Imetelstat achieved prolonged, continuous transfusion independence in patients with heavily transfused non-del(5q) lower-risk
myelodysplastic syndromes relapsed/refractory to erythropoiesis stimulating agents within the IMerge phase 2 trial
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Introduction fodl Trial Design

* Novel efficacious and safe treatments are needed for patients with lower-risk myelodysplastic syndromes * The cutoff date for all analyses was October 13, 2022 Mutation data * IMerge (NCT02598661) is a multicenter, global, phase 2/3 trial of imetelstat administered as a 2-hour intravenous (IV)
(LR-MDS) who are red blood cell (RBC) transfusion dependent (TD), and have relapsed after or are e All 11 patients had previously been treated with ESAs; additional baseline characteristics are also provided (Table 1) ¢ Ofthe 11 Tl 21-year responders, 9 had pre- and post-treatment mutation data available infusion at 7.5 mg/kg every 4 weeks (q4w) in RBC TD, ESA-R/R (or >500 U/L serum erythropoietin) LR-MDS>*
refractory (R/R) to erythropoiesis-stimulating agents (ESA) * The median treatment duration for the 11 patients was 126.1 weeks (range, 70.1-168.1) with a median of 27 cycles — 8 (89%) demonstrated a reduction in SF3B1 variant allele frequency (VAF) — Patients were also International Prognostic Scoring System (IPSS) low or intermediate-1, and had >4 units RBC/8 weeks
(range, 18—40), and a median relative dose intensity® of 98.9% (range, 85.5—102.4) over the 16-week pretrial period

