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INTRODUCTION RESULTS

Sirtuins (SIRTs) are a family of class Il histone deacetylases with 7 * SIRT4 expression was detected In 90% of patients, * In the univariate Cox proportional hazard moodel,.lower TPS3
representatives (SIRT1-7) that affect numerous cellular processes such as SIRTS In 96%, while expression of the other genes expression (below median) (HRO_ 2.92, 95% Cl: 1.01-8.46,
metabolism, proliferation and aging [1]. They influence gene expression or can studied was found in all patients. All of the genes studied = P_O'_OS)’ WBCOIeve.I (HR=1.01, 9?/0 Cl:1.00-1.02, P:O'Ol)’ LDOH
modulate pathways related to cell survival, for example, by downregulating the | showed underexpression relative to the reference genes. ; (HR=1.00, 95% Cl: 1.00-1.01, P=0.01), uric acid (HR= 1.23, 95%

Cl: 1.02-1.47, P=0.03), albumins (HR= 0.20, 95% CI. 0.07-0.51,
P=0.00), and intensive treatment (HR= 0.16, 95% CI: 0.04-0.63,
P=0.01) were variables significantly affecting OS.

suppressor protein p53 [2]. However, they are known for their dual action on i
tumorigenesis, as the anti-oncogenic effects of some sirtuins have also been
described [3]. There are reports that in cancer, SIRTs regulate processes such as

« SIRT1 presented lower expression In patients
with TP53 [Figure 1] or RUNX1 mutation (fold change —
FC=0.64, P=0.03, FC=0.61, P=0.03, respectively) in this
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epithelial-mesenchymal transition, invasion and metastasis [4]. Nevertheless, In oreliminary analysis. ' * In the multivariate Cox proportional hazard model, none of the
hematologic malignancies such as acute myeloid leukemia (AML), the role of - 16 - a 3 > 0 o . ) genes had a prognostic effect on OS, while albumins, LDH, and
SIRTs and their interactions with proteins such as p53 are not yet full | SIRT2 ' ' ignifi ' .
e T _p\ A ¥ Y mm)ﬂ/ TRIEL "' i SIRT1 1.4 Fig 2. Pearson’s correlation between SIRT2 and SIRT7 expressions levels, r=0.81, P=0.00. intensive treatment significantly impacted OS [Table 2]
i . 1,2
A I M | 3 1  OS was the longest in patients receiving intensive chemotherapy, followed
;gi E by the azacitidine+venetoclax group, and non-intensive treatment (median  Table 2. Multivariate Cox proportional-hazard regression for OS in AML patients.
" 0,8
L . . . fi = ' OS not reached vs 12.9 months (95% CI: 3.4-12.9) vs 2.0 months (95% CI:
To evaluate SIRTs and TP53 gene expression in patients with newly diagnosed AML ﬁi %-’o o 1.3-5.0), P=0.009) [Figure 3] ( ) ( e T T
: : : : : LR ’ .0-9J.U), =V, .
and search for their prognostic relevance and potential relationship. :f!gg S - . s . | | lower upper
! | S eayrr o EN L gil - B g ., M o0 [ Albumins 521 0.00 0.01 0.00 0.08
T ’ 80 [
METHOD !” 0 o retnT LDH 001 001 1.00 1.00 1.01
li“ 2 1,5 1 0,5 0 0,5 1 L Intensive
Bl ¥ _ za+. en -
. . . P Log2FC 50 [ Non-intensive Intensive treatment -2.80 0.00 0.01 0.00 0.12
A p_rospectlve StL_de mVOIVm_g 50 adult  Taple 1. Patients’ characteristics. H Figure 1. Volcano plot showing changes in genes expression depending a0 b
patients newly diagnosed with AML Patients, n on TP53 mutation presence. 0| WBC 001 032 101 099 1.02
was conducted [Table 1]. _ female, n (%) 2o
Mononuclear cells were isolated from "‘a'e'"‘%’ “r Uric acid 0.05 064 095 076 1.19
_ oe . . . .
bone marrow (n=36) or peripheral - median (IQR) e TP53 expression was upregulated in younger patients
blood samples (n=14). Treatment approach, n (%) , (<60 years) (FC=1.54, P=0.05). o TP53 expression (<median) -0.10 082 081 014 475
. _intensi -18(36 . ignifi iti i roup: Intensive
' The expression of SIRT1-7 ntensive 8 232; There were significant positive correlations between the Group: Inten . . ) ) ]
5 ! l and TP53 was examined in duplicates e 16 (32) expression of iIndividual SIRTs, with the strongest GroupiAzalﬂgVen § ) . 5 J HR — hazard ratio, Cl — confidence interval, LDH — lactate dehydrogenase, WBC — white blood count.
| g by real-time PCR (QuantStudio™7 Cytogenetic-molecular risk (ELN2022), n < expression between SIRT2 and SIRT7 (r=0.81, P=0.00) Group: Non-intensive ] ] ) )
é : Applied Biosystems-Thermo Fisher, i~ [Figure 2].
1 ] Scientific) - favorable -7(14) Fig 3. Kaplan—Meier analysis of overall survival (0S) depending on treatment approach. Log-rank P=0.000.
28 . - intermediate - 20 (40)
. B
28 . MRPL19 and PPIA were selected as ~ 2dverse ~ 23 (46)
’ _ Peripheral blood blasts %, median (IQR) 21 (5-63)
reference genes us|ng GeNorm, Bone marrow blasts %, median (IQR 45 (29-68 CONCL USIONS REFERENCES ACKNOWL EDG EI\/I ENTS
(IQR) ( )
BestKeeper and NormFinder. The WBC G/I, median (IQR) 17 (2-80) . . _
TMRNA |er\)/6|S were normalized using ANC G/I, median (IQR) 2 (0-6) « These preliminary results showed that SIRTs expression in AML | N | | o | We are grateful to the patients of our center, as
- Hemoglobin g/dl, .medlan (IQR) 9 (8-10) appears to be downregu|ated and has no clear impact on prOgnOSiS 1. Shahgaldl S, Kahmini FR.AcomprehenSNe reV!eW Of-SlrtUI!’]S: With a We” as the med|Ca| and |ab0rat0ry Staﬁ and the
the formula ACt = Ct(reference) — Platelets G/I, median (IQR) 48 (24-93) or treatment outcomes major focus on redox homeostasis and metabolism. Life Sci. _ L _ ’
Ct(particular mRNA). fDR: E\fl/';‘tjgi:rzlg%*) 43;2( 2(317223 ., - 2021:282:119803. co-authors for their contributions to this study.
Group comparisons were performed | uricacid mg/dl, median (IQR) 6 (4-7) * The expression of individual SIRTs is closely correlated with each 2. van Leeuwen I, Lain S. Sirtuins and p53. Adv Cancer Res.
using Welch's t-test. Overall survival Albumins g/dl, median (IQR) 4 (3-4) other, but the_anaIyS|s did not show their direct relationship with 2009:102:171-95. CO NTA CT I N FO RMATI ON
(OS% V\éas assﬁssied by Iﬁaplan-l\/leler n — number, SD — standard deviation, IQR — interquartile range, TPS3 expression. 3. Deng CX. SIRT1, is it a tumor promoter or tumor suppressor? Int J
method with the log-rank test. Pearson ein2022 - European LeukemiaNet 2022, WBC — white blood count, . - : : - - - - Biol Sci. 2009:5(2):147-52.
Correlation evaluatgd the relationship ANC — absolute neutrophil count, CRP — C-reactive protein, LDH — Evall..lathn Of_the SIRT]‘ rOIe In patle_nts Wlth hlgh ”Sk mutations ’ ( ) | piOtr.StrzaIka@StUd.Umed.IOdZ.pI
1ee _ lactate dehydrogenase. requires confirmation in larger studies. 4. Carafa V, Altucci L, Nebbioso A. Dual Tumor Suppressor and Tumor
between individual gene expression. : - Promoter Action of Sirtuins in Determining Malignant Phenotype. _ _
----- * Further research on SIRTs Is needed to assess their impact on AML. Front Pharmacol. 2019:10:38. kinga.krawiec@stud.umed.lodz.pl
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