IMerge: A Study to Evaluate Imetelstat (GRN163L) in Transfusion-Dependent Subjects
with IPSS Low or Intermediate-1 Risk Myelodysplastic Syndromes (MDS) that is
Relapsed/Refractory to Erythropoiesis-Stimvulating Agent (ESA) Treatment
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BACKGROUND METHODS FOR PHASE 3 OF IMerge PHASE 3 INCLUSION CRITERIA
= Myelodysplastic syndromes (MDS) are Figure 3. IMerae Phase 2/3 Study: Phase 3 Desian = Man or woman >=18 years of age.
characterized by clonal myeloproliferafion Figure 1. Imetelstat binds to the RNA template gure = J ey 9 » International Prognostic Scoring System (IPSS) low risk or intermediate-1 risk MDS; non-
arising from malignant progenitor cell clones preventing maintenance of telomeres del(59).
that have multiple genetic abnormalities.!  telstat LR-MDS, TD, post ESA, non-del(5q), HMA/len ndive . = RBC transfusion dependent, defined as requiring at least 4 RBC units fransfused over an 8-
= Patients with red blood cell (RBC) transfusion- meteisia PART 2: Phase 3 Sl Sblemailey (ERIEE e SIES Elly) week period during the 16 weeks prior to Study Entry; pre-transfusion hemoglobin (Hb)
dependent (TD), lower risk MDS (LR-MDS) that ipidtail \J/\ NPS oli leotid : -  bli — I D hould be less th 110 9.0 deciliter (g/dL) t t towards the 4 unit
has relapsed o i's efracton fo ervihropoiesi ipid tai . oligonucleotide Randomized (2:1), double blind, placebo-controlled (2:1 imetelstat:placebo) ? ’(rDUI e less than or equal 1o 9.0 gram per deciliter (g/dL) to count towards the 4 units
- otal.
STiFﬂUlGTiﬂg GgenTS (ESAS) have limited treatment \ o Re|gpsed/RefrgcTory to ESA or EPO.
opfions. New approaches are needed. Imetelstat binds to = Eastern Cooperative Oncology Group (ECOG) performance status O, 1 or 2.
o E|gher ’rTeIT)meere activity, Sr)verexprTesmo?h?é - :zehll: r:gr;gfte of Ireatment Phase Ireatment Phase
uman telomerase reverse franscriptase | Imetelstat (n = ~115) Placebo (n = ~55) PHASE 3 EXCLUSION CRITERIA
and shorter telomeres predict for shorter overall | 7.5 mg/kg IV g4 weeks IV g4 weeks _ N : e s ) ) ) .
survival in LR-MDS.2. 3 ’l‘ 28-day freatment cycle 28-day freatment cycle = Partficipant has known dllergies, hypersensitivity, or intolerance to imetelstat or its excipients.
- " - Until disease progression, unacceptfable Until disease progression, unacceptable = Participant has received an investigational drug or used an invasive investigational medical
= |[metelstat is a 13-mer lipid-conjugated o : - . P d d d
oligonucleotide that specifically targets the RNA | prevents binding by foxicity, or withdrawal of consent toxicity, or witharawal of consent device within 30 days prior to Study Entry or is currently enrolled in an investigational study.
template of human telomerase and is a potent, Morigeea and maintenance i = Prior freatment with imetelstat.
first-in-class competitive inhibitor of felomerase | | oftelomeres — = Have received corticosteroids greater than 30 miligram per day (mg/day) prednisone or
enzymatic activity* ® (Figure 1), and has End-of-Treatment Visit equivalent, or growth factor tfreatment within 4 weeks prior to study entry
demonstrated clinical activity in myeloid 30 £3 days after end of treatment . ' . . . .
malignancies, including TD LR-MDS patients.¢-2 } = Prior freatment with a hypomethylating agent [e.g. azacitidine, decitabine).
= IMerge is an ongoing global two-part, Phase 2/3 study of imetelstat in RBC TD patients with Follow-up Phase " Prior freatment with lenalidomide.
| R-MDS with a primary endpoint of 8-week RBC Transfusion Independence (Tl). Patients in = Has received an erythropoiesis-stimulating agent (ESA) or any chemotherapy,
Phase 2 received open-label freatment with imetelstat at 7.5 mg/kg IV g 4 weeks. Immunomodulatory, or immunosuppressive therapy within 4 weeks prior 1o study entry (8 weeks
» Phase 2 enrolled 57 patients: an initial cohort of 32 patients and an expansion cohort of 25 for long-acting ESAs).

