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Introduction Results Conclusions

» Novel therapies are needed for patients with LR-MDS that is RBC-TD and R/R to or ineligible for ESAs IMerge phase 3 LR-MDS patients achieving =1-year RBC-TI Figure 4. Treatment Summary of 22 Patients Achieving =1-y TI*' . Treatment with imetelstat resulted in
« Imetelstat is a first-in-class, direct and competitive inhibitor of telomerase activity that specifically . Of patients enrolled in IMerge phase 3 receiving imetelstat, 21 of 118 (17.8%) achieved e >1-year of sustained, continuous Tl
. . . o e . . ~ . 0 _ . O/ 0 _ N ° * L 4 > ° ° °
targets ma.llgpal?t c.lones with abnormally high telomerase activity, enabling recovery of effective >1-year sustained TI (95 % Cl, 11.4. 25.9), and 1 of 60 .patlents (1.7%; 95% CI, 0 §.9) receiving — — in 17.8% of patients in phase 3 of the
hematopoiesis** (Fig. 1) placebo plus supportive care achieved =1-year Tl (Fig. 3A); =1-year Tl was achieved by — IMeree stud
 Inthe IMerge multinational phase 3 clinical trial (NCT02598661) of patients with RBC-TD non-del(5q) 44.7% and 63.6% of =8- and =24-week imetelstat-treated responders, respectively (Fig. 3B) —_— 3 .g y .
LR-MDS R/R to or ineligible for ESAs and naive to lenalidomide or HMAs, imetelstat showed higher (Data cutoff date, May 10, 2023) Lol | ————————————————————— Ti<1y » During the =1-year transfusion-free
RBC-TI for =8 weeks, =24 weeks, and =1 year (40%, 28%, and 18%) than placebo (15%, 3%, and 2%)>* . Baseline characteristics are shown in Table 1 | — e T2ty | interval, RBC transfusion burden was
- Because RBC-TD is associated with deleterious clinical consequences, identifying the characteristics . =1-year Tl responders received imetelstat for a median of 101.1 weeks (range, 75.1-163.9 weeks) .if © e g ?Fe‘;ﬁ{fe?,?fgﬁg’;ng reduced from a baseline range of 4-9 U and
and clinical benefit of sustained RBC-TI with imetelstat is of interest and a median of 24 cycles (range, 18-41 cycles) > [l cvee : —— central Hb improved a median of 5.2 g/dL
Figure 1. Mechanism of Action of Imetelstat » Imetelstat 21-year Tl responders had a median duration of Tl of 123 weeks (95% Cl, 80.4-NE) To e - in 21-year imetelstat-treated responders
. Imetelstat binds to telomerase . . - el med.lan maximum C.entral Hb nerease Of518 g/dL (range, 2.67-13.76 g/d L) durlng s » : ’: = . > " ¢ Safety Was COnSiStent With that Of prior
Malignant clones and inhibits its activity. @peptosieof malignant Clonge Racovery of hematapolests longest Tl interval; no patients with =1-year Tl in either group progressed to AML (Table 2) . — ¢ ith th tf t AE
 Atthe time of data cutoff (May 10, 2023), 13 =1-year Tl responders receiving imetelstat and o (B — re|?or g il S e s L ) Z
the patient receiving placebo were ongoing (Fig. 4) 0 50 . 100 150 being grade 3-4 thrombocytopenia and
. . k :
. Ofthe 8=1-year Tl responders who discontinued treatment, 7 had loss of response, and 1 — eefs — ., heutropenia
- *For the patient on placebo: pretreatmen was 6. and transfusion burden was weeks; while on-study, Hb was <6. uring majority o eriod. o
had an AE ‘Data cutoffdate, May 10, 2023 : ' ST — AEs were generally of short duration
g  Duration of Tl 21 year and Hb increases during the longest Tl interval are shown in Fig. 5 Figure 5. Mean Change in Central Hb* Over Time in 21-y Tl Responders' and were reversible
Imetelstat Figure 3. Rate of 21-y RBC-Tl Overall by Treatment (A) and in 28-wk and =24-wk .2 67 Imetelstat + In this population with disease R/R to
Imetelstat-Treated Responders (B) -,EE, 57 Placebo B D S = U S 1 & or ineligible for ESAs and with a high
A 00, Rate of RBC-TI B. .. >1-y RBC-TI response rate Ha : o b prior RBC-TB, a reduction to 0 RBC
| = B °
30 B Imetelstat (n=118) %0 S8 14 /A transfusions for =1 year represents an
L - . . . . S Placebo(n=60) ¢ B S O S v AP T S o i ST w7 A P P o SR P P e P S opportunity:
. To evaluate the characteristics and clinical benefit for patients with sustained RBC-TI for =1 year & 20 - i 60 - QAT NN P AP B 20, 0 W0 AV, 0, @, B B,V A0 9 2 B S, 90, (S Sk 50 0P X P
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in the IMerge phase 3 trial S 17 & 40- Heeke DI IRV — To achieve relief from iron overloa
g 107 ‘{ g 20 - :Dr311;‘ceer]l§c.":l’rc1 21 12 14 16 16 16 19 19 20 20 17 18 20 19 18 19 18 19 20 19 18 16 13 12 10 12 8 9 5 4 4 4 5 and Ot.l‘er.tranSfUSIon-aSSOCIated
0 - | | 0 - | complications
- - BL, baseline.

