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BAC KG R O U N D R E S U LTS 05 Figure 4. Overall survival: sensitivity analysis
e Statistically significant reductions in death were observed with imetelstat treatment across all analyses:

e Myelofibrosis (MF), particularly Intermediate-2 (Int-2) or High-Risk disease per Dynamic International Prognostic Patients 0 There was a 65% lower risk of de?th With imetelstat vs BAT per both the unweighted anaIYSis (median OS, 33.77 A. Unadjusted analysis (unweighted)’
Scoring System (DIPSS) criteria, is a life-threatening disease for which the Janus Kinase inhibitor (JAKi), ruxolitinib, e Th Ivsi lation included (Fi 9)- vs 12.04 months) and overlap weighting with ATO (median OS, 30.69 vs 12.04 months) (Figure 3A and 3B). . .
i lv th | d th e analysis population included (Figure 2) o Per sIPTW, median OS durations were the same as those per the ATO method and the corresponding reduction Kaplan-Meier Curves (Unweighted) Imetelstat BAT
IS currently the only approved therapy. 0 57 patients treated with imetelstat 9.4 mg/kg from MYF2001 o k’ £ denth with imoteletat 67% (Fi 30) Deleting 2 Moffitt Subjects with Survival Time Less Than 1 Month _ MYF2001 Moffitt
o Currently, there is no approved or effective therapy for patients who lack or lose response to ruxolitinib. _ Median follow-up, 23 months INthe risk of death with Imeteistat was b/7% {rigure SL). == BAT = IMETELSTAT 9.4 (C)Vefa|r|]5)lJrV'V3|
. . . . . = ) e, ® . . . . . . . . . . . t
0 These relapsed/refractory (R/R) patients have a notably poor prognosis, with median overall survival (OS) of o 38 patients treated with BAT from RWD e Sensitivity analysis results addressing the immortal time bias introduced by early deaths post JAKi discontinuation 1.00 | months 2086 1104
12-14 months. 2 P observed in the RWD (Figure 4A-C) were consistent with the primary findings. Median (95% Cl) (23 cq NE) | (6.80 13 74)
' — Median follow-up, 43 months - - . e B
e |Imetelstat, a 13-mer oligonucleotide that specifically targets the RNA template of human telomerase, is a potent e Basel tes had | d bal f " diust t (Table 2) o Wlth the removal of garly deaths.observed in t.he RW[? fr.om these gna|y5|s, imetelstat conferred a 65% lower Q1 Q3 21.13, NE 2.91, 29.53
competitive inhibitor of telomerase enzymatic activity (Figure 1) dS€eline covariates had improved balance after propensity score agjustment {1able £). risk of death vs BAT in the unweighted analysis and similar reductions of 64% and 66% per ATO and sIPTW, 07e
' o Without adjustment, baseline covariates were generally imbalanced between the MYF2001 and RWD groups. respectivel > T Range (0.16, 32.92+) (0.02, 59.00+)
e A Phase 2 MYF2001 (NCT0242 val 2 f imetel in JAKi-R/R Int-2 or High-Risk MF.? . e . . : . : : . P Y- = 5 T T
2°€ st.udy, 001 (NCTO 6.3086)' evaluated 2 doses o e.te stat in /R Int-2 or Hig . > . A statistically significant standardized mean difference for the baseline spleen size, JAKi duration and time from e Sensitivity analysis results addressing the impact of subsequent transplant on OS were also consistent with the xS Overall survival rates
o Encouraging total symptom score improvements were observed in the 9.4 mg/kg arm (no appreciable efficacy JAK di : : ) e o
_ _ i discontinuation was observed (p<0.01). primary findings. S (95% Cl)
Slgnd§| was observed in theh4'7 mog/kg z;ir;n). , | - th " h clinical £ of o After adjustment for baseline covariate imbalances using the ATO method, standardized mean differences were o Unweighted analysis: median OS with imetelstat vs BAT of 30.69 vs 10.23 months, with a 69% reduction in the % 0.50 12-month (7837;"6% (33;8?0%
© gﬂzeolinzgigwas 29.9 months (95% confidence interval [Cl] 22.8, NE) in the 9.4 mg/kg arm, with clinical cut-off o minimized (all were <0.001). The sIPTW method also offered an improved balance between the groups in terms risk of death 2 i 60'1% i 30(')% i
C . . . ' 5 24-mont ) ) 0 0
of the standardized mean differences (all were <0.3). o ATO and sIPTW: median OS with imetelstat vs BAT of 30.69 vs 12.04 months, with 68% and 70% reductions in the 7 (48g>,375m) (16%, 55%)

Goal of the Study T o Ao e e risk of death per ATO and sIPTW, respectively. 0.25 1 + Hazard ratio (95% CI) 4 19”0 65)

e To further assess the potential OS benefit of imetelstat, R/R MF patients treated with 9.4 mg/kg in MYF2001 * bvalue 0.0008
were compared to a closely matched patient population from real-world data (RWD), treated with best available MofﬁgCenter\ - Figure 3. Overall survival: primary analysis .
therapy (BAT). Myelofibrosis patients Myelofibrosis ﬁ/R to 0.00 -

‘ DC ruxolitinib treate’ JAKi treated with - - - . . . . . . . .
. . . 0) 6 12 18 24 30 36 42 48 54 60
: _ *
Figure 1. Imetelstat binds to RNA template, