
Hospital, Zhengzhou, Henan, 450003, China, E-mail:ssskkk1112000@163.com) 
for their revisions of our manuscript and for their good advice on it.

Author contributions
WL wrote the manuscript, collected the related literatures, and finished the 
figures and tables. FW, RG, ZB, and YS read and revised the manuscript. All 
authors reviewed and approved the final manuscript.

Funding
This work was supported by Natural Science Foundation of China (32100698, 
82170211, 82100240), Major Project of Henan Medical Science and Technol-
ogy Research Plan (SBGJ202101007), China Postdoctoral Science Foundation 
(2022T150592, 2021M692930, 2021M692929), and Young Postdoctoral Innova-
tors in Henan Province (WL), Outstanding Youth Fund of Henan Province 
(222300420068).

Availability of data and materials
Not applicable.

Declarations

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests relating to the 
publication of this manuscript.

Received: 2 July 2022   Accepted: 6 August 2022

References
 1. Salik B, Smyth MJ, Nakamura K. Targeting immune checkpoints in 

hematological malignancies. J Hematol Oncol. 2020;13(1):111.
 2. Robert C. A decade of immune-checkpoint inhibitors in cancer therapy. 

Nat Commun. 2020;11(1):3801.
 3. Marin-Acevedo JA, Kimbrough EO, Lou Y. Next generation of immune 

checkpoint inhibitors and beyond. J Hematol Oncol. 2021;14(1):45.
 4. Sharma P, Siddiqui BA, Anandhan S, Yadav SS, Subudhi SK, Gao J, 

Goswami S, Allison JP. The next decade of immune checkpoint therapy. 
Cancer Discov. 2021;11(4):838–57.

 5. Wu M, Huang Q, Xie Y, Wu X, Ma H, Zhang Y, Xia Y. Improvement of the 
anticancer efficacy of PD-1/PD-L1 blockade via combination therapy 
and PD-L1 regulation. J Hematol Oncol. 2022;15(1):24.

 6. Niu M, Yi M, Li N, Luo S, Wu K. Predictive biomarkers of anti-PD-1/PD-L1 
therapy in NSCLC. Exp Hematol Oncol. 2021;10(1):18.

 7. Chen Y, Wang Y, Luo H, Meng X, Zhu W, Wang D, Zeng H, Zhang H. 
The frequency and inter-relationship of PD-L1 expression and tumour 
mutational burden across multiple types of advanced solid tumours in 
China. Exp Hematol Oncol. 2020;9(1):17.

 8. Kubli SP, Berger T, Araujo DV, Siu LL, Mak TW. Beyond immune check-
point blockade: emerging immunological strategies. Nat Rev Drug 
Discov. 2021;20(12):899–919.

 9. Sun J-Y, Zhang D, Wu S, Xu M, Zhou X, Lu X-J, Ji J. Resistance to PD-1/
PD-L1 blockade cancer immunotherapy: mechanisms, predictive fac-
tors, and future perspectives. Biomark Res. 2020;8(1):35.

 10. Liu F, Qin L, Liao Z, Song J, Yuan C, Liu Y, Wang Y, Xu H, Zhang Q, Pei Y, 
et al. Microenvironment characterization and multi-omics signatures 
related to prognosis and immunotherapy response of hepatocellular 
carcinoma. Exp Hematol Oncol. 2020;9(1):10.

 11. Kim TK, Vandsemb EN, Herbst RS, Chen L. Adaptive immune resistance 
at the tumour site: mechanisms and therapeutic opportunities. Nat Rev 
Drug Discov 2022.

 12. Liang C, Huang S, Zhao Y, Chen S, Li Y. TOX as a potential target 
for immunotherapy in lymphocytic malignancies. Biomark Res. 
2021;9(1):20.

 13. Dou L, Meng X, Yang H, Dong H. Advances in technology and applica-
tions of nanoimmunotherapy for cancer. Biomark Res. 2021;9(1):63.

 14. Tan J, Yu Z, Huang J, Chen Y, Huang S, Yao D, Xu L, Lu Y, Chen S, Li 
Y. Increased PD-1+Tim-3+ exhausted T cells in bone marrow may 
influence the clinical outcome of patients with AML. Biomark Res. 
2020;8(1):6.

 15. Bai R, Lv Z, Xu D, Cui J. Predictive biomarkers for cancer immunotherapy 
with immune checkpoint inhibitors. Biomark Res. 2020;8(1):34.

 16. Zhu S, Zhang T, Zheng L, Liu H, Song W, Liu D, Li Z. Pan C-x: Combina-
tion strategies to maximize the benefits of cancer immunotherapy. J 
Hematol Oncol. 2021;14(1):156.

 17. Liggett LA, Sankaran VG. Unraveling hematopoiesis through the lens of 
genomics. Cell. 2020;182(6):1384–400.

 18. Holmström MO, Cordua S, Skov V, Kjær L, Pallisgaard N, Ellervik C, Has-
selbalch HC, Andersen MH. Evidence of immune elimination, immuno-
editing and immune escape in patients with hematological cancer. 
Cancer Immunol Immunother. 2020;69(2):315–24.

 19. Swamydas M, Murphy EV, Ignatz-Hoover JJ, Malek E, Driscoll JJ. Deci-
phering mechanisms of immune escape to inform immunotherapeutic 
strategies in multiple myeloma. J Hematol Oncol. 2022;15(1):17.

 20. Guillerey C, Huntington ND, Smyth MJ. Targeting natural killer cells in 
cancer immunotherapy. Nat Immunol. 2016;17(9):1025–36.

 21. Christopher MJ, Petti AA, Rettig MP, Miller CA, Chendamarai E, Duncav-
age EJ, Klco JM, Helton NM, O’Laughlin M, Fronick CC, et al. Immune 



Page 24 of 29Li et al. Journal of Hematology & Oncology          (2022) 15:110 

escape of relapsed AML cells after allogeneic transplantation. N Engl J 
Med. 2018;379(24):2330–41.

 22. Feng M, Jiang W, Kim BYS, Zhang CC, Fu YX, Weissman IL. Phagocytosis 
checkpoints as new targets for cancer immunotherapy. Nat Rev Cancer. 
2019;19(10):568–86.

 23. Vago L, Gojo I. Immune escape and immunotherapy of acute myeloid 
leukemia. J Clin Investig. 2020;130(4):1552–64.

 24. Li J, Stanger BZ. How tumor cell dedifferentiation drives 
immune evasion and resistance to immunotherapy. Cancer Res. 
2020;80(19):4037–41.

 25. Jaillon S, Ponzetta A, Di Mitri D, Santoni A, Bonecchi R, Mantovani A. 
Neutrophil diversity and plasticity in tumour progression and therapy. 
Nat Rev Cancer. 2020;20(9):485–503.

 26. Liu Y, Zhou X, Wang X. Targeting the tumor microenvironment in 
B-cell lymphoma: challenges and opportunities. J Hematol Oncol. 
2021;14(1):125.

 27. Wu Q, You L, Nepovimova E, Heger Z, Wu W, Kuca K, Adam V. Hypoxia-
inducible factors: master regulators of hypoxic tumor immune escape. J 
Hematol Oncol. 2022;15(1):77.

 28. Xiao N, Zhu X, Li K, Chen Y, Liu X, Xu B, Lei M, Xu J, Sun H-C. Block-
ing siglec-10hi tumor-associated macrophages improves anti-tumor 
immunity and enhances immunotherapy for hepatocellular carcinoma. 
Exp Hematol Oncol. 2021;10(1):1–14.

 29. Pittet MJ, Michielin O, Migliorini D. Clinical relevance of tumour-associ-
ated macrophages. Nat Rev Clin Oncol. 2022;19(6):402–21.

 30. Jiang Z, Sun H, Yu J, Tian W, Song Y. Targeting CD47 for cancer immuno-
therapy. J Hematol Oncol. 2021;14(1):180.

 31. Oldenborg PA, Gresham HD, Lindberg FP. CD47-signal regulatory pro-
tein alpha (SIRPalpha) regulates Fcgamma and complement receptor-
mediated phagocytosis. J Exp Med. 2001;193(7):855–62.