limited supply of blood product

Study design (Fig. 2) Data cutoff date: May 10, 2023. Cytogenetic best response in patients achieving RBC-TI for =1 year , ,
- : - . - Table 1. Baseline Characteristics of IMerge Phase 3 LR-MDS Patients Achieving » Cytogenetic testing was performed centrally, and response was assessed by IRC > e vl et ey e e
- IMerge phase 3 is a double-blind, randomized (2:1), placebo-controlled, phase 3 trial conducted at ‘ . . :n mutational burden suseest imetelstat
118 sites >1-y RBC-TI « Of 21 imetelstat-treated =1-year Tl responders, 7 (33%) had cytogenetic abnormality at fgg
. . . e . : - _ _ i i : 0 0 may have disease-modifying activit
« Patients with heavily RBC-TD, non-del(5q) LR-MDS that was R/R to or ineligible for ESAs and naive to Baseline characteristic Imetelstat (n = 21) Placebo (n=1) ﬁaselme and =1 po§ttreatn;ent.cytogenetm issessment, of’the.se, 4 (37 %) halsl cCR, 2 (29%) y ying y
lenalidomide/HMA were randomized to receive imetelstat 7.5 mg/kg IV (n = 118) or placebo (n = 60) every IPSS category dad CPR, ]acfncclj 1 patient (19%) did not meet the response criteria on the October 13, 2022
4 weeks until disease progression, unacceptable toxicity, withdrawal of consent, or lack of response Low N " 14 (67) 1(100) ata cutolt date
 The primary end point was 8-week Tl rate; secondary end points included safety, 24-week TI, Intermediate-1 ris 7(33) 0 Change in mutational burden in patients achieving RBC-TI for =1 year REFERENCES _ _
duration of response, and HI-E MDS-RS+ 15 (71) 1(100) - Mutation data were available for 18 >21-year Tl responders receiving imetelstat, all with ;05;;‘((1‘(’)) ool ol fes, 200428(5)457 490, 2. Briatore b e 2l Cancer Biol Ther.
« Exploratory analyses included assessment of cytogenetic response and mutational status with IPSS-R category SF3B1 mutations present at ba§el|ne, and many of these patients concurrently had TET2, EHA 2023, Abstr S165.
clinical response Low 15 (71) 1(100) DNMT3A, ASXLI, or JAK2 mutations
Analysis :\;I‘,ter,med'ate ‘2‘ 83; 8 . Complete elimination of certain mutational clones was observed in 10 of 18 patients (55.5%) ABBREVIATIONS
I1SSIN . . . : : " :
Th i £ batients with >1 T1 and other bi d boint - od with © « Of 18 21-year RBC responders with mutational data, 13 (72.2%) achieved =50% SF3B1 VAF AE, adverse evlent; AML, acute myZIO'd leukemia; ASXL1, additional sex combs like-1;
. - i : a _ . ) . . . A . ATM, ataxia-telangiectasia mutated; BCOR, BCL-6 - cCR, cyt ti
€ proportion of pa |en. S WI year Il and other binary ena points, were summarized wi Prestudy RBC-TB, median (range),® U 6.0 (4-9) 5.0 reduction, including 7 patients with complete elimination of VAF (Fig. 6) compaleatzlfesizszccs;ac;:;Jgaeneetic partialrespgzgzr-)rcejj((l)rczt-ukceyhzgrsgst:gx 1;
percentage and 95% 2-sided exact Clopper-Pearson Cl . . . . . . .. PUIEE , e -
. . o . . Prior ESAs 19 (90) 1(100) Flgure 6 Heatmap of Changes in Mutational Burden in 18 Patients AChlGVlng del(5q), deletion on chromosome 5q; DNMT3A, DNA (cytosine-5)-methyltransferase 3A;
« The Kaplan-Meier method was used to estimate the distribution of the duration of Tl e e ere e . ) EPO, erythropoietin; ESA, erythropoiesis-stimulating agent; FACIT, Functional
. . . 22y since initial diagnosis 15(71) 1(100) RBC-TI for =1 Year (CUtOff date: Oct 13, 2022) Assessment of Chronic Illness Therapy; G-CSF, granulocyte colony-stimulating factor;
Flgure 2. IMerge Phase 3 Trial DeSIgn (MDS3001; NCT02598661) Pretreatment Hb level, median (range), g/dL 7.8 (6.5-8.8) 6.2 .. EEREEEEE B EE B B Hb, hterlrl;ocgl‘olzjin; HI-dE, htema.tologic imiiovelrgzgt-le;ythr?ci‘d; H:V:;A, hypo:me’;hyléting
- agent; IRC, independent review committee; IPSS, International Prognostic Scoring
Phase 3 Imetelstat pri d point Normal karyotypeb 12 (57) 1 (lOO) TET2 - . . ... . .. . System; IPSS-R, revised IPSS; ITT, intent-to-treat; IV, intravenous; JAK2, Janus kinase 2;
