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|NTRODUCT|ON RESULTS RESULTS (CONT ) Figure 5. Model-Based Mean Change From Baseline in FACIT-Fatigue
* Scores by RMMM
Imetelstat is a first-in-class direct and competitive inhibitor of telomerase activity that specifically targets malignant clones with abnormally Demographics and Disease Characteristics Table 2. PRO Population Demographics Supplementary Analyses 20 - P-0.004
1-4 .
high telomerase activity, enabling recovery of effective hematopoiesis + The PRO population, which included all patients in the ITT T + A repeated measurement mixed model .
* Akey goal of MDS treatment is to manage anemia with fewer transfusions (thereby improving patient’s fatigue and reducing the associated population who had FACIT-Fatigue data at baseline, comprised 118 (N=118) (N=57) (RMMM) analysis showed an overall g .l
risks) to improve the quality of life of patients, most of whom are elderly and frail patients in the imetelstat arm and 57 patients in the placebo arm, IedlantaRe v earslifEnEE] S N N ) change in FACIT-Fatigue score from 5
* Arecent report showed that patients with MDS had clinically meaningful worse fatigue than the general population and fatigue worsened for a total of 175 patients (Table 2) Gendl\jzlz (%) o S baseline of 1.08 (by LS mean with 95% CI, g
with increasing IPSS-R risk even for patients with very low, low, and intermediate risk> * Most patients were males and had an ECOG PS of 1 (restricted in Female 47 (40) 19 (33) -0.36 to 2.53) yvith imetelstat vs -2.48 %
* Hence, fatigue was selected as the main patient-reported outcome (PRO) concept of interest for the phase 3 part of the IMerge study as strenuous activity but ambulatory) Region, n (%) (by LS mean with 95% Cl, -4.48 to -0.5) @
measured by the FACIT-Fatigue score, which is a reliable and valid measure of fatigue® : : Europe 80 (68) 38 (67) with placebo, with a significant difference S 104
_ o _ _ _ _ _ _ Patient-Reported Outcome Completion Rate T —— 13 (11) 9 (16) between the treatment groups -
* Inthe phase 3 part of the IMerge study, imetelstat demonstrated clinically meaningful efficacy compared with placebo in patients with (ITT Po uIation)1° p— 25 (21) 10 (18) _ s
heavily transfusion-dependent low-risk myelodysplastic syndromes (LR-MDS), including higher rates of 8-, 16-, 24-week and 1-year RBC-T], P ECOG PS, n (%) (LSM d|ffer(.ence 3.57[1.16, 5.97], N metelstat
longer RBC-TI duration, higher rate of hematologic improvement, and fewer RBC transfusion units over time’ * Percent of patients with PRO data for whom data were expected O-Fully active 42 (36) 21 (37) P=0.004) (Fig. 5) > 3 4 5 6 7 8 6 10 11 12 13 14 15 16 17 18 10 20 21 22 23 24 25 26 27 28 29 30
* This poster presents the analyses conducted to support the main PRO objective related to deterioration and improvement in fatigue as * Completion rates were good throughout the study, >85% at most 1-Restricted in strenuous activity, but ambulatory 70 (59) 36 (63) ’ Addltl-ona! analysis showed that patients Cycle
measured by the FACIT-Fatigue in the phase 3 part of IMerge (Fig. 1) cycles 2-Ambulatory, but unable to work 6(5) 0 EXperiencing gra(-ie 3 or 4 neutropenia or Imetelstat 101108101 88 80 73 63 54 50 50 51 45 42 40 34 31 26 25 20 19 15 13 11 9 9 5 3 3 3
. . . . . . thrombocytopenia had the same rates of
Sustained Meaningful Deterioration in FACIT-Fatigue Score . . . .
Figure 1. IMerge Phase 3 Trial Design (MDS3001; NCT02598661) sustained meaningful improvement in Chonges of 3 and +3 in FACITF pose a . ,
. , . . . . . . . . . . n -3and +3in -Fatigu re from ine represent meaningful deterioration and improvement, r tively.
g g g ’ * Imetelstat group had a numerlca”y |OW€I’ percentage Of patlents WhO experlenced any epISOde Of SUStaII’]Ed meamnngI deterloratlon fatlgue (525% and 53-4%1 reSpeCthelV) Tthgllsft:]; Ieaitsquares mean C(ILS§I]\/I§3¢-fscgrr‘;’(ft‘e?sforacshlc’,an;e]ﬁ‘,f:)rtc;;szase/i‘:;ae in g};CIFi;ti;u:s?orZ and tZeOP—evalile beiif/j::n tfe);tment arms are based
0 0 : : n a RMMM with the change in FACIT-Fatigu r the explained variable and baselin re, time, treatment, time and treatment interaction,
Phase 3 Imetelstat Primary end point: than the pIaCGbO group (4321) v 456/)) as the tOtaI ImetEIStat pOpUIatlon (50%) Zn; study strat/ficat;)rcw fgcfois (RBC tragsfis;;cgui;:n s;:uf c?ndelPS.g riZk grgup) :ssiovzsgﬁei (fixez efjgits)eas eprSnztorinriaZles. TZeari)oiv’el
Double-blind, randomized . 7.5 mg/kg IV/4 weeks S B * Patients receiving imetelstat were slower than those receiving placebo to report sustained meaningful deterioration in fatigue; median ir;ch;dedarandom effe;tfor inbdividua/s to acco_uztfo/r_ dthe within—_indivcildua/ correl;vtiqr_w in the longitudinal assessments. The number of patients at
118 clinical sites in 17 countries - (N=118) Key secondary end points: 663 VS 431 Weeks (HR, 091 [95% C|, 056—147]) the bottom represent the number of patients with valid FACIT-Fatigue data at each visit.
b Strati |cat|.on. . e 24-week RBC-TIP
atient Population (ITT N=178) ¢ Transfusion burden (4—6 vs >6 units) S . L
* |PSS low- or intermediate 1-risk MDS : * IPSS risk category (low vs Intermediate-1) * Duration of TI SenSItIVIty Ana|ySES
* Relapsed/refractory?® to ESA or EPO >500 mU/mL Supportive care, including RBC and platelet transfusions, myeloid growth * Hematologic improvement erythroid
(ESA ineligible) _ e e B Gt rron el therepy adisere 2 needec on + Safety * Inthe ITT population, the sensitivity analysis showed that 43% of patients in either group experienced any episode of meaningful
e e e R e e B deterioration in fatigue for 22 consecutive cycles CONCLUSIONS
: mgn;;gilrettrizgt;qent with lenalidomide or HMAs Safelty ioTL;Ialt.i;rlitlr;ated): N=177 : \C/etli)ge]?]?cg(:essponse * Inthe PRO population, 67% of patients in either group reported any episode of meaningful deterioration in fatigue for 21 cycle * The IMerge phase 3 trial is the first randomized global trial of patients with LR-MDS who had a transfusion burden of >4 units / 8 weeks that
N=59 « Meaningful deterioration in fatigue using a threshold of 4-, 5-, and 6-point decreases in score occurred in a smaller proportion of showed sustained meaningful improvement in patient-reported fatigue when treated with imetelstat (50.0%) vs placebo (40.4%)
Received >8 weeks of ESA treatment (epoetin alfa 240,000 units, epoetin beta 230,000 units or darbepoetin alfa 150 ug or equivalent per week) without Hgb rise >1.5 g/dL or decreased RBC transfusion requirement >4 units/8 weeks patients receiVing imetelstat vs placebo (364% VS 42-1%; 30.5% vs 38-6%, and 28.0% vs 29.8%, respectively) * Patients treated with imetelstat reported a lower rate than pIaCGbO of sustained meaningful deterioration in fatigue at (432% VS 45.6%),
c;_/r)frparl;sggi;ioonndot}ppe:toilsgée M?Irt I:zZL;cat;’c;n ngcHggn?} ,i—l,of—, %ing gj;ti; gjg:;g;?vl:il,i ;ﬁfgﬁ;&;ﬂ;ﬁ )/f;c;n;hiSt:((f/e(I;s4?{v 5.2? ;‘_rl)eatment. Proportion of patients without any RBC transfusion for 28 consecutive weeks since entry to the trial (8-week Su Stain e d M e anin gful Impr ovem ent in F ACIT_Fati gu e S core Whlle aIso receiving fewer RB C trans fusion uni ts over time
* Inthe imetelstat group, there was a numerically higher percentage of patients reporting any episode of sustained meaningful * |Inthe imetelstat group, there was a numerically higher percentage of patients reporting any episode of sustained meaningful improvement
improvement in fatigue than in the placebo group (Fig. 3A) in fatigue and patients receiving imetelstat experienced a shorter median time to first sustained clinically meaningful improvement in fatigue
» Patients treated with imetelstat were quicker to report sustained meaningful improvement in fatigue than those receiving placebo (Fig. vs placebo (28.3 vs 65.0 weeks)
OBJ ECT'VE 3B) e After 12 weeks, greater sustained and meaningful improvement in FACIT-Fatigue Scale was reported with imetelstat compared with placebo