 32. Willingham SB, Volkmer JP, Gentles AJ, Sahoo D, Dalerba P, Mitra SS, 
Wang J, Contreras-Trujillo H, Martin R, Cohen JD, et al. The CD47-signal 
regulatory protein alpha (SIRPa) interaction is a therapeutic target for 
human solid tumors. Proc Natl Acad Sci USA. 2012;109(17):6662–7.

 33. Eladl E, Tremblay-LeMay R, Rastgoo N, Musani R, Chen W, Liu A, Chang 
H. Role of CD47 in hematological malignancies. J Hematol Oncol. 
2020;13(1):96.

 34. Majeti R, Chao MP, Alizadeh AA, Pang WW, Jaiswal S, Gibbs KD Jr, van 
Rooijen N, Weissman IL. CD47 is an adverse prognostic factor and thera-
peutic antibody target on human acute myeloid leukemia stem cells. 
Cell. 2009;138(2):286–99.

 35. Chao MP, Alizadeh AA, Tang C, Myklebust JH, Varghese B, Gill S, Jan M, 
Cha AC, Chan CK, Tan BT, et al. Anti-CD47 antibody synergizes with 
rituximab to promote phagocytosis and eradicate non-Hodgkin lym-
phoma. Cell. 2010;142(5):699–713.

 36. Uger R, Johnson L. Blockade of the CD47-SIRPα axis: a promis-
ing approach for cancer immunotherapy. Expert Opin Biol Ther. 
2020;20(1):5–8.

 37. Theruvath J, Menard M, Smith BAH, Linde MH, Coles GL, Dalton GN, Wu 
W, Kiru L, Delaidelli A, Sotillo E, et al. Anti-GD2 synergizes with CD47 
blockade to mediate tumor eradication. Nat Med. 2022;28(2):333–44.

 38. Upton R, Banuelos A, Feng D, Biswas T, Kao K, McKenna K, Willingham 
S, Ho PY, Rosental B, Tal MC, et al. Combining CD47 blockade with tras-
tuzumab eliminates HER2-positive breast cancer cells and overcomes 
trastuzumab tolerance. Proc Natl Acad Sci. 2021;118(29): e2026849118.

 39. Mehta A, Harb W, Xu C, Meng Y, Lee L, Yuan V, Wang Z, Song P, Shen 
JH, Gopal AK. Lemzoparlimab, a differentiated anti-cd47 antibody in 
combination with rituximab in relapsed and refractory non-Hodgkin’s 
lymphoma: initial clinical results. Blood. 2021;138:3542.

 40. Cao X, Wang Y, Zhang W, Zhong X, Gunes EG, Dang J, Wang J, Epstein 
AL, Querfeld C, Sun Z et al. Targeting macrophages for enhancing 
CD47 blockade-elicited lymphoma clearance and overcoming tumor-
induced suppression. Blood 2022.

 41. Garcia-Manero G, Daver NG, Xu J, Chao M, Chung T, Tan A, Wang V, Wei 
A, Vyas P, Sallman DA. Magrolimab + azacitidine versus azacitidine 
+ placebo in untreated higher risk (HR) myelodysplastic syndrome 
(MDS): The phase 3, randomized, ENHANCE study. J Clin Oncol 
2021;39(15_suppl):TPS7055–TPS7055.

 42. Advani R, Flinn I, Popplewell L, Forero A, Bartlett NL, Ghosh N, 
Kline J, Roschewski M, LaCasce A, Collins GP. CD47 blockade by 

Hu5F9-G4 and rituximab in non-Hodgkin’s lymphoma. N Engl J Med. 
2018;379(18):1711–21.

 43. Gordon SR, Maute RL, Dulken BW, Hutter G, George BM, McCracken 
MN, Gupta R, Tsai JM, Sinha R, Corey D. PD-1 expression by tumour-
associated macrophages inhibits phagocytosis and tumour immunity. 
Nature. 2017;545(7655):495–9.

 44. Barkal AA, Weiskopf K, Kao KS, Gordon SR, Rosental B, Yiu YY, George 
BM, Markovic M, Ring NG, Tsai JM. Engagement of MHC class I by the 
inhibitory receptor LILRB1 suppresses macrophages and is a target of 
cancer immunotherapy. Nat Immunol. 2018;19(1):76–84.

 45. Zhao J, Zhong S, Niu X, Jiang J, Zhang R, Li Q. The MHC class I-LILRB1 
signalling axis as a promising target in cancer therapy. Scand J Immu-
nol. 2019;90(5): e12804.

 46. Chen H-M, van der Touw W, Wang YS, Kang K, Mai S, Zhang J, 
Alsina-Beauchamp D, Duty JA, Mungamuri SK, Zhang B. Blocking 
immunoinhibitory receptor LILRB2 reprograms tumor-associated 
myeloid cells and promotes antitumor immunity. J Clin Investig. 
2018;128(12):5647–62.

 47. Barkal AA, Brewer RE, Markovic M, Kowarsky M, Barkal SA, Zaro BW, 
Krishnan V, Hatakeyama J, Dorigo O, Barkal LJ. CD24 signalling through 
macrophage Siglec-10 is a target for cancer immunotherapy. Nature. 
2019;572(7769):392–6.

 48. Rojo R, Raper A, Ozdemir DD, Lefevre L, Grabert K, Wollscheid-Lengeling 
E, Bradford B, Caruso M, Gazova I, Sánchez A. Deletion of a Csf1r 
enhancer selectively impacts CSF1R expression and development of 
tissue macrophage populations. Nat Commun. 2019;10(1):1–17.

 49. Zhu Y, Knolhoff BL, Meyer MA, Nywening TM, West BL, Luo J, Wang-
Gillam A, Goedegebuure SP, Linehan DC, DeNardo DG. CSF1/CSF1R 
blockade reprograms tumor-infiltrating macrophages and improves 
response to T-cell checkpoint immunotherapy in pancreatic cancer 
models. Can Res. 2014;74(18):5057–69.

 50. Zhang Z, Luo F, Cao J, Lu F, Zhang Y, Ma Y, Zeng K, Zhang L, Zhao 
H. Anticancer bispecific antibody R&D advances: a study focus-
ing on research trend worldwide and in China. J Hematol Oncol. 
2021;14(1):124.

 51. Wu Y, Yi M, Zhu S, Wang H, Wu K. Recent advances and challenges of 
bispecific antibodies in solid tumors. Exp Hematol Oncol. 2021;10(1):56.

 52. Zhou S, Liu M, Ren F, Meng X, Yu J. The landscape of bispecific T cell 
engager in cancer treatment. Biomark Res. 2021;9(1):38.

 53. Piccione EC, Juarez S, Liu J, Tseng S, Ryan CE, Narayanan C, Wang L, 
Weiskopf K, Majeti R. A bispecific antibody targeting CD47 and CD20 
selectively binds and eliminates dual antigen expressing lymphoma 
cells. In: MAbs: 2015: Taylor & Francis; 2015;946–956.

 54. van Bommel PE, He Y, Schepel I, Hendriks MA, Wiersma VR, van Ginkel 
RJ, van Meerten T, Ammatuna E, Huls G, Samplonius DF. CD20-selective 
inhibition of CD47-SIRPα “don’t eat me” signaling with a bispecific 
antibody-derivative enhances the anticancer activity of daratumumab, 
alemtuzumab and obinutuzumab. Oncoimmunology. 2018;7(2): 
e1386361.

 55. Ma L, Zhu M, Gai J, Li G, Chang Q, Qiao P, Cao L, Chen W, Zhang S, Wan 
Y. Preclinical development of a novel CD47 nanobody with less toxicity 
and enhanced anti-cancer therapeutic potential. J Nanobiotechnol. 
2020;18(1):1–15.

 56. Johnson Z, Papaioannou A, Bernard L, Cosimo E, Daubeuf B, Richard F, 
Chauchet X, Moine V, Broyer L, Shang L. Bispecific antibody target-
ing of CD47/CD19 to promote enhanced phagocytosis of patient B 
lymphoma cells. American Society of Clinical Oncology; 2015.

 57. Buatois V, Johnson Z, Salgado-Pires S, Papaioannou A, Hatterer E, Chau-
chet X, Richard F, Barba L, Daubeuf B, Cons L. Preclinical development 
of a bispecific antibody that safely and effectively targets CD19 and 
CD47 for the treatment of B-cell lymphoma and leukemia. Mol Cancer 
Ther. 2018;17(8):1739–51.

