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Background

TP53 mutations were common in MDS patients and associated with adverse prognosis. The pathogenetic mechaminsms of
TP53 mutations in MDS were complicated. Recently, TP53mutations were found to confer an immunosuppressive phenotype
in MDS and AML. However, the expressions of checkpoint receptors in T cells subsets of MDS patients with TP53 mutations
is unclear.

Methods

Between December 2021 to May 2023, fresh bone marrow mononuclear cells (BM-MNCs) were obtained from 82 de novo MDS
patients and 13 healthy donors, and isolated using Ficoll. Then, flow cytometry was performed on BM-MNCs to evaluate the
expressions of checkpoint receptors (CTLA4, PD-1, TIM3, LAG3 and TIGIT) in T cells subsets including all T cells (CD3 *), helper
T cells (CD3 *, CD4 *), and cytotoxic T cells (CD3 *, CD8 *). TP53 mutations were examined in 67 patients who simultaneously
accepted NGS examinations. The differences of the expression of checkpoint receptors in T-cells subsets were assessed by
Mann-Whitney U test. Significance was defined as P < 0.05.

Results

We firstly compared the expressions of checkpoint receptors in T cells subsets of MDS patients with healthy donors. In the
whole T cells, MDS patients had increased frequencies of PD-1 * cells (P < 0.05), and TIM-3 * cells (P < 0.05) compared with
healthy donors. As for helper T cells subset (Figure 1A), the percentages of PD-1 * cells (P<0.01), TIM-3 * cells (P<0.01), and
TIGIT * cells (P<0.05) in MDS patients were higher than healthy donors, while no significant differences of the percentages of
CTLA4 * cells or LAG3 * cells were observed between MDS patients and healthy donors. While only considering cytotoxic T
cells (Figure 1B), the percentages of CTLA4 * cells, PD-1 * cells, TIM-3 * cells, LAG3 * cell, and TIGIT * cells in MDS patients
were as similar as those in healthy donors.

Next, we compared the expressions of checkpoint receptors in T-cells subsets between TP53-mutated MDS patients (N=17)
and TP53wild-type MDS patients (N=50). Among all T cells, significantly increased frequencies of CTLA4 * cells (P<0.01),
PD-1* cells (P<0.05), TIM-3 * cells (P<0.01), and LAG3 * cells (P<0.01) were found in TP53-mutated MDS patients compared
with TP53 wild-type MDS patients. In helper T cells subset (Figure 1C), TP53-mutated MDS patients possessed increased
frequencies of TIM-3 * cells (P<0.05) and LAG3 * cells (P<0.05) than TP53 wild-type MDS patients. But the frequencies of
CTLA4 * cells, PD-1 * cells and TIGIT * cells in helper T cells of TP53-mutated MDS patients were as similar as those in TP53
wild-type MDS patients. When focusing on cytotoxic T cells (Figure 1D), the percentages of CTLA4 * cells (P<0.01), PD-1 *
cells (P<0.05), TIM-3 * cells (P<0.001), LAG3 * cell (P<0.05), and TIGIT * cells (P<0.01) were all significantly greater in TP53-
mutated MDS patients than those in TP53 wild-type MDS patients. Also, the frequencies of CTLA4 * cells (P<0.05), PD-1 *
cells (P<0.05), TIM-3 * cells (P<0.01), LAG3 * cell (P<0.05), and TIGIT * cells (P<0.05) in cytotoxic T cells of TP53-mutated
MDS patients were higher than those in healthy donor (Figure 1D).

Conclusion
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Collectively, the percentages of PD-1 * cells, TIM-3 * cells, and TIGIT * cells in helper T cells subset of MDS patients were
higher than those in normal people, while the expressions of checkpoint receptors in cytotoxic T cells of MDS patients had
no significant difference compared with those in healthy donors. However, when considering TP53mutation status, the fre-
quencies of CTLA4 * cells, PD-1 * cells, TIM-3 * cells, LAG3 * cell, and TIGIT * cells in cytotoxic T cells of TP53-mutated MDS
patients were all significantly higher than those in TP53 wild-type MDS patients or healthy donors. These results indicated T
cells exhaustion and immunosuppressive microenvironment existing in MDS especially those with TP53mutations, and sug-
gested that immunomodulatory therapeutic strategies targeting checkpoint receptors may be beneficial for MDS especially

those with TP53mutations.

Disclosures No relevant conflicts of interest to declare.

Cell distribution (%)
2
wieh
>
Cell distribution (%)

PD-1

B i
£ £
5 5
3 3
i i
= =
8 ]
Cc 3 + HD V. J—
ME 009 - NS
100 ——— —=— & TPSIWT =
£ Pf e TPSIMT z iad
£ £ -
£ L 5 HH =
g - 3 —_ :
2 s s ¢
& =+ 4 E e .
hd - !" il . *
IR 3 :
oS B
cTLAs ;
D
. it .
10y = = . TPRIWT 100 M5 _*
il P . temamT F - 1
s ., ses
E | g = é R
§ s Ut 2 2 sy o BT
= . - . & - *
$lsg i
3 o 3

CTLA4

https://doi.org/10.1182/blood-2023-182601

ABSTRACTS

= HD
= MDS

* HD
= TPSIWT
* TPSIMT

Cell distribution (%)

Cell distribution (%)

HO
— 100 e x + TPSIWT
§ T i, TRsIMT
S ,_:_.

] PO e

so4 *+ e
E e o= L.
i
P~ F
3 * e
& H

HD

= TPEIWT
« TPSIMT

Cell distribution (%)

Figure 1

€ blood® 2 NOVEMBER 2023 | VOLUME 142, NUMBER Supplement 1

= HD
s TPEIWT
= TPEIMT

HD
TPS3IWT
TP53 MT

Cell distribution (%)
&
o

Cell distribution (%)

= - « HD
_00q —— == . rpszwr
£ . TP53 MT
H . B
g s 1 g
:
o e =
3 o £
NS " * HD
100 —= « TPEIWT
= TPEIMT

Cell distribution (%)
g
t ST

eIt

4615

¥Z0z AeN g1 uo 1senb Aq jpd-urew-G1z|-poola/zyzS612/v 19/ L usws|ddng/zi L /pd-sioie/poojqaausuoredligndyse)/:dpy wol pspeojumoq


https://doi.org/10.1182/blood-2023-182601

