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637.MYELODYSPLASTIC SYNDROMES - CLINICAL AND EPIDEMIOLOGICAL

Hematological Response to Frontline Treatment in Lower Risk Myelodysplastic Syndromes (LRMDS) Is Associated
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Background

The majority of LRMDS patients (pts) (70%) do not progress but unfortunately succumb to complications related to cytope-
nia, namely anemia and red blood cell transfusion dependency (RBC-TD) or their interplay with co-morbidities. RBC-TD is
associated with worse outcome re�ecting bone marrow failure and long-term sequela of RBC-TD. There is growing evidence
that response to treatment and RBC transfusion independence (TI) are associated with favorable outcome. In lieu of 2 recent
randomized clinical trials demonstrating ef�cacy of luspatercept & imetelstat in LRMDS, we assessed the impact of response
to sequential lines of treatment in LR-MDS on overall survival (OS) to guide our treatment choices and to determine whether
erythroid stimulating agents (ESA) should still be our 1 st line of therapy.
Methods

We included LRMDS pts (IPSS-R very low& low) fromMof�tt Database who received ESA as frontline therapy (FL) and assessed
subsequently outcomes with second line (SL) therapy (SOC or clinical trial). We excluded MDS/MPN and del5q pts. We also
excluded all pts who eventually progressed to either higher risk MDS or AML to better re�ect the majority LRMDS in that
disease state. We assessed details of FL and SL. Pts who received FL & SL were then divided into 4 groups based on response
to FL and SL therapy: group 1 (no/no), group 2 (no/yes) with response only to SL, group 3 (yes/no) response to FL only, and
group 4 (yes/yes) with response to both lines of therapy. Response was de�ned as hematological improvement (HI) with ≥1.5
g/dl Hgb increase in non-TD pts and RBC-TI in TD pts at baseline for at least for 8 weeks. We compared median OS (mOS)
among those groups.
Results

There were 603 LRMDS pts who met eligibility criteria and received ESA as FL (Table-1); 43% were RBC-TD, mean serum EPO
was 132 (n=211 pts), 69% received epoetin, 17% darbepoetin and 14% with G-CSF. HI was observed in 42% of pts with no
difference among ring sideroblasts (RS) +/- (46% vs 40%, p =.12). Response was higher among non-RBC-TD (52% vs 31%, p<

.001). The median time to start ESA was 1.2 mo (0-249). The median time on ESA therapy was 11 mo (.4-213).
331 pts (55%) received SL which included HMA 43% (n= 142), lenalidomide 39% (n=130), luspatercept 7% (n=24), ATG 2%
(n=8), investigational agent 4% (n=14), and other 4% (n=13) . The HI rate was 27% (91/331). No difference in HI based on RS
nor RBC-TD was observed. The median duration on SL treatment was 6 mo (.1-93).
170 pts (28%) received 3 rd line of therapy with 7% HI, 88 pts (15%) received 4 th line of therapy with 3% HI and 39 pts (7%) had
5 th line of therapy with 2% HI.
Among the 331 pts who received at least FL and SL, pts were divided into 4 groups based on response to (methods, table-2),
the mOS was 114 mo among Yes/Yes response group, 103 mo among yes/no group, 97 mo no/yes and 64 mo among no/no
( P=.007; Figure-1). Response to FL was signi�cantly associated with better OS after adjusting for RS (HR .74 ,95% CI .55-.99,
p=.043).
Conclusions

Only half of patients who receive ESA as FL therapy for LRMDS received any subsequent therapies. Response rates were
highest with ESA as FL than any SL therapy. HI with FL and/or SL is associated with improved OS. Lack of response to �rst
line of therapy is associated with worse OS. Responses beyond SL were rarely observed. Identifying and moving agents with
high HI rate as FL therapy and or selecting option based on predictors of best chance of response to a speci�c treatment as
FL may lead to better overall survival.
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Figure 1
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