 58. Ribeiro ML, Normant E, Garau DR, Miskin HP, Sportelli P, Weiss MS, Bosch 
F, Roué G. PS1310 the novel bispecific CD47-CD19 antibody TG-1801 
potentiates the activity of UBLITUXIMAB-UMBRALISIB (U2) drug combi-
nation in preclinical models of B-NHL. HemaSphere. 2019;3(S1):598.

 59. Hatterer E, Barba L, Noraz N, Daubeuf B, Aubry-Lachainaye J-P, von der 
Weid B, Richard F, Kosco-Vilbois M, Ferlin W, Shang L. Co-engaging 
CD47 and CD19 with a bispecific antibody abrogates B-cell receptor/
CD19 association leading to impaired B-cell proliferation. In: MAbs: 
2019: Taylor & Francis; 2019: 322–334.



Page 25 of 29Li et al. Journal of Hematology & Oncology          (2022) 15:110  

 60. Boyd-Kirkup J, Thakkar D, Brauer P, Zhou J, Chng W-J, Ingram PJ. 
HMBD004, a novel anti-CD47xCD33 bispecific antibody displays potent 
anti-tumor effects in pre-clinical models of AML. Blood. 2017;130:1378.

 61. Wang Y, Ni H, Zhou S, He K, Gao Y, Wu W, Wu M, Wu Z, Qiu X, Zhou Y. 
Tumor-selective blockade of CD47 signaling with a CD47/PD-L1 bispe-
cific antibody for enhanced anti-tumor activity and limited toxicity. 
Cancer Immunol Immunother. 2021;70(2):365–76.

 62. Roohullah A, Ganju V, Zhang F, Zhang L, Yu T, Wilkinson K, Cooper A, de 
Souza P. First-in-human phase 1 dose escalation study of HX009, a novel 
recombinant humanized anti-PD-1 and CD47 bispecific antibody, in 
patients with advanced malignancies. In.: Wolters Kluwer Health; 2021.

 63. Li X, Liu R, Su X, Pan Y, Han X, Shao C, Shi Y. Harnessing tumor-asso-
ciated macrophages as aids for cancer immunotherapy. Mol Cancer. 
2019;18(1):1–16.

 64. DeNardo DG, Ruffell B. Macrophages as regulators of tumour immunity 
and immunotherapy. Nat Rev Immunol. 2019;19(6):369–82.

 65. Zhang L, Tian L, Dai X, Yu H, Wang J, Lei A, Zhu M, Xu J, Zhao W, Zhu 
Y. Pluripotent stem cell-derived CAR-macrophage cells with antigen-
dependent anti-cancer cell functions. J Hematol Oncol. 2020;13(1):1–5.

 66. Klichinsky M, Ruella M, Shestova O, Lu XM, Best A, Zeeman M, Schmierer 
M, Gabrusiewicz K, Anderson NR, Petty NE. Human chimeric antigen 
receptor macrophages for cancer immunotherapy. Nat Biotechnol. 
2020;38(8):947–53.

 67. Niu Z, Chen G, Chang W, Sun P, Luo Z, Zhang H, Zhi L, Guo C, Chen 
H, Yin M. Chimeric antigen receptor-modified macrophages trigger 
systemic anti-tumour immunity. J Pathol. 2021;253(3):247–57.

 68. Liu H, Pan C, Song W, Liu D, Li Z, Zheng L. Novel strategies for immuno-
oncology breakthroughs with cell therapy. Biomark Res. 2021;9(1):62.

 69. Knapp W, Rieber P, Dörken B, Schmidt R, Stein H, Vd Borne AK. Towards 
a better definition of human leucocyte surface molecules. Immunol 
Today. 1989;10(8):253–8.

 70. Korolnek T, Hamza I. Macrophages and iron trafficking at the birth and 
death of red cells. Blood. 2015;125(19):2893–7.

 71. Theurl I, Hilgendorf I, Nairz M, Tymoszuk P, Haschka D, Asshoff M, He S, 
Gerhardt L, Holderried TA, Seifert M. On-demand erythrocyte disposal 
and iron recycling requires transient macrophages in the liver. Nat Med. 
2016;22(8):945–51.

 72. Li W, Wang Y, Zhao H, Zhang H, Xu Y, Wang S, Guo X, Huang Y, Zhang S, 
Han Y. Identification and transcriptome analysis of erythroblastic island 
macrophages. Blood. 2019;134(5):480–91.

 73. Li W, Wang Y, Chen L, An X. Erythroblast island macrophages: recent 
discovery and future perspectives. Blood Sci. 2019;1(01):61–4.

 74. Li W, Guo R, Song Y, Jiang Z. Erythroblastic Island macrophages shape 
normal erythropoiesis and drive associated disorders in erythroid 
hematopoietic diseases. Front Cell Dev Biol. 1858;2021:8.

 75. Oldenborg P-A, Zheleznyak A, Fang Y-F, Lagenaur CF, Gresham HD, Lind-
berg FP. Role of CD47 as a marker of self on red blood cells. Science. 
2000;288(5473):2051–4.

 76. Logtenberg ME, Scheeren FA, Schumacher TN. The CD47-SIRPα 
immune checkpoint. Immunity. 2020;52(5):742–52.

 77. Wang H, VerHalen J, Madariaga ML, Xiang S, Wang S, Lan P, Oldenborg 
P-A, Sykes M, Yang Y-G. Attenuation of phagocytosis of xenogeneic cells 
by manipulating CD47. Blood. 2007;109(2):836–42.

 78. Yamao T, Noguchi T, Takeuchi O, Nishiyama U, Morita H, Hagiwara T, 
Akahori H, Kato T, Inagaki K, Okazawa H. Negative regulation of platelet 
clearance and of the macrophage phagocytic response by the trans-
membrane glycoprotein SHPS-1. J Biol Chem. 2002;277(42):39833–9.

 79. Olsson M, Bruhns P, Frazier WA, Ravetch JV, Oldenborg P-A. Plate-
let homeostasis is regulated by platelet expression of CD47 under 
normal conditions and in passive immune thrombocytopenia. Blood. 
2005;105(9):3577–82.

 80. Blazar BR, Lindberg FP, Ingulli E, Panoskaltsis-Mortari A, Oldenborg P-A, 
Iizuka K, Yokoyama WM, Taylor PA. CD47 (integrin-associated protein) 
engagement of dendritic cell and macrophage counterreceptors is 
required to prevent the clearance of donor lymphohematopoietic cells. 
J Exp Med. 2001;194(4):541–50.

 81. Jaiswal S, Jamieson CH, Pang WW, Park CY, Chao MP, Majeti R, Traver 
D, van Rooijen N, Weissman IL. CD47 is upregulated on circulating 
hematopoietic stem cells and leukemia cells to avoid phagocytosis. 
Cell. 2009;138(2):271–85.

 82. Vonderheide RH. CD47 blockade as another immune checkpoint 
therapy for cancer. Nat Med. 2015;21(10):1122–3.

 83. Veillette A, Chen J. SIRPα–CD47 immune checkpoint blockade in anti-
cancer therapy. Trends Immunol. 2018;39(3):173–84.

 84. Pan Y, Lu F, Fei Q, Yu X, Xiong P, Yu X, Dang Y, Hou Z, Lin W, Lin X. Single-
cell RNA sequencing reveals compartmental remodeling of tumor-
infiltrating immune cells induced by anti-CD47 targeting in pancreatic 
cancer. J Hematol Oncol. 2019;12(1):1–18.

 85. Zhang W, Huang Q, Xiao W, Zhao Y, Pi J, Xu H, Zhao H, Xu J, Evans CE, Jin 
H. Advances in anti-tumor treatments targeting the CD47/SIRPα axis. 
Front Immunol 2020:18.

 86. Kuo TC, Chen A, Harrabi O, Sockolosky JT, Zhang A, Sangalang 
E, Doyle LV, Kauder SE, Fontaine D, Bollini S, et al. Targeting the 
myeloid checkpoint receptor SIRPα potentiates innate and adaptive 
immune responses to promote anti-tumor activity. J Hematol Oncol. 
2020;13(1):160.

 87. Manna PP, Dimitry J, Oldenborg P-A, Frazier WA. CD47 augments Fas/
CD95-mediated apoptosis. J Biol Chem. 2005;280(33):29637–44.