 Compared with placebo, imetelstat treatment resulted in more frequent reports of improvement in fatigue after Week 12 (Fig. 3B)

Primary patient-reported outcome objective * In the imetelstat group, there were significant associations between sustained meaningful improvement in fatigue and 8- and 24-week

« To explore the hypothesis that, while on treatment, patients with LR-MDS who were treated with imetelstat are not more likely to Figure 3. Meaningful Improvement in FACIT-Fatigue Score RBC-TI and HI-E response rates; this association was not seen in the placebo group
experience meaningful deterioration in fatigue, as measured by the FACIT-Fatigue score, than those treated with placebo, regardless of A B  The improvement in fatigue observed in patients who achieved Tl indicates that imetelstat is targeting multiple core symptoms of LR-MDS
RBC transfusion status | mimerettt Placebo 100 Median time-to-episode (weeks) + Censored simultaneously, bringing greater clinical benefit than current treatment options
90 ’ ' HR=1.34 (95% Cl, 0.82-2.20)
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 The PRO items collected in IMerge were scrutinized to identify An2 | feel tired Patients, % ’ ymp g 13(2)
d nswered Kaplan-Meier estimate of time to first sustained meaningful improvement in the FACIT Fatigue score. HR is from the Cox proportional hazard model,
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e . . . . . . . LA A A * * m— - - Placebo Nonresponders
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with alternate definitions of meaningful deterioration and R EARES e e e ——— — e aa e B ECOG PS, Eastern Cooperative Oncology Group performance status; EPO, erythropoietin; ESA, Erythropoiesis stimulating agents; FACIT,
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Figure 2. End Point: PRO Fatigue = |Hoae——————— Mt Sz 30 measurement mixed model; Tl, transfusion independence; VAF, variant allele frequency.
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Reported at 22 consecutive nonmissed treatment cycles Reported at 22 consecutive nonmissed treatment cycles 0 25 50 75 100 125 150 Responders 33/47 3/9 24/33 1/2 50/75 13/31 . o ) - -
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uration (Vveeks P-values based on Fisher exact test within each treatment group.
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