Double blind, randomized — R am (n=11g) |- rimary en IOPOIn e e A s i il DNMT3A - . Change LR-MDS, lower—l.rlsk MDS; MDS, myelodysplastmf;yndrome; N.E, not evalua.ble;
118 Clinical sites in 17 countries » 8-wk RBC-T! ®Number of transfusions in 8 weeks during the 16 weeks before study. "Missing karyotype data for 2 patients. JAK2 - ... " 0% to <25% d M Di OS, overall survival; PBO,‘placeb'o; PFS, progression-free survival; PRO, patlent-re[.)ort.ed
Stratification Key secondary end points . . CUXI - ot0 o decrease ISappear outcomes; PTPN11, protein tyrosine phosphatase no.nrecc.eptor type 11; R, .random|zat|on;
. . , Table 2. Treatment Exposu re and Clinical RESPO“SE ASXL1 = B | | >25% to <50% decrease " | Not detected RBC, red blood cell; R/R, relapsed/refractory; RS+, ring sideroblast-positive; SETBPI,
Patient population (ITT; N=178) « Transfusion burden (4-6 U vs >6 U) « 24-wk RBC-TI? _ _ SETBP1 - B >50% decrease SET-binding protein 1; SF3B1, splicing factor 3b subunit 1; TB, transfusion burden;
« IPSS low-risk or intermediate-1- » IPSS risk category (low vs intermediate 1) e Duration of Tl response Imetelstat (n=21) | Placebo (n=1) PTPNI11 - - TET2, tet methylcytosine dioxygenase 2; TD, transfusion-dependent; Tl, transfusion
risk MDS : Supportive care, including RBC and platelet M HI-E Treatment exposure BCOR - independence; VAF, variant allele frequency; WBC, white blood cell.
« R/R?to ESAs or EPO >500 mU/mL transfusions, myeloid growth factors (eg, G-CSF), . Safety Median (range) wk 101.1 (75.1-163.9) 139.4 ATM -
ESA inelicibl and iron chelation therapy administered as . S
EI'rans‘:;;]uesilgllﬂ dee)pendent' >4 U of needed on study per investigator discretion Key exploratory end points Nol.[ of cycles, rgedlan (ra nhge) 24 (18-41) 36 (100) VI X TG A ES hematologic ACKNOWLEDGMENTS
’ "= « VAF changes Follow-up, median, months 28.8 32.1 _ _ . . We thank all the patients and caregivers for their participation in this study and
RBCs/8 wk over 16 wk before study ' . - .« o e Grade 3-4th rombocytopenla and neutropenla occurred in 14 (670/0) and 20 (950/0) patlentS acknowledge the collaboration and commitment of all investigators and their research
Cytogenetic response Clinical response
» Non-del(5q) fati db ) P . . with Tl >1 year support staff. All authors contributed to and approved the presentation. Writing and
« No prior treatment with lenalidomide Safety population (treated; N =177) * PRO: atlg.ue measuread by Duration of Tlin =1-y Tl responders, median (95% Cl), wk 123 (80.4-NE) 131 (NE) . . . editorial assistance was provided by Jeanelle Spencer, PhD, and Mary C. Wiggin of
or HMAs Imetelstat (n = 118) FACIT-Fatigue Central Hb increase during the longest Tl interval, median (range), g/dL ~ 5.18 (2.7-13.8) 1.7 - For g(rade)3-4crl1eutro(pen|)a andkth rOmbOC}’tolPen'a events, the mean (SD) duration was Ashfield MedComms, an Inizio Company.
Progression to AML 0 0 1.78 (1.58) and 2.25 (2.48) weeks, respectively
aRece.ived >8 weeks of ESA treatment (epoetin alfa 240,000 U, gpogtin beta 230,000 U, darbepoetin alfa 150 pg, or equivalent per week) without Hb ri.se 21.5 g/dL or decreased RBC transfusion Median PFS NE NE e 81% Of grade 3-4 neutro penia and 899, Of grade 3-4 th rombocyto penia were reversible to CONTACT INFORMATION
requirement =4 U/8 wk or transfusion dependence or reduction in Hb by =1.5 g/dL after HI-E from =8 weeks of ESA treatment. "Percentage of patients without any RBC transfusion for Cr .
>8 consecutive weeks since entry to the trial (8-week TI); percentage of patients without any RBC transfusion for =24 consecutive weeks since entry to the trial (24-week TI). Data cutoff date: May 10, 2023. grade <2 Wlthln 4 wee kS ClinicalTrials.gov: https://clinicaltrials.gov/study/NCT02598661; email: info@geron.com
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