 88. Mangelberger D, Augsberger C, Landgraf K, Heitmüller C, Steidl S. 
Blockade of the CD47/SIRPα checkpoint potentiates the anti-tumor 
efficacy of tafasitamab. Blood. 2020;136:11–2.

 89. Lin GH, Chai V, Lee V, Dodge K, Truong T, Wong M, Johnson LD, Pang X, 
Petrova PS, Uger RA. SIRPαFc, a CD47-blocking cancer immunothera-
peutic, triggers phagocytosis of lymphoma cells by both classically 
(M1) and alternatively (M2) activated macrophages. AACR New Orleans 
2016.

 90. Liu X, Pu Y, Cron K, Deng L, Kline J, Frazier WA, Xu H, Peng H, Fu Y-X, Xu 
MM. CD47 blockade triggers T cell–mediated destruction of immuno-
genic tumors. Nat Med. 2015;21(10):1209–15.

 91. Deuse T, Hu X, Agbor-Enoh S, Jang MK, Alawi M, Saygi C, Gravina A, 
Tediashvili G, Nguyen VQ, Liu Y. The SIRPα–CD47 immune checkpoint in 
NK cells. J Exp Med 2021;218(3).

 92. Hou J-Z, Ye JC, Pu JJ, Liu H, Ding W, Zheng H, Liu D. Novel agents and 
regimens for hematological malignancies: recent updates from 2020 
ASH annual meeting. J Hematol Oncol. 2021;14(1):1–25.

 93. Qu T, Li B, Wang Y. Targeting CD47/SIRPα as a therapeutic strategy, 
where we are and where we are headed. Biomark Res. 2022;10(1):20.

 94. Zeidan AM, DeAngelo DJ, Palmer JM, Seet CS, Tallman MS, Wei X, Li YF, 
Hock N, Burgess MR, Hege K. A phase I study of CC-90002, a monoclo-
nal antibody targeting CD47, in patients with relapsed and/or refrac-
tory (R/R) acute myeloid leukemia (AML) and high-risk myelodysplastic 
syndromes (MDS): final results. Blood. 2019;134:1320.

 95. Zeidan AM, DeAngelo DJ, Palmer J, Seet CS, Tallman MS, Wei X, Raymon 
H, Sriraman P, Kopytek S, Bewersdorf JP, et al. Phase 1 study of anti-CD47 
monoclonal antibody CC-90002 in patients with relapsed/refractory 
acute myeloid leukemia and high-risk myelodysplastic syndromes. Ann 
Hematol. 2022;101(3):557–69.

 96. Maute R, Xu J, Weissman IL. CD47–SIRPα-targeted therapeutics: status 
and prospects. Immuno-Oncol Technol 2022;13.

 97. Haddad F, Daver N. Targeting CD47/SIRPα in acute myeloid leukemia 
and myelodysplastic syndrome: preclinical and clinical developments 
of magrolimab. J Immunother Precis Oncol. 2021;4(2):67–71.

 98. Chen JY, Johnson L, McKenna KM, Choi TS, Duan J, Feng D, Tsai JM, 
Garcia-Martin N, Sompalli K, Maute R et al. Impact of magrolimab treat-
ment in combination with azacitidine on red blood cells in patients 
with higher-risk myelodysplastic syndrome (HR-MDS). J Clin Oncol 
2022;40(16_suppl):7054–7054.

 99. Sallman DA, Asch AS, Al Malki MM, Lee DJ, Donnellan WB, Marcucci G, 
Kambhampati S, Daver NG, Garcia-Manero G, Komrokji RS. The first-
in-class anti-CD47 antibody magrolimab (5F9) in combination with 
azacitidine is effective in MDS and AML patients: ongoing phase 1b 
results. Blood. 2019;134:569.

 100. Sallman DA, Al Malki M, Asch AS, Lee DJ, Kambhampati S, Donnellan 
WB, Bradley TJ, Vyas P, Jeyakumar D, Marcucci G. Tolerability and efficacy 
of the first-in-class anti-CD47 antibody magrolimab combined with 
azacitidine in MDS and AML patients: Phase Ib results. American Society 
of Clinical Oncology; 2020.

 101. Daver NG, Vyas P, Kambhampati S, Malki MMA, Larson RA, Asch AS, 
Mannis GN, Chai-Ho W, Tanaka TN, Bradley TJ et al. Tolerability and 
efficacy of the first-in-class anti-CD47 antibody magrolimab combined 



Page 26 of 29Li et al. Journal of Hematology & Oncology          (2022) 15:110 

with azacitidine in frontline TP53m AML patients: phase 1b results. J 
Clin Oncol 2022;40(16_suppl):7020–7020.

 102. Sallman DA, Malki MMA, Asch AS, Wang ES, Jurcic JG, Bradley TJ, 
Flinn IW, Pollyea DA, Kambhampati S, Tanaka TN et al. Magrolimab in 
combination with azacitidine for untreated higher-risk myelodysplas-
tic syndromes (HR-MDS): 5F9005 phase 1b study results. J Clin Oncol 
2022;40(16_suppl):7017–7017.

 103. Kim TM, Lakhani N, Gainor J, Kamdar M, Fanning P, Squifflet P, Jin F, Wan 
H, Pons J, Randolph SS. A phase 1 study of ALX148, a CD47 blocker, in 
combination with rituximab in patients with non-Hodgkin lymphoma. 
Blood. 1953;2019:134.

 104. Petrova PS, Viller NN, Wong M, Pang X, Lin GH, Dodge K, Chai V, Chen 
H, Lee V, House V. TTI-621 (SIRPαFc): a CD47-blocking innate immune 
checkpoint inhibitor with broad antitumor activity and minimal eryth-
rocyte binding. Clin Cancer Res. 2017;23(4):1068–79.

 105. Ansell SM, Maris MB, Lesokhin AM, Chen RW, Flinn IW, Sawas A, Minden 
MD, Villa D, Pervical M-EM, Advani AS. Phase I study of the CD47 blocker 
TTI-621 in patients with relapsed or refractory hematologic malignan-
cies. Clin Cancer Res. 2021;27(8):2190–9.

 106. Horwitz SM, Foran JM, Maris M, Lue JK, Sawas A, Okada C, Feldman TA, 
Sokol L, Mei M, Flinn IW, et al. Updates from ongoing, first-in-human 
phase 1 dose escalation and expansion study of TTI-621, a novel bio-
logic targeting CD47, in patients with relapsed or refractory hemato-
logic malignancies. Blood. 2021;138:2448.

 107. Querfeld C, Thompson JA, Taylor MH, DeSimone JA, Zain JM, Shustov 
AR, Johns C, McCann S, Lin GHY, Petrova PS, et al. Intralesional 
TTI-621, a novel biologic targeting the innate immune checkpoint 
CD47, in patients with relapsed or refractory mycosis fungoides or 
Sézary syndrome: a multicentre, phase 1 study. Lancet Haematol. 
2021;8(11):e808–17.

 108. Gholiha AR, Hollander P, Löf L, Glimelius I, Hedstrom G, Molin D, 
Hjalgrim H, Smedby KE, Hashemi J, Amini R-M, et al. Checkpoint 
CD47 expression in classical Hodgkin lymphoma. Br J Haematol. 
2022;197(5):580–9.

 109. Sun M, Qi J, Zheng W, Song L, Jiang B, Wang Z, Huang C, Tian W, Qiu L. 
Preliminary results of a first-in-human phase I dtudy of IMM01, SIRPα Fc 
protein in patients with relapsed or refractory lymphoma. J Clin Oncol 
2021;39(15_suppl):2550–2550.

 110. Cabrales P, Carter C, Oronsky B, Reid T. Rrx-001 is a phase 3 small 
molecule dual inhibitor of CD47 and Sirpα with activity in multiple 
myeloma. Blood. 2018;132(Supplement 1):5623–5623.

 111. Wilson WC, Richards J, Puro RJ, Andrejeva G, Capoccia BJ, Donio MJ, 
Hiebsch RR, Chakraborty P, Sung V, Pereira DS. AO-176, a highly dif-
ferentiated clinical stage anti-CD47 antibody, exerts potent anti-tumor 
activity in preclinical models of multiple myeloma as a single agent and 
in combination with approved therapeutics. Blood. 2020;136:3–4.

