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Figure 3. TWIiTR Analysis Based on PFS Censoring (ITT Population) Figure 4. TWIiTR Analysis Among =8-Week RBC-TI Responders
Imetelstat A. Censoring TD According to PFS Censoring Rules

1.0 4 Imetelstat
For patients with lower-risk myelodysplastic syndromes (LR-MDS), the need for frequent red blood . . 1.0 -
cell (RBC) transfusions negatively affects quality of life (QOL), is costly, and is associated with Patient Population 0 0.8 -
additional risks, including iron overload and alloimmunization? » Atotal of 178 patients (imetelstat, n=118; placebo, n=60) in the intention-to-treat population from ' .

* Imetelstat is a first-in-class, oligonucleotide inhibitor of telomerase activity recently approved in the the final data analysis of IMerge (January 5, 2024) were included in the TWiTR analysis (Table 1) e 5 007
United States and Europe for certain adult patients with LR-MDS with RBC transfusion-dependent — Baseline characteristics were similar across arms . £ 04+
(TD) anemia who have relapsed or refractory/unsatisfactory response to or ineligible for 5 .,
erythropoiesis-stimulating agents (ESAs), based on the pivotal, Phase 3 IMerge trial (NCT02598661)%* 0.4 - g
— The Phase 3 primary analysis of IMerge found higher rates of 28-week, 224-week, and =1-year RBC Table 1. Baseline Demographic and Disease Characteristics ‘3 £ 00

transfusion independence (TI) with imetelstat (n=118) versus placebo (n=60) in the intention-to- % 0.2 - § Lo Placebo
treat population: 39.8% versus 15.0% (P=.0008), 28.0% versus 3.3% (P=.0001), and 17.8% versus Imetelstat ",:’ 2 -
1.7% (nominal P=.0023), respectively Characteristic (n=118) 2 . 2 0s8-
— The most common adverse events were neutropenia and thrombocytopenia, which were _ R .
generally reversible and manageable with dose modifications Age, median (range), y 72 (44-87) 73 (39-85) 5 Placebo g
— Based on exploratory analysis, more imetelstat-treated patients experienced maintenance of . .§ 1.0 - “ 0.4+
QOL and MDS-related symptoms (eg, anemia) compared with worsening with placebo? Male, n (%) 71(60) 40 (67) k7 0.2 -

. L e S . _ _ . . 2 I Year1 1 Year2
Commonly used QOL measures have limitations, such as the inability to distinguish between Time since diagnosis, median (range), y 3.5 (0.1-26.7) 2.8 (0.2-25.7) S o8- . | Year | vear
improvement of anemia symptoms from treatment versus continued RBC transfusions; this has = . . . . — . . — . .
prompted the development of alternative measures such as time without transfusion reliance WHO classification, n (%) 2 0 100 200 300 400 500 600 700 800 900
(TWiTR) : Time, days

o . o . . o . RS+ 73 (62) 37 (62) B C 'd H TD E t

 TWiTR measure is a validated, composite, patient-centered metric that includes follow-up after . Considering an even
treatment discontinuation and combines the clinical outcomes of overall survival and disease RS- 44 (37) 23 (38) 04- Lo Imetelstat
progression with RBC-TD® '

IPSS risk category, n (%) 0.2 - 0.8 -

Here, we present results from a post hoc TWIiTR analysis comparing imetelstat Low 80 (68) 39 (65) ! Year1 ! Year2 £ 06-
. . e . . ] 5

and placebo arms in the intention-to-treat population of the Phase 3 IMerge trial intermediate-1 38 (32) 21 (35) 0.0 | | | | : | | | | : | | £ -
0 00 200 300 00 00 600 00 800 900 §

Pretreatment Hb, median (range), g/dL 7.9 (5.3-10.1) 7.8 (6.1-9.2) ' * Time day: ! % 0.2 -
’ c

Prior RBC transfusion burden, median (range), RBC U/8 weeks 6 (4-33) 6 (4-13) Health state ™ TWiTR REL "; 0.0

= Placebo

* In IMerge’ patients Wlth RBC_TD LR_MDS Who prOVided informed Consent were randomized tO Prior RBC tranSfUSion burden’ n (0/0) ITT, intention-to-treat; PFS, progression-free survival; REL, relapse; TD, transfusion dependent; TWiTR, time without transfusion reliance. -§ 0
7.1 mg/kg imetelstat active dose (equivalent to 7.5 mg/kg imetelstat sodium) or placebo >4 to <6 RBC U/8 weeks 62 (53) 33 (55) g 0.8 -
administered as 2-hour intravenous infusions every 4 weeks (Figure 1) T R

