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BACKGROUND

e MDS: characterized by clonal myeloproliferation arising from malignant progenitor cell clones

Endpoints and Analysis

Primary endpoint: rate of RBC transfusion-independence (Tl) lasting 28 weeks

Figure 2. Waterfall plot of A) the longest transfusion-free interval and B) absolute change in transfusion

amount in the best 8-week interval.

e 28 patients (88%) had liver function test (LFT) elevations by at least one
grade

o These events were generally grade 1 or 2 and reversible
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Eligibility
e Adults diagnosed with MDS; IPSS Low or Int-1
e TD, defined as a RBC transfusion requirement of >4 units over 8 weeks prior to study entry

e ESA relapsed or refractory following at least 8 weeks of weekly epoetin alfa 40,000 U or
darbepoetin alfa 150 mcg (or equivalent) or serum erythropoietin (sSEPO) >500 mU/mL

e Any prior therapy (including lenalidomide or HMAs) allowed
o Patients with the del(5q) karyotype were allowed to enter irrespective of prior treatment
e ECOG 0-2

e ANC 21.5 x 10°/L and platelets 275 x 10°/L independent of growth factor or transfusion
support

e AST, ALT and ALP <£2.5 times the upper limit of normal (x ULN), total bilirubin <3 x ULN and
direct bilirubin <2 x ULN (unless due to Gilbert’s syndrome)

Treatment

e |[metelstat administered as a 2-hour IV infusion every 4 weeks at a starting dose of
7.5 mg/kg, following premedication with an antihistamine and corticosteroid. Dose escalation
to 9.4 mg/kg permitted for insufficient response after at least 3 cycles at the initial dose,

provided that ANC and platelet nadirs had not dropped below 1.5 x 10°/L and 75 x 10°/L,
respectively, and no grade 23 non-hematological toxicity

e Supportive care, including transfusion and myeloid growth factors as clinically indicated,
permitted

This study was funded by Janssen Research & Development LLC and Geron Corporation.

The primary endpoint of RBC Tl lasting >8-weeks achieved in 12/32 (38%) patients

5/32 (16%) achieved 24-week Tl (Figure 2A, 2B and Figure 3)

o These patients also achieved sustained hemoglobin increases by at least 1.5 g/dL over
8 weeks (HI-E Hb)

o Their median duration of Tl (65.1 weeks) now exceeds one year

20/32 patients (63%) had an erythroid HI (Figure 2A and Figure 2B)

In the subset of patients who were naive to lenalidomide and HMAs and who lacked
del(5q), 8-week and 24-week Tl rates were 54% and 31%, respectively (higher than in the
overall population) and the erythroid HI rate was 69% (similar to that reported in the overall
population)

CR and marrow CR (mCR) were each reported for 2 patients and there were no PRs, for a
CR+PR+mCR rate of 13%

o One CR and both mCR were in the subset of patients who were naive to lenalidomide and
HMAs and who lacked del(5q)

8-week Tl did not differ based on the presence of ringed sideroblasts (RS):

o 38% (6/16) for RS+ and 38% (6/16) for RS-

Response appeared to be independent of sSEPO level; of 30 patients with baseline sEPO level
reported:

0 41% (7/17) with seEPO level <500 mU/L achieved >8-week TI

0 38% (5/13) with sEPO level >500 mU/L achieved >8-week TI
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Weeks
— — — Start Date of Latest Cycle [Gr1 Gr2 BGr3 BGr4
Dose % 4.7mgkg a 6.0mgkg e 7.5mgl/kg Transfusions ¢

Other Prior MDS Tx: None
Wk 24 BMA: Stable Disease

Prior Transfusion Burden: 6u / 8w
Prior ESA: Yes; response ~2 yrs
sEPO level: 56.1 mU/mL

WHO Classification: RARS
IPSS Risk Category: Int-1
Karyotype: Normal

e Durable 24-week TI, with sustained rises in Hb, in 16% of patients

e 54% RBC Tl in the 13 patients without del(5qg) and without prior exposure
to either lenalidomide or HMA (compared to 38% in overall population) and
responses were more durable (24-week Tl rate of 31%)

o Based on higher response rates observed in this subgroup, the protocol
has been amended to include only patients who meet these criteria

Safety

e Cytopenias, particularly neutropenia and thrombocytopenia, were the most frequently
reported adverse events overall and in the subset who were naive to lenalidomide and HMAs
and lacked del(5q) (Table 3)

e The subset had a lower incidence of grade >3 neutropenia relative to the overall population
but similar grade >3 thrombocytopenia (Table 4)

o Inmost cases, grade >3 cytopenias were reversible within 4 weeks without clinical sequelae,
and patients were able to continue imetelstat treatment after dose modification

e ] patient (of 22 with neutropenia) experienced neutropenic fever and 2 patients (of 18 with
thrombocytopenia) had grade 3 thrombocytopenia concurrent with grade 1 bleeding events
that were both considered related to imetelstat; these events recovered without sequelae

o The study is ongoing and actively recruiting (Protocol number:

63935937MDS3001; ClinicalTrials.gov: NCT02598661)
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