 112. Klausz K, Gehlert CL, Boje AS, Lustig M, Krohn S, Ahmed SM, Kellner 
C, Valerius T, Besse L, Besse A, et al. Blocking the Don’t Eat Me Signal 
(CD47-SIRPα Axis) to improve antibody-based immunotherapy of multi-
ple myeloma. Blood. 2021;138:2684.

 113. Sun J, Park C, Guenthner N, Gurley S, Zhang L, Lubben B, Adebayo O, 
Bash H, Chen Y, Maksimos M. Tumor-associated macrophages in multi-
ple myeloma: advances in biology and therapy. J Immunother Cancer 
2022;10(4).

 114. Patel K, Orlowski RZ, Doucette K, Maris M, Pianko MJ, Ramchandren R, 
Stevens DA, Vesole DH, Uger RA, Scheuber A et al. TTI-622–01: A phase 
1a/1b dose-escalation and expansion trial of TTI-622 in patients with 
advanced hematologic malignancies, including multiple myeloma. J 
Clin Oncol 2022;40(16_suppl):TPS8071–TPS8071.

 115. Stadtmauer E, Karlin L, Weisel K, Gatt ME, Kansagra A, Monohan G, Yee 
A, Rockow-Magnone S, Cordero J, Hoffman D. 448 Lemzoparlimab 
(TJ011133), an anti-CD47 antibody, with/without dexamethasone plus 
anti-myeloma regimens for relapsed/refractory multiple myeloma: a 
phase 1b dose escalation and expansion study. In.: Journal for immuno-
therapy of cancer; 2021.

 116. Force MT. Safety Concerns Prompt Pause of Magrolimab Trials. Cancer 
Discov. 2022;12(4):877–8.

 117. Yu J, Song Y, Tian W. How to select IgG subclasses in developing anti-
tumor therapeutic antibodies. J Hematol Oncol. 2020;13(1):1–10.

 118. Asaadi Y, Jouneghani FF, Janani S, Rahbarizadeh F. A comprehensive 
comparison between camelid nanobodies and single chain variable 
fragments. Biomark Res. 2021;9(1):87.

 119. Jain S, Van Scoyk A, Morgan EA, Matthews A, Stevenson K, Newton 
G, Powers F, Autio A, Louissaint A Jr, Pontini G. Targeted inhibition of 
CD47-SIRPα requires Fc-FcγR interactions to maximize activity in T-cell 
lymphomas. Blood. 2019;134(17):1430–40.

 120. Feng M, Chen JY, Weissman-Tsukamoto R, Volkmer J-P, Ho PY, McKenna 
KM, Cheshier S, Zhang M, Guo N, Gip P. Macrophages eat cancer cells 
using their own calreticulin as a guide: roles of TLR and Btk. Proc Natl 
Acad Sci. 2015;112(7):2145–50.

 121. Chen J, Zhong M-C, Guo H, Davidson D, Mishel S, Lu Y, Rhee I, Pérez-
Quintero L-A, Zhang S, Cruz-Munoz M-E. SLAMF7 is critical for phago-
cytosis of haematopoietic tumour cells via Mac-1 integrin. Nature. 
2017;544(7651):493–7.

 122. Lemoine J, Ruella M, Houot R. Born to survive: how cancer cells resist 
CAR T cell therapy. J Hematol Oncol. 2021;14(1):199.

 123. Chen H, Yang Y, Deng Y, Wei F, Zhao Q, Liu Y, Liu Z, Yu B, Huang Z. 
Delivery of CD47 blocker SIRPα-Fc by CAR-T cells enhances antitumor 
efficacy. J Immunother Cancer 2022;10(2).

 124. Criscitiello C, Morganti S, Curigliano G. Antibody–drug conjugates in 
solid tumors: a look into novel targets. J Hematol Oncol. 2021;14(1):20.

 125. Chu Y, Zhou X, Wang X. Antibody-drug conjugates for the treatment 
of lymphoma: clinical advances and latest progress. J Hematol Oncol. 
2021;14(1):88.

 126. Drago JZ, Modi S, Chandarlapaty S. Unlocking the potential of 
antibody–drug conjugates for cancer therapy. Nat Rev Clin Oncol. 
2021;18(6):327–44.

 127. Wu H, Liu J, Wang Z, Yuan W, Chen L. Prospects of antibodies targeting 
CD47 or CD24 in the treatment of glioblastoma. CNS Neurosci Ther. 
2021;27(10):1105–17.

 128. Yang R, Sun L, Li C-F, Wang Y-H, Yao J, Li H, Yan M, Chang W-C, Hsu 
J-M, Cha J-H. Galectin-9 interacts with PD-1 and TIM-3 to regulate T 
cell death and is a target for cancer immunotherapy. Nat Commun. 
2021;12(1):1–17.

 129. Wang X, Wang G, Wang Z, Liu B, Han N, Li J, Lu C, Liu X, Zhang Q, Yang 
Q. PD-1-expressing B cells suppress CD4+ and CD8+ T cells via PD-1/
PD-L1-dependent pathway. Mol Immunol. 2019;109:20–6.

 130. Hsu J, Hodgins JJ, Marathe M, Nicolai CJ, Bourgeois-Daigneault 
M-C, Trevino TN, Azimi CS, Scheer AK, Randolph HE, Thompson TW. 
Contribution of NK cells to immunotherapy mediated by PD-1/PD-L1 
blockade. J Clin Investig. 2018;128(10):4654–68.

 131. Lim TS, Chew V, Sieow JL, Goh S, Yeong JP-S, Soon AL, Ricciardi-Castag-
noli P. PD-1 expression on dendritic cells suppresses CD8+ T cell func-
tion and antitumor immunity. Oncoimmunology. 2016;5(3):e1085146.

 132. Reinke S, Bröckelmann PJ, Iaccarino I, Garcia-Marquez M, Borchmann 
S, Jochims F, Kotrova M, Pal K, Brüggemann M, Hartmann E. Tumor 
and microenvironment response but no cytotoxic T-cell activa-
tion in classic Hodgkin lymphoma treated with anti-PD1. Blood. 
2020;136(25):2851–63.

 133. Wang Y, Xiang Y, Xin VW, Wang X-W, Peng X-C, Liu X-Q, Wang D, Li N, 
Cheng J-T, Lyv Y-N, et al. Dendritic cell biology and its role in tumor 
immunotherapy. J Hematol Oncol. 2020;13(1):107.

 134. Colonna M, Samaridis J, Cella M, Angman L, Allen RL, O’Callaghan 
CA, Dunbar R, Ogg GS, Cerundolo V, Rolink A. Cutting edge: human 
myelomonocytic cells express an inhibitory receptor for classical and 
nonclassical MHC class I molecules. J Immunol. 1998;160(7):3096–100.

 135. Jones DC, Kosmoliaptsis V, Apps R, Lapaque N, Smith I, Kono A, Chang 
C, Boyle LH, Taylor CJ, Trowsdale J. HLA class I allelic sequence and 
conformation regulate leukocyte Ig-like receptor binding. J Immunol. 
2011;186(5):2990–7.

 136. Hashambhoy-Ramsay Y, Spaulding V, Priess M, O’Malley K, Gostissa M, 
Stack E, Smith J, Willer M, Umiker B, Shaffer D. 217 Evaluating biomark-
ers of JTX-8064 (anti-LILRB2/ILT4 monoclonal antibody) in an ex vivo 
human tumor histoculture system to inform clinical development. In.: 
BMJ Specialist Journals; 2020.

 137. Chen H, Chen Y, Deng M, John S, Gui X, Kansagra A, Chen W, Kim J, 
Lewis C, Wu G. Antagonistic anti-LILRB1 monoclonal antibody regulates 
antitumor functions of natural killer cells. J Immunother Cancer 
2020;8(2).



Page 27 of 29Li et al. Journal of Hematology & Oncology          (2022) 15:110  

 138. Pirruccello S, LeBien T. The human B cell-associated antigen CD24 is a 
single chain sialoglycoprotein. J Immunol. 1986;136(10):3779–84.

 139. Chen G-Y, Brown NK, Zheng P, Liu Y. Siglec-G/10 in self–nonself 
discrimination of innate and adaptive immunity. Glycobiology. 
2014;24(9):800–6.

 140. Bradley CA. CD24—a novel ‘don’t eat me’signal. Nat Rev Cancer. 
2019;19(10):541–541.

 141. Baumann P, Cremers N, Kroese F, Orend G, Chiquet-Ehrismann R, Uede 
T, Yagita H, Sleeman JP. CD24 expression causes the acquisition of mul-
tiple cellular properties associated with tumor growth and metastasis. 
Can Res. 2005;65(23):10783–93.