enalidomide (len) and hypomethylating agent (HMA) naive patients without del(5q) based
on the results from the initial cohort (Figure 2).

PHASE 3 STUDY END POINTS

RESULTS FROM PHASE 2 OF IMerge1®

= The results from Phase 2 of IMerge demonstrated clinical benefit of imetelstat freatment in
TD LR-MDS 719, supporting initiation of the Phase 3 (Figure 3). Figure 4. 8-week Tl Observed Across Different Subgroups Figure 5. Reversible Grade 3/4 Cytopenias " Primary endpoint:
. : i ignifi ini — 8-week RBC TI.
Figure 2. IMerge Phase 2/3 Study: Phase 2 Design without Significant Clinical Consequences 3-week RBC .
N 8-Week Tl 95% ClI Hematologic AEs = Secondary endpomis:
ﬁ\i’rial Cohort (n = 32h All subjects —— 38 16(421) (263-59.2) A All Grades >Grade 3 — 24-week RBC TI; Duration of Tl; Time to 8-week RBC TI.
MDS patients: 8-week Tl = 34% Imetelstat W:i:z‘issﬁ?gs E——— N:38 “ 7) N:38 ' %) — HI-E per IWG 2006; MDS response per IWG.
. IPSS Low or Int-1 Imetelstat 7.5 mg/kg IV ' —r 27 120444 (2:85-647) NFTCC RS = (58) o (55) — Overall survival, progression free survival.
7.5 mg/kg IV g4 weeks OTHER . | 11 4(364) (109-69.2) eufropenia (58) (59) : . : :
+ Relapsed/Refractory to g4 weeks RBC transfusion burden Anemia 10 (26) 8 (21) — Time to progression to acute myeloid leukemia.
ES%\>or EP(? >500 mU/m I Within Initial Cohort EXPUT\Si(_)" Cohort 4-6 units ] 17 8(47.1)  (23.0-72.2) Recovery of Grade 3/4 Cytopenia by Laboratory Value - Safety.
‘ TWDe';é gcgi ]RéBSerk (n=13) (n = 25) ~6 units e 21 8(381)  (18.1-616) 100 — Pharmacokinetics and immunogenicity.
90 . . .
“tudy period G -del(5 IPSS risk status " - QT interval in a subset of subjects.
pre-siudy peno HMA/len naive non-del(5q) . e .
HMA/'QI’] naive Intermediate-1 | | 14 11 (78.6) (49.2 - 95.3) 70 = Did not resolve _ PGTIeﬂT—RepOI’Ted OUTcomeS.
Low ] 24 508 (11-422) - within 4 weeks = Exploratory endpoints
Serum erythropoietin level 40 m Resolved within 4 . . . .
Primary Endpoint: 8-week RBC-TI <= 500 mU/mL —o— 25 12(480) (27.8-687) 30 weeks — Blomdrkers: Telomerase activity, Telomere length, hTERT.
Key Second(].ry EndeinTS: 24-week > 500 mU/ml | | | ° | | | | | 12 4(33.3) (9.9 - 65.1) iz — CYTOQGHGT'C reSpOﬂSGS.
RBC Tl /Duration of T /HI-E 0 20 40 60 80 100 : — Baseline mutation status and change of mutation burden.
8-Week Tl % Neutrophils Platelets
« 2/38 patients (5%) had febrile neutropenia
« 4/38 patients (10%) had bleeding events, 2/38 (5%) were Grade 3/4 P H A S E 3 ST U DY STAT U S

RESULTS FROM PHASE 2 OF IMerge1?