— 5 (56%) achieved >50% VAF reduction

o - . - : : : : : :
— The median time on trial> was 57.3 months (range, 19.0-57.8) * Reduction in VAF correlated with a longer Tl duration (median, >20 months and shorter time to Tl onset (median, <10 weeks (Fig. 6) After an initial analysis, the phase 2 trial was expanded to include patients with no prior HMA or len treatments, and
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* MDS are a heterogeneous group of * The median onset of 8-week Tl was 9.29 weeks (range, 3.3—40.7) (Fig. 3) and median Tl duration was 92.4 weeks * The most frequent adverse events were reversible thrombocytopenia and neutropenia (Table 3) j K J dooints included
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Telomerase myeloid cancers characterized by (95% Cl, 69.57-140.86) (Fig. 4A) with increased Hgb levels (Fig. 4B) —  >97% of grade 3 /4 thrombocytopenia and neutropenia within the >1-year Tl population resolved to grade 2 or lower within - : Phase BP::njomized sc:fye’r >24-v3leek TFI) rate. hematolodic
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myeloid leukemia (AML) * After a median follow-up of 57 months, no progressions o AML were observed among the 21-year Tl responders * Imetelstat-related cytopenias are on-target effects based on the selective reduction of malignant cells through telomerase inhibition® Target population of : —  As per International Working
° |me'|'e|5'|'q'|', a first-in-class telomerase °Defined as the total actual dose/total planned dose. "Defined as the interval between trial day 1 and the date of death (censored) or last day on the trial; based on the Kaplan-Meier method. non-del(5q)/|en/HMA-nc|ive E R GFOUP cri’reriq, disease Prog ression
- 1 N=38 0 Imetelstat (n=118) defined t least f
s inhibitor, targets cells with high . .. . . . . 1 A metelstat in was detined as ar leasr one o
AlIcCLICLN telomerase activity and human Table 1. Baseline Characteristics of Patients With Tl 21-Year Treated With Imetelstat Compared With SUOIRC R C e i the following: >50% decrement
o N . .
ANANAANANINANANAANY telomerase reverse transcriptase the Overall Target Population i O from maximum response levels in )
. . ; =21.5
T A( A C (hTERT) expression, both of which Fi . . . 1M granulocytes or platelets; 21.5 g
. ig. 5. Robust PFS and Survival of Imetelstat-Treated Patients With Tl 21 Year P ion i ; :
'iiiii.ﬁ “ have been reported in MDS 9 Imetelstat L2 Placebo (n=60) dL reduction in hemoglobin (Hgb);
* Being a direct and competitive >2 Years since initial diagnosis, n (%) 10 (20.9) 28 (73.7) B 1 F transfusion dependence
inhibitor of telomerase CICﬁVi'I'y]'Q IPSS ; o A 7.5 mg/kg IV q4w E . . . . * The propor’rion of pq’rien’rs with 8-Week,
(Fig. 1), imetelstat has disease- category, n (%) PES OS5 0 Stratification: transfusion burden (<6 vs >6 units); 24-week, and 1-year Tl, and other
. 1), : . .
mOdifying pofenﬁql to Selecﬁvely Low 5 (45.5) 24 (63.2) . . : IPSS risk group (low vs intermediate-1) binqry endpoin’rs, were summarized with
il i Lt d 4 o 100 4 Median PFS: 34.2 months 100 - Median OS: 56.1 months percentage and a 95% 2-sided exact
il malignant stem and progenitor iate-1 ri , , 0 ) ) 95% Cl, 25.10-39.16 ) 95% Cl, 29.4-NE : AT : . s ]
cells, enabling recovery of blood cell Intermediate-1 risk 6 (54.5) 14 (36.8) £ ( ) < —ll_ ( ) Treatment continues until disease progression, unacceptable toxicity, Clopper-Pearson confidence interval (Cl)
o 80 < 80 A :
II'“' production®* (Fig. 2) MDS-RS+, n (7o) 10 (90.9) 27.(71.1) 2 = ¢ henh or wﬂhd;awal of consent 5 | * The Kaplan-Meier (KM) method was used
® <O 2 . . AT ) . _ . ) v . i
Imetelstat Normal karyotype, n (%) 7 (63.6) 28 (73.7)° 5? 60 < 60 Premedlcc.:’rlon. diphen ydrfumme, ydl:ocor’rlsone 100-200mg (or e<.:|uw.o| ent) to estimate the distribution of Tl duration,
YOIyPe ' ‘ s 2 Supportive care: transfusions, myeloid growth factors per local guidelines OS, PFS, and progression time to AML
Telomere Mutations at baseline, n (%) § 2 40 1 £ 407 o
(72] o
SF3B1 11 (100 27 (71.1)° £ 20 A 20
hTERT, human telomerase reverse transcriptase; hTR, catalytic component. ( ) ( ) E’ Patients with Tl >1 year
ther 4 (36.4) 1 3 (34.2)b o 0 - —o— Patients with Tl 21 year 0 - —e—
Prior ESA: n (%) 11 ('I OO) 34 (895) 0 6 12 18 24 30 36 42 48 54 60 0 6 12 8 24 30 36 42 48 54 60
1 1 1 1 _ _ Time (Month from Trial Day 1) _ . Time (Months From Trial Day 1)
Fig. 2. !meielsiai Selec.hvely Kills Malignant Stem and . Prior luspatercept, n (%) 2(18.2) 6 (15.8) Patients at Risk Patients f Ris | | ] e o | 200 of | N "
o
Progenitor Cells Enabling Recovery of Blood Cell Production Median prior RBC transfusion burden (over 8 0 s 20 uta metelstat demonstrated >1 year sustained, continuous Tl in 29% of patients with transfusion
* The IMerge (NCT02598661) phase 2 weeks) prior to trial treatment, units (range) .0 (4-14) .0 (4-14) . . _ — dependent, non-del(5q) LR-MDS relapsed /refractory to ESAs and len/HMA naive
TI"iCll reviousl re or’red meanin fUl NE, not evaluable; OS, overall survival; PFS, progression-free survival; Tl, transfusion independence. . . . . . . .
P Y P 9 “Thirty-four patients had karyotyping results. "Baseline mutation samples were collected in 31 patients, 28 out of 31 (90.3%) had a mutation detected. ESA, erythropoiesis-stimulating agent; IPSS, International —_— A'l"l'q'nmen"' of 24_Week Tl wdqas |nd |CC|1'|V€ of The ||ke||hood 1-0 qchleve Tl Z ] yeq r
ApOpTOSiS of cmd durqble Trqnsfusion independence Prognostic Scoring System; MDS, myelodysplastic syndromes; RBC, red blood cell; RS+, ring sideroblast-positive; Tl, transfusion independence.
malignant cells TI) with imetelstat treatment® * Strong evidence of disease-modifying activity for imetelstat mechanism of action:
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