 142. Ni Y-H, Zhao X, Wang W. CD24, a review of its role in tumor diagnosis, 
progression and therapy. Curr Gene Ther. 2020;20(2):109–26.

 143. Yin S-S, Gao F-H. Molecular mechanism of tumor cell immune escape 
mediated by CD24/Siglec-10. Front Immunol. 2020;11:1324.

 144. Altevogt P, Sammar M, Hüser L, Kristiansen G. Novel insights 
into the function of CD24: a driving force in cancer. Int J Cancer. 
2021;148(3):546–59.

 145. Aroldi A, Mauri M, Parma M, Terruzzi E, Fedele M, Perfetti P, Cocito F, 
Mologni L, Chiarle R, Piazza R, et al. CD24/Siglec-10 “Don’t Eat Me” 
signal blockade is a potential immunotherapeutic target in mantle-cell 
lymphoma. Blood. 2021;138:2276.

 146. Freile JÁ, Ustyanovska Avtenyuk N, Corrales MG, Lourens HJ, Huls G, van 
Meerten T, Cendrowicz E, Bremer E. CD24 Is a potential immunothera-
peutic target for Mantle cell lymphoma. Biomedicines. 2022;10(5):1175.

 147. Allavena P, Anfray C, Ummarino A, Andón FT. Therapeutic manipulation 
of tumor-associated macrophages: Facts and hopes from a clinical and 
translational perspective. Clin Cancer Res. 2021;27(12):3291–7.

 148. Kumar S, Ramesh A, Kulkarni A. Targeting macrophages: a novel avenue 
for cancer drug discovery. Expert Opin Drug Discov. 2020;15(5):561–74.

 149. Sherr CJ, Rettenmier CW, Sacca R, Roussel MF, Look AT, Stanley ER. The 
c-fms proto-oncogene product is related to the receptor for the mono-
nuclear phagocyte growth factor, CSF 1. Cell. 1985;41(3):665–76.

 150. Garceau V, Smith J, Paton IR, Davey M, Fares MA, Sester DP, Burt DW, 
Hume DA. Pivotal Advance: Avian colony-stimulating factor 1 (CSF-1), 
interleukin-34 (IL-34), and CSF-1 receptor genes and gene products. J 
Leukoc Biol. 2010;87(5):753–64.

 151. Wang T, Kono T, Monte MM, Kuse H, Costa MM, Korenaga H, Maehr 
T, Husain M, Sakai M, Secombes CJ. Identification of IL-34 in teleost 
fish: differential expression of rainbow trout IL-34, MCSF1 and MCSF2, 
ligands of the MCSF receptor. Mol Immunol. 2013;53(4):398–409.

 152. Dai X-M, Ryan GR, Hapel AJ, Dominguez MG, Russell RG, Kapp S, Sylves-
tre V, Stanley ER. Targeted disruption of the mouse colony-stimulating 
factor 1 receptor gene results in osteopetrosis, mononuclear phago-
cyte deficiency, increased primitive progenitor cell frequencies, and 
reproductive defects. Blood. 2002;99(1):111–20.

 153. Pridans C, Raper A, Davis GM, Alves J, Sauter KA, Lefevre L, Regan T, 
Meek S, Sutherland L, Thomson AJ. Pleiotropic impacts of macrophage 
and microglial deficiency on development in rats with targeted muta-
tion of the Csf1r locus. J Immunol. 2018;201(9):2683–99.

 154. Cannarile MA, Weisser M, Jacob W, Jegg A-M, Ries CH, Rüttinger D. 
Colony-stimulating factor 1 receptor (CSF1R) inhibitors in cancer 
therapy. J Immunother Cancer. 2017;5(1):1–13.

 155. Wang Q, Lu Y, Li R, Jiang Y, Zheng Y, Qian J, Bi E, Zheng C, Hou J, Wang S. 
Therapeutic effects of CSF1R-blocking antibodies in multiple myeloma. 
Leukemia. 2018;32(1):176–83.

 156. Denny WA, Flanagan JU. Small-molecule CSF1R kinase inhibitors: review 
of patents 2015-present. Expert Opin Ther Pat. 2021;31(2):107–17.

 157. Smith CC, Levis MJ, Frankfurt O, Pagel JM, Roboz GJ, Stone RM, Wang ES, 
Severson PL, West BL, Le MH. A phase 1/2 study of the oral FLT3 inhibi-
tor pexidartinib in relapsed/refractory FLT3-ITD–mutant acute myeloid 
leukemia. Blood Adv. 2020;4(8):1711–21.

 158. Abeykoon JP, Lasho TL, Dasari S, Rech KL, Ranatunga WK, Manske MK, 
Tischer A, Ravindran A, Young JR, Tobin WO, et al. Sustained, complete 
response to pexidartinib in a patient with CSF1R-mutated Erdheim-
Chester disease. Am J Hematol. 2022;97(3):293–302.

 159. Sweeney T, Spurgeon SE, Tyner JW, Agarwal A, Ho H, Traer E, Lee P, 
Chantry D, Druker BJ, Loriaux M. Colony stimulating factor 1 recep-
tor (CSF1R) as a potential novel therapeutic target in CLL. Blood. 
2015;126(23):4439.

 160. Edwards DK, Watanabe-Smith K, Rofelty A, Damnernsawad A, Laderas 
T, Lamble A, Lind EF, Kaempf A, Mori M, Rosenberg M. CSF1R inhibitors 
exhibit antitumor activity in acute myeloid leukemia by blocking parac-
rine signals from support cells. Blood. 2019;133(6):588–99.

 161. Ries CH, Hoves S, Cannarile MA, Rüttinger D. CSF-1/CSF-1R targeting 
agents in clinical development for cancer therapy. Curr Opin Pharma-
col. 2015;23:45–51.

 162. von Tresckow B, Morschhauser F, Ribrag V, Topp MS, Chien C, Seetharam 
S, Aquino R, Kotoulek S, de Boer CJ, Engert A. An open-label, multi-
center, phase I/II study of JNJ-40346527, a CSF-1R inhibitor, in patients 
with relapsed or refractory Hodgkin lymphoma. Clin Cancer Res. 
2015;21(8):1843–50.

 163. Cassier PA, Italiano A, Gomez-Roca CA, Le Tourneau C, Toulmonde M, 
Cannarile MA, Ries C, Brillouet A, Müller C, Jegg A-M. CSF1R inhibition 
with emactuzumab in locally advanced diffuse-type tenosynovial giant 
cell tumours of the soft tissue: a dose-escalation and dose-expansion 
phase 1 study. Lancet Oncol. 2015;16(8):949–56.

 164. Papadopoulos KP, Gluck L, Martin LP, Olszanski AJ, Tolcher AW, Ngarm-
chamnanrith G, Rasmussen E, Amore BM, Nagorsen D, Hill JS. First-
in-human study of AMG 820, a monoclonal anti-colony-stimulating 
factor 1 receptor antibody, in patients with advanced solid tumors. Clin 
Cancer Res. 2017;23(19):5703–10.

 165. Korkosz M, Bukowska-Strakova K, Sadis S, Grodzicki T, Siedlar M. Mono-
clonal antibodies against macrophage colony-stimulating factor dimin-
ish the number of circulating intermediate and nonclassical (CD14++ 
CD16+/CD14+ CD16++) monocytes in rheumatoid arthritis patient. 
Blood. 2012;119(22):5329–30.

 166. Wynn TA, Chawla A, Pollard JW. Macrophage biology in development, 
homeostasis and disease. Nature. 2013;496(7446):445–55.

 167. Ginhoux F, Guilliams M. Tissue-resident macrophage ontogeny and 
homeostasis. Immunity. 2016;44(3):439–49.

 168. Bian Z, Gong Y, Huang T, Lee CZ, Bian L, Bai Z, Shi H, Zeng Y, Liu C, He J. 
Deciphering human macrophage development at single-cell resolu-
tion. Nature. 2020;582(7813):571–6.

 169. Pathria P, Louis TL, Varner JA. Targeting tumor-associated macrophages 
in cancer. Trends Immunol. 2019;40(4):310–27.