= Approximately 90 sites are planned in 12 countries across North America, Europe, Middle East

= Imetelstat treatment showed meaningful and durable Tl in 38 heavily TD, non-del(59), Figure 6. Potential Impact on the Malignant Clone with Imetelstat Treatment and Asia.
HMA/Len naive, LR-MDS patients (Table 1). SFB1 mutatione = Enrollment was open for Phase 3 in August 2019.

= Transfusion independence was observed across different clinical subgroups (Figure 4). .

» No new safety signal was identified. Reversible cytopenias were the most frequent AEs, . SF361 Tl durationin | ’ e TRIAL REGISTRATION
without significant clinical consequences (Figure 5). 11% of infusion related reactions with "~ oorecrasrooe [ | e aryotype Tl Classification | | | B |
5% >=Grade 3 were observed. s e 257 00040 46 XY DELT)(Q22) o | RCMDRS = This study s regw’rergd at ClinicalTrials.gov ( NCT025?8661 ).

= Bilomarker data suggested potential impact on malignant clone and disease modification it m— . 00095 le0 o oo amoreramaal x | rewors = For further information please contact: MDS3001-info@Geron.com
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by imetelstat trreatment (Figure 6).

Allele Freguency
n
=

200081* 52 200061 47,XX,+8 X RARS R E F E R E N C E S

Table 1. Meaningful & Durable Transfusion Independence

Parameters N = 38 251 e 200083 32 2000837 XS X | REMBRS 1. Spering AS, et al, Nat Rev Cancer 2017; 17(1): 5-19.
s.woek Tl, n (%) 16 (42 s Yes »| ~500088* 56.7 200088* 47,XY,+8 X | RCMD-RS 2. Gurkan E, et al, Leuk Res 2005; 29:1131-9.
Time t t, weeks, medi 8.3 (0.1 - 40.7 o- " " . . : :
ime ﬂgr?gﬁglv\vaeeeeES,TneeC;?O”n(??G“r%eg) R %8.0 - 40.)9) ! 1 n T 00095 62.9 7 |[200102*| 46,XY,7(3;3)(Q21;026.2) RA 3 M|TT§ImOn M, et al, Leukemia Research 34 (2010) 1551-1555.
24-week TI, n (%) 11 (29) Days *remain on treatment subjects achieved partial cytogenetic response 4, Asal A, et Ol, Cancer Res 2003, 63(] 4) :3931-3939.
'G A— v 5. Herbert BS, et al, Oncogene 2005; 24(33):5262-5268.
HI-E per IW N (% . : . . L .
g?.rs g/dLincreno(se)in Hgb lasting = 8 weeks 12 §32§ = 2/6 patients with baseline SF3B1 mutations had reduction in variant allele frequency and 6. Baerlocher GM, et al. N Engl J Med 2015; 373:920-928.
transiusion reduction by 2 4 Uniis/® weeks 26 169 maintained Tl lasting over a year. 7. Tefferi A, etal.NEnglJMed 2015; 373:908919.
CR +marrow CR + PR (per IWG 2006, central path review), n (%) gﬁg‘; " 5/6 (83%]) infermediate or poor cyfogenetic risk patients achieved 8-week Tl and all had a 8. Tefferi A, et al. Blood Cancer J 2016: 6:€405.
Torow CR 400) ringed-sideroblast WHO subtype. | 9. Steensma DP, et al, ASH 2018, Oral Presentation (Abstract #463).
= 3/3 with frisomy 8 achieved 8-week Tl and 2/3 achieved 24-week TI. 10. Fenaux P, et dl, EHA 2019, Oral Presentation (Abstract #5837)

CR, complete remission; IWG, International Working Group, PR, partial remission. a@Kaplan Meier method
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