: : FORBL LD e 20k 2 ) Table 3. Mean Duration of Health States: Always Considering TD an Event :
Figure 1. IMerge Phase 3 Study Design Ly @ 044
sEPO, median (range), mU/mL 174.9 (6.0-4460.0)  277.0 (16.9-5514.0) (ITT Population)
Phase 3 Imetelstat i ) ) 0.2 7 -
Double-blind, randomized 7.1 mg/kg IV every 4 weeks Primary endpoint SEPO level, n (%) Imetelstat Difference : Year1 : Year2
118 clinical sites in 17 countries (n=118) * 28-week RBC-TPP Health stat —118 95% Cl 0.0 - I I

. . o Key secondary endpoints <500 mU/mL 87 (74) 36 (60) ea state (n= ) ( 0 ) ' ' ' ' ' ' ' ' ' '
Patient population (ITT): N=178 Stratification - >24-week RBC-TI.cduration of RBC-TI, 0 100 200 300 400 500 600 700 800 900
. ow-risk or * Transfusion burden (4-6 U vs > - ime, d

s y— e e e Ot:;rE;:::zawendpoim >500 mU/mL 26 (22) 22 (37) D (95% Cl), d 289.63 (241.69,339.68)  339.07 (271.80, 412.32) —49.44 (~141.3, 44.83) Time, days |
* R/R?to ESAs or EPO >500 mU/mL Supportive care, including REC and platelet — 05, PFS, e to progression to AML Brior ESA o 108 (92 5 (g7 Health state TD TWITR REL

(ESR Rl gl transfusions, myeloid growth factors K lorat dooint rior > N ( 0) ( ) ( )
. D > s everv 8 weeks . . - ey exploratory endpoints .

53; Ig_'w_;etlj pRriitudy e k ;esgr;eGe-szg)éi?sil:Zjoynpcehreilri?ei?i;gf;?Z)ilsaccrj'en:il(r)]:tered « Changes in VAF of somatic mutations, Prior luspatercept n (O/O)C 7 (6) 4 (7) TWlTR (950/0 CI), d 47258 (40968, 53401) 38099 (29483, 48974) 91.59 (_37.19, 209.40) PFS, progression-free survival; RBC, red blood cell; REL, relapse; TD, transfusion dependent; Tl, transfusion independence; TWITR, time without transfusion reliance.

b

+ Non-del(5q) cytogenetic response, PROs
* No prior treatment with lenalidomide Post hoc TWIiTR analysis °
— ESA, erythropoiesis-stimulating agent; Hb, hemoglobin; IPSS, International Prognostic Scoring System; RBC, red blood cell; RS, ring sideroblast; SEPO, serum erythropoietin; WHO, World Health Organization. C l
Arlalites 2aAverage of all Hb values in the 8 weeks before the first dose date, excluding values within 14 days after a transfusion, which was considered to be influenced by transfusion. PData missing for 5 patients in the Rela pse (950/0 CI), d 79.43 (2440, 12209) 106.40 (99]_’ 19402) -26.97 (—1474, 8236) o n C u s I o n s
imetelstat group and 2 in the placebo group. “Insufficient number of patients previously treated with luspatercept to draw conclusions about the effect of imetelstat treatment in such patients.

AML, acute myeloid leukemia; EPO, erythropoietin; ESA, erythropoiesis-stimulating agent; G-CSF, granulocyte colony-stimulating factor; Hb, hemoglobin; HI-E, hematologic improvement-erythroid;