 170. Lin Y, Xu J, Lan H. Tumor-associated macrophages in tumor metastasis: 
biological roles and clinical therapeutic applications. J Hematol Oncol. 
2019;12(1):1–16.

 171. Quail DF, Joyce JA. Molecular pathways: deciphering mechanisms 
of resistance to macrophage-targeted therapies. Clin Cancer Res. 
2017;23(4):876–84.

 172. Zhang B, Li W, Fan D, Tian W, Zhou J, Ji Z, Song Y. Advances in the study 
of CD47‐based bispecific antibody in cancer immunotherapy. Immu-
nology 2022.

 173. Dahlén E, Veitonmäki N, Norlén P. Bispecific antibodies in cancer immu-
notherapy. Therap Adv Vaccines Immunother. 2018;6(1):3–17.

 174. Tian W, Li S, Chen D, Liang G, Zhang L, Zhang W, Tu X, Peng L, Weng 
J, Zhao G. Preclinical development of a bispecific antibody-trap 
selectively targeting CD47 and CD20 for the treatment of B cell lineage 
cancer. In. AACR; 2019.

 175. Normant E, Ribeiro ML, Profitos-Peleja N, Blecua P, Reyes-Garau D, 
Santos JC, Armengol M, Fernández-Serrano M, Miskin HP, Roue G. The 
ublituximab-umbralisib (U2) drug regimen potentiates the activity 
of the novel CD47-CD19 bispecific antibody, TG-1801, through the 
activation of the G protein-coupled receptor EBI2/GPR183. Blood. 
2021;138:1196.

 176. Feng R, Zhao H, Xu J, Shen C. CD47: the next checkpoint target for 
cancer immunotherapy. Crit Rev Oncol Hematol. 2020;152: 103014.

 177. Gozlan YM, Hilgendorf S, Aronin A, Sagiv Y, Ben-gigi-Tamir L, Amsili S, 
Tamir A, Pecker I, Greenwald S, Chajut A. Abstract A076: DSP107—A 
novel SIRPα-4–1BBL dual signaling protein (DSP) for cancer immuno-
therapy. In.: AACR; 2019.

 178. Cendrowicz E, Jacob L, Greenwald S, Tamir A, Gozlan Y, Huls G, Foley-
Comer A, Pereg Y, Chajut A, Peled A. DSP107, a novel bi-functional 
fusion protein that combines inhibition of CD47 with targeted 
activation of 4–1BB to trigger innate and adaptive anticancer immune 
responses. Blood. 2020;136:19–20.

 179. Cendrowicz E, Jacob L, Greenwald S, Tamir A, Pecker I, Tabakman 
R, Ghantous L, Tamir L, Kahn R, Avichzer J, et al. DSP107 combines 



Page 28 of 29Li et al. Journal of Hematology & Oncology          (2022) 15:110 

inhibition of CD47/SIRPα axis with activation of 4–1BB to trigger anti-
cancer immunity. J Exp Clin Cancer Res. 2022;41(1):97.

 180. Luke JJ, Saeed A, Bashir B, Shwartz Y, Tabakman R, Foley-Comer A, 
Jimeno A. Phase 1 dose escalation study of DSP107, a first-in-class 
CD47 and 4–1BB targeting multifunctional immune-recruitment 
protein, in patients with advanced solid tumors. J Clin Oncol 
2022;40(16_suppl):2647–2647.

 181. Cortes JE, de Lima M, Dombret H, Estey EH, Giralt SA, Montesinos P, Röl-
lig C, Venditti A, Wang ES. Prevention, recognition, and management of 
adverse events associated with gemtuzumab ozogamicin use in acute 
myeloid leukemia. J Hematol Oncol. 2020;13(1):137.

 182. Wang Y, Pan D, Huang C, Chen B, Li M, Zhou S, Wang L, Wu M, Wang 
X, Bian Y. Dose escalation PET imaging for safety and effective therapy 
dose optimization of a bispecific antibody. In: MAbs: 2020: Taylor & 
Francis; 2020;1748322.

 183. Ferlin W, Masternak K, Shang L. Selective CD47 targeting with a bispe-
cific antibody. Cancer Immunol Immunother. 2021;70(4):1161–2.

 184. Yang Y, Li Y, Gu H, Dong M, Cai Z. Emerging agents and regimens for 
multiple myeloma. J Hematol Oncol. 2020;13(1):150.

 185. Stefano S, Grandclement C, Dehilly E, Panagopoulou M, Martini E, 
Castillo R, Suere P, Pouleau B, Estoppey C, Frei J, et al. ISB 1442, a first-in-
class CD38 and cd47 bispecific antibody innate cell modulator for the 
treatment of relapsed refractory multiple myeloma. Blood. 2021;138:73.

 186. Marin-Acevedo JA, Kimbrough EO, Manochakian R, Zhao Y, Lou Y. 
Immunotherapies targeting stimulatory pathways and beyond. J 
Hematol Oncol. 2021;14(1):78.

 187. Ochsenbein AF, Riether C, Bacher U, Müller R, Höpner S, Banz Y, Hinter-
brandner M, Bargetzi M, Manz MG, Van Rompaey L, et al. Argx-110 
targeting CD70, in combination with azacitidine, shows favorable safety 
profile and promising anti-leukemia activity in newly diagnosed AML 
patients in an ongoing phase 1/2 clinical trial. Blood. 2018;132:2680.

 188. Bagot M, Maerevoet M, Zinzani PL, Offner F, Morschhauser F, Michot 
J-M, Ribrag V, Battistella M, Moins H, Calleri A, et al. Argx-110 for treat-
ment of CD70-positive advanced cutaneous T-cell lymphoma in a 
phase 1/2 clinical trial. Blood. 2018;132:1627.

 189. Ring Nan G, Herndler-Brandstetter D, Weiskopf K, Shan L, Volkmer J-P, 
George Benson M, Lietzenmayer M, McKenna Kelly M, Naik Tejaswitha 
J, McCarty A, et al. Anti-SIRPα antibody immunotherapy enhances 
neutrophil and macrophage antitumor activity. Proc Natl Acad Sci. 
2017;114(49):E10578–85.

 190. Xu S, Zhang M, Fang X, Meng J, Xing H, Yan D, Liu J, Yang Y, Wen T, 
Zhang W, et al. A novel CD123-targeted therapeutic peptide loaded by 
micellar delivery system combats refractory acute myeloid leukemia. J 
Hematol Oncol. 2021;14(1):193.

 191. Tahk S, Vick B, Hiller B, Schmitt S, Marcinek A, Perini ED, Leutbecher A, 
Augsberger C, Reischer A, Tast B, et al. SIRPα-αCD123 fusion antibod-
ies targeting CD123 in conjunction with CD47 blockade enhance the 
clearance of AML-initiating cells. J Hematol Oncol. 2021;14(1):155.

 192. Tian Z, Liu M, Zhang Y, Wang X. Bispecific T cell engagers: an emerging 
therapy for management of hematologic malignancies. J Hematol 
Oncol. 2021;14(1):1–18.

 193. Liu S, Lyu W, Lei Y, Tan S, Wu Z, Yin S, Zheng L, Zhuo Q, Wen Y, Wu D. 
Abstract 1868: a long acting bi-specific T cell engager differentially tar-
geting CD47 positive malignant cells but not CD47 expressing healthy 
cells. Cancer Res 2021;81(13_Supplement):1868–1868.

 194. Garfall AL, June CH. Trispecific antibodies offer a third way forward for 
anticancer immunotherapy. Nature Publishing Group; 2019.

 195. Genard G, Lucas S, Michiels C. Reprogramming of tumor-associated 
macrophages with anticancer therapies: radiotherapy versus chemo-
and immunotherapies. Front Immunol. 2017;8:828.

 196. Cassetta L, Kitamura T. Macrophage targeting: opening new possibili-
ties for cancer immunotherapy. Immunology. 2018;155(3):285–93.

 197. Huang L, Xu H, Peng G. TLR-mediated metabolic reprogramming in 
the tumor microenvironment: potential novel strategies for cancer 
immunotherapy. Cell Mol Immunol. 2018;15(5):428–37.

 198. Brunner JS, Vogel A, Lercher A, Caldera M, Korosec A, Puehringer M, 
Hofmann M, Hajto A, Kieler M, Garrido LQ. The PI3K pathway preserves 
metabolic health through MARCO-dependent lipid uptake by adipose 
tissue macrophages. Nat Metab. 2020;2(12):1427–42.

 199. La Fleur L, Botling J, He F, Pelicano C, Zhou C, He C, Palano G, 
Mezheyeuski A, Micke P, Ravetch JV. Targeting MARCO and IL37R on 

immunosuppressive macrophages in lung cancer blocks regula-
tory T cells and supports cytotoxic lymphocyte function. Can Res. 
2021;81(4):956–67.

 200. Eisinger S, Sarhan D, Boura VF, Ibarlucea-Benitez I, Tyystjärvi S, 
Oliynyk G, Arsenian-Henriksson M, Lane D, Wikström SL, Kiessling R. 
Targeting a scavenger receptor on tumor-associated macrophages 
activates tumor cell killing by natural killer cells. Proc Natl Acad Sci. 
2020;117(50):32005–16.

 201. Georgoudaki A-M, Prokopec KE, Boura VF, Hellqvist E, Sohn S, Östling 
J, Dahan R, Harris RA, Rantalainen M, Klevebring D. Reprogramming 
tumor-associated macrophages by antibody targeting inhibits cancer 
progression and metastasis. Cell Rep. 2016;15(9):2000–11.

 202. Li F, Ravetch JV. Inhibitory Fcγ receptor engagement drives adjuvant 
and anti-tumor activities of agonistic CD40 antibodies. Science. 
2011;333(6045):1030–4.

 203. Guo R, Lü M, Cao F, Wu G, Gao F, Pang H, Li Y, Zhang Y, Xing H, Liang C. 
Single-cell map of diverse immune phenotypes in the acute myeloid 
leukemia microenvironment. Biomark Res. 2021;9(1):1–16.

 204. Fitzgerald KA, Kagan JC. Toll-like receptors and the control of immunity. 
Cell. 2020;180(6):1044–66.

 205. Akilesh HM, Buechler MB, Duggan JM, Hahn WO, Matta B, Sun X, Gessay 
G, Whalen E, Mason M, Presnell SR. Chronic TLR7 and TLR9 signaling 
drives anemia via differentiation of specialized hemophagocytes. Sci-
ence 2019;363(6423):eaao5213.

 206. Mathé G, Amiel J, Schwarzenberg L, Schneider M, Cattan A, Schlum-
berger JR, Hayat M, De Vassal F. Active immunotherapy for acute 
lymphoblastic leukaemia. The Lancet. 1969;293(7597):697–9.

 207. Weigel BJ, Cooley S, DeFor T, Weisdorf DJ, Panoskaltsis-Mortari A, Chen 
W, Blazar BR, Miller JS. Prolonged subcutaneous administration of 852A, 
a novel systemic toll-like receptor 7 agonist, to activate innate immune 
responses in patients with advanced hematologic malignancies. Am J 
Hematol. 2012;87(10):953–6.

 208. Ronsley R, Kariminia A, Ng B, Mostafavi S, Reid G, Subrt P, Hijiya N, 
Schultz KR. The TLR9 agonist (GNKG168) induces a unique immune acti-
vation pattern in vivo in children with minimal residual disease positive 
acute leukemia: Results of the TACL T2009–008 phase I study. Pediatr 
Hematol Oncol. 2019;36(8):468–81.

 209. Miyanishi M, Tada K, Koike M, Uchiyama Y, Kitamura T, Nagata S. 
Identification of Tim4 as a phosphatidylserine receptor. Nature. 
2007;450(7168):435–9.

 210. Xia H, Li S, Li X, Wang W, Bian Y, Wei S, Grove S, Wang W, Vatan L, Liu JR. 
Autophagic adaptation to oxidative stress alters peritoneal residen-
tial macrophage survival and ovarian cancer metastasis. JCI insight 
2020;5(18).

 211. Etzerodt A, Moulin M, Doktor TK, Delfini M, Mossadegh-Keller N, 
Bajenoff M, Sieweke MH, Moestrup SK, Auphan-Anezin N, Lawrence T. 
Tissue-resident macrophages in omentum promote metastatic spread 
of ovarian cancer. J Exp Med 2020;217(4).

 212. Casanova-Acebes M, Menéndez-Gutiérrez MP, Porcuna J, Álvarez-Errico 
D, Lavin Y, García A, Kobayashi S, Le Berichel J, Núñez V, Were F. RXRs 
control serous macrophage neonatal expansion and identity and con-
tribute to ovarian cancer progression. Nat Commun. 2020;11(1):1–13.

 213. Chow A, Schad S, Green MD, Hellmann MD, Allaj V, Ceglia N, Zago G, 
Shah NS, Sharma SK, Mattar M. Tim-4+ cavity-resident macrophages 
impair anti-tumor CD8+ T cell immunity. Cancer Cell 2021;39(7):973–
988. e979.

 214. Sallman DA, Donnellan WB, Asch AS, Lee DJ, Al Malki M, Marcucci G, 
Pollyea DA, Kambhampati S, Komrokji RS, Van Elk J. The first-in-class 
anti-CD47 antibody Hu5F9-G4 is active and well tolerated alone or with 
azacitidine in AML and MDS patients: initial phase 1b results. American 
Society of Clinical Oncology; 2019.

 215. Morrissey MA, Williamson AP, Steinbach AM, Roberts EW, Kern N, Head-
ley MB, Vale RD. Chimeric antigen receptors that trigger phagocytosis. 
elife 2018;7:e36688.

 216. Chen Y, Yu Z, Tan X, Jiang H, Xu Z, Fang Y, Han D, Hong W, Wei W, Tu 
J. CAR-macrophage: a new immunotherapy candidate against solid 
tumors. Biomed Pharmacother. 2021;139: 111605.

 217. Zhang W, Liu L, Su H, Liu Q, Shen J, Dai H, Zheng W, Lu Y, Zhang W, Bei 
Y. Chimeric antigen receptor macrophage therapy for breast tumours 
mediated by targeting the tumour extracellular matrix. Br J Cancer. 
2019;121(10):837–45.



Page 29 of 29Li et al. Journal of Hematology & Oncology          (2022) 15:110  

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

 218. Kang M, Lee SH, Kwon M, Byun J, Kim D, Kim C, Koo S, Kwon SP, Moon 
S, Jung M, et al. Nanocomplex-mediated in vivo programming to 
chimeric antigen receptor-M1 macrophages for cancer therapy. Adv 
Mater. 2021;33(43):2103258.

 219. Villanueva MT. Macrophages get a CAR. Nat Rev Immunol. 
2020;20(5):273–273.

 220. Mukhopadhyay M. Macrophages enter CAR immunotherapy. Nat 
Methods. 2020;17(6):561–561.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.


	Targeting macrophages in hematological malignancies: recent advances and future directions
	Abstract 
	Background
	CD47SIRPα axis
	The essential function of the CD47SIRPα interaction
	Myelodysplastic syndrome (MDS) and acute myeloid leukemia (AML)
	Non-Hodgkin lymphoma (NHL)
	Hodgkin lymphoma (HL)
	Multiple myeloma (MM)
	Combination of CAR-T cells and CD47SIRPα blockers
	CD47SIRPα-targeted antibody–drug conjugate (ADC)

	PD-1PD-L1 axis
	MHC-ILILRB12 axis
	CD24sialic acid-binding Ig-like lectin 10 (SIGLEC-10) axis

	Elimination of macrophages using either CSF1 or CSF1R inhibitors
	CD47SIRPα-targeted bispecific antibodies (BsAbs)
	CD47CD20 BsAb
	CD47CD19 BsAb
	CD474-1BB BsAb
	CD47CD33 BsAb
	CD47PD-L1 BsAb
	CD47PD-1 BsAb
	CD47CD38 BsAb
	SIRPαCD70 BsAb
	SIRPαCD123 BsAb
	CD47CD3 BsAb
	Challenges of CD47SIRPα-targeted BsAbs


	Reprogramming pro-tumor macrophages as anti-tumor macrophages
	Anti-MARCO therapy
	TLR agonists
	T cell immunoglobulin and mucin domain containing 4 (Tim-4) blockade

	Chimeric antigen receptor-macrophage (CAR-M)
	Preclinical studies of CAR-M
	Clinical studies of CAR-M
	Strengths and challenges of CAR-M

	Conclusion and future perspectives
	Acknowledgements
	References


