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- Figure 4. Change in IL-8 From Baseline With Imetelstat Is Correlated Survival Outcomes
IntrOd uction With Change in TSS at Weeks (A) 12, (B) 24, and (C) 36, and With * Overall, patients with lower baseline IL-8 levels (defined as < median level) had longer

+ Atotal of 43 out of 107 patients from IMbark who had plasma samples available for (D) Change in SVR at Week 12 mec!|an OS with metelstat compared with patients with higher b?sellne IL-8 levels
* The dysregulation of inflammatory cytokines plays a key role in the pathogenesis, cytokine evaluation and quantifiable cytokine levels at baseline for =1 cytokine and (defined as > median level; HR [95% Cl], 0.44 [0.21-0.93]; P=.03) (Figure 7A)
progression, and clinical features of myelofibrosis (MF)!-? >2 postbaseline assessments at 12 and 24 weeks were included in this analysis i\ P — Among patients with higher baseline IL-8 levels, median OS (95% CI) was longer with
* |n particular, increased interleukin (IL)-8 and tumor necrosis factor alpha (TNF-a) have » Of 21 cytokines analyzed, a consistent trend of dose-dependent reduction across time % imetelstat (n=42) X Imetelstat (n=40) 8.9 mg/kg imetelstat (24.1 months [18.4-31.6]) compared with 4.4 mg/kg imetelstat
been associated with poor prognosis in patients with MF%3 points was seen selectively with IL-8 and TNF-a levels (Figure 2 and Figure 3) % 5 cearson correlation coeficient: 0.361 % 15 Pearson correlation coefficient: 0.319 (18.2 months [14.7-not estimable]; HR [95% Cl], 0.45 [0.14-1.48]; P=.18) (Figure 7B)
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* In preclinical evaluations, treatment with the telomerase inhibitor, imetelstat, led to Figure 2. Mean Percentage Change From Baseline in 21 Cytokines in 2 2 L * Similar trends in OS were observed for TNF-a, but these were not statistically significant;
decreased expression of IL-8 in various tumor cell lines? . . = ] PR = 2 . o patients with lower baseline TNF-a levels had longer median OS compared with patients
: : : . Patients Treated With (A) 4.4 mg/kg Imetelstat or (B) 8.9 mg/kg I e 1 ° B ] R A . o with higher baseline TNF-a levels (HR [95% Cl], 0.64 [0.31-1.31]; P=.21) (Figure 7C)
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cytokines reduced with imetelstat treatment and associated with reduction in spleen
volume and symptoms that, together with previously presented data, suggest

high-risk MF R/R to JAKI

MRT criteria, duration of nonresponders had mean reductions of 2% and 13%, respectively (Figure 6)

responses, and OS

Response Outcomes

olorat dooint  Reductions from baseline in IL-8 levels with imetelstat (regardless of dose) at weeks 12, Figure 6. Greater Reduction From Baseline in (A) IL-8 and (B) TNF-a potential disease-modifying activity of imetelstat in MF
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