HMA, hypomethylating agent;.IPSS, International Prognostic Scoring System; ITT, intention—to—_treat; IV, intravenous; MDS,_myglodysplastic syndrome;; 0S, pverall survival_; PFS, _progression—frge survival; PRO, patient- ITT, intention-to-treat; TD, transfusion dependent; TWITR, time without transfusion reliance. o o o o o o
reported outcome; R, randomized; RBC, red blood cell; R/R, relapsed or refractory; TD, transfusion dependent; Tl, transfusion independence; TWITR, time without transfusion reliance; VAF, variant allele frequency. ] . . . . . *Estimations were restricted to avs to ensure comparability across health states and treatment arms. and were defined as the minimum of the end of the last observed TD event between arms * |n thlS ost hOC anal SIS, patients Wlth LR-MDS In the |metelstat arm had a lon er mean
e e e e e et ) » Post hoc TWITR analyses in which TD was censored according to PFS censoring rules (assuming that o e eyt andesment e nduesdened e esaceiehee D entbeesn e durati g i .ﬂ{ ;f ficion ral | 4 with ol f
(=8-week RBC-TI). “Proportion of patients without any RBC transfusion for 224 consecutive weeks since entry to the trial (=24-week RBC-TI). the duration of TD periods was unknown for participants who were censored for PFS) showed that uration or time without transtusion retiance or retapse comparea with ptacebpo
- In the post hoc TWITR analysis, 3 health states were defined as follows: (Table 2, Figure 3): | | | . Table 4. Mean Duration of Health States for >8-Week RBC-TI Clinical Responders: — The difference between arms in the time spent without transfusion reliance and TD was
——— REL state T p—— — after 2.6 years of follow-up, overall mean TWiTR was longer in the imetelstat arm than in the oo e e . == P . fairly stable across the specification of the TWiTR analyses as follows: 49 days fewer in
i ofall ; m placebo arm by ~3 months Using the Different Censoring Rules (ITT Population)? TD and 92 days more in TWiTR when TD was always considered an event, and 41 days
* Sumofall TD periods experience : : : _ i i i . . . . .
e el erf)dmg at disease Y.+ Time between disease progression | L.y oo oo mean TD was almost 1.5 months shorter in the |metelst§t arm .than in the placebo arm ] fewer in TD and 83 days more in TWiTR when the PFS censoring rule was applied to TD
B RO T RV and death or OS censoring \ CoflaTeried] me PG i T — mean time in the REL state was almost 1 month shorter in the imetelstat arm than in the Imetelstat Difference " 5 K RBC.TI ders. TWITR | 47D horter in th
progression (eg, PFS analysis) * Calculated as OS minus PFS placebo arm Health state (n=47) (95% Cl) — AMong =oc-wee -l responaers, I R'was longer an was snorter in the

imetelstat arm compared with the placebo arm; however, this analysis was limited by

08, overall survival; PFS, progression-free survival; REL, relapse; TD, transfusion dependent; TWiTR, time without transfusion reliance. * Res.u lts for the TWITR analySi.S ConSide.ring TD an event were Similar (Table 3) Censoring: TD censored according to PFS Censoring rules the Sma“ number Of res OnderS in the lacebo rou
* An example of how the states for the TWiTR analysis were assigned is shown in Figure 2 * TWITRin RBC-Tl responders is shown in Table 4 and Figure 4 P P sroup iy
. . . . . — In=8-week RBC-TI responders, mean TWiTR was longer with imetelstat than placebo, regardless of * Because of the negative association between health-related QOL and TD,"8 these findings
. . . .. . 0 - - —
Figure 2.’ Example of T.W'TR Calculation for a Hyppthetlcal Patient Who Was TD censoring rules; this analysis was limited by the small number of responders in the placebo group TD (95% Cl), d 595.01 (500.93, 664.08) 836.29 (739.00, 865.11) 241.3 (~347.8, ~144.5) suggesting the ability of imetelstat to lessen TD may be clinically meaningful to patients
at Baseline, Had 1 Period of Tl, Then Another Period of TD Before PD and Death — The small number of 224-week responders did not allow to perform the TWiTR analysis in * These results should be interpreted with caution, given the analyses were exploratory, with
= 44 PD Death these patients no formal statistical testing applied, and the stat,istical uncertainties associated with t’he
- N ea . . e ey . . i 0
g 4 e L . * As nonresponders do not have TWIiTR periods by definition, TWiTR results in RBC-TI nonresponders TWITR (95% Cl), d 234.49 (162.20, 338.54) 36.71 (7.89, 134.00) 197.77 (97.99, 299.53) . . & appied,
@3- No transfusions for No transfusions for were not interoretable different censoring rules employed
"g 7 4 4+ + =8 weeks 4 <8 weeks + P
©
A | | | | | + | | | Relapse (95% Cl), d 61.09 (40.65, 85.18) 0 61.09 (40.65, 85.18)
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