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STAG2, SRSF2 and RUNX1 Mutations Might Define Prognosis in MDS
Patients with Isolated Trisomy 8
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=¥-Te kground When they were compared to MDS without trisomy 8 (non +8), mutations in STAG2, g Multivariqte analysis revealed tha_lt only SRSF2 mutat_ions were enpugh to _predipt
SRSF2, RUNX1, EZH2, ASXL1 or ZRSR2 were more frequent in isolated +8 patients * shorter time to AML (p<0.001, Fig.5a). Furthermore, isolated +8 with mutations in
than in the control group (Fig.2). Clinical data from patients included in the study are SRSF2 showed similar time to AML when they were compared to MDS control group
Myelodysplastic syndromes (MDS) are clonal disorders with increasing risk of leukemia shown in table 1. with high risk IPSS-R (p=0.54), while SRSF2"T were comparable to patients with low-
transformation. Chromosomal abnormalities and somatic mutations are key pathogenic B non +8 ! risk IPSS-R (p=0.84, Fig.ob).
defects in MDS and play a role in progression to acute myeloid leukemia (AML)!2. The a1 (3 isolated +8
Revised International Prognostic Scoring System (IPSS-R) includes cytogenetic s .
alterations as strong prognostic factors. Specifically, isolated trisomy of chromosome 8 20- = . o = Hamrgrato )
(isolated +8) is present in 5% of MDS and is associated with an intermediate 2 1 i T T EEEIEETIE S G '
cytogenetic risk. Interestingly, these patients show high heterogeneous clinical % m X " 8 — errmon o i . . y &
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Therefore, we hypothesized whether mutational profile might help to reclassify MDS — > . | - | R _' _____________
with isolated +8 patients into subgroups with different outcomes. 104 ] 8 y :
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To evaluate the mutational landscape of isolated trisomy 8 MDS patients and to Mutated gene - | Time to AML (months)
determine whether specific somatic mutations might be associated with adverse Figure 2: Comparison of the most frequently mutated genes in isolated +8 and MDS controls T o 0T Tz S W @S ey /low PSSR (17211) = = Infermedate PSSR (1=50) = = High/ very hgh PSS (n=45
outcome of these patients. : olafed +8 and SRSFEW (=33 Isolated +8 and SRSF2A (n=41)

MDS without +8 MDS isolated +8

Years (median, range) 75 (29.4-92.2) 77.7 (33-94) Bl mutated [ non mutated
: Gender, n (%) . g . . Figure 5: a) multivariate analysis of patients with MDS and isolated +8; b) Time to AML
Materlal S & Meth Od S Male 229 (58.1%) 57 (72%) Figure 3: Clinical features for the most frequently mutated genes in isolated +8 MDS patients progression in isolated +8 MDS patients with SRSF2™t and SRSF2w
Female 165 (41.9%) 22 (28%)
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=SRlisagnen s N ez G 3. MUTATIONAL PROFILE DISTINGUISHES TWO SUBGROUPS WITH DIFFERENT
@ @ Next . MDS-RS 102 (26.8%) 7(9:3%) OUTCOME AND TIME TO AML PROGRESSION IN ISOLATED +8 MDS
ext-generation Statistical analysis MDS del(5q) 41 (10.8%) 0 (0%) "
* = setquenc:ng analrs]rsist = Dmmz;ifsiggazes p MDS-EB-1 51 (13.4%) 22 (29.3%) Patients with mutations in at least one of STAG2, SRSF2 or RUNX1 genes, showed a Conclusions
i ' custom capture-enrichmen : -EB- % 3% - Clini . .. . .
400 patients 3 patiemts " anel (>100 genes) Continuous variables: U-Mann Whitney L"}?pi:;ﬂzc DS > gz% ) 19;?:’;{ ) Thabr'e i_L'r,C't'_”'C&'f shorter overall survival compared to non-mutated (p=0.005) defining a low risk-like and
trisomy 8 trisomy 8 Coverage > 100%, VAF » 2% Survival analyses: Kaplan Meier (Log-Rank) ; p(;tlznatg ﬁlé?ulgzdoin a hlgh risk-like Subgroups (Flg 4) In addition, the new hlgh risk-like defined SUng‘OUp Patients with MDS and isolated +8 dISpIay a differential mutational |andscape
non +8 (control group) Isolated +8 pory o /1o 25415((1752'221‘)’) 192((236553(’33) the study showed a shorter time to both AML progression and time to treatment, compared to the compared to MDS without trisomy 8. Mutations in STAG2, SRSF2 and/or RUNX1 might
High / very high 40 (11.9%) 13 (38.2%) low risk-like. define a new high risk-like subgroup among patients with isolated +8. Mutations in
Results ; these genes are useful markers for predicting adverse outcome, shorter time to HMA
Hemoglobin (g/dL) 9.9 (3.8-15.3) 9.7 (5.4-14.6) 10 r - . . . : .
Platelets (x100/L) 161 (4-1067) 1025 (2-520) Low risk like isolated +8 (n=34) treatment and reclassifying MDS patients with isolated +8 in two risk subgroups.
Neutrophils (x109/L) 2 (0.1-56) 1.8 (0.2-11.8) P=0.005 (STAG2', SRSF2"" and RUNX1") SRSF2 is also a strong, independent marker of shorter time to leukemia transformation.
1. PATIENTS WITH ISOLATED TRISOMY 8 MDS DISPLAY A DIFFERENTIAL Bone marrow blasts (%) 1.4 (0-19.9) 4.5 (0-16) 08 High risk like sofafed +8 (n=41)
MUTATIONAL LANDSCAPE Ring sideroblasts (%) 0 (0-95) 0(0-72) (STAG2MUT, SRSF2MUT or RUNX 1MUT)
The most frequently mutated genes in isolated +8 MDS patients were TET2, STAG2, no 219 e (19%) o References
SRSF2 and RUNX1 (Fig.1). : z
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Figure 1. Mutational profile of MDS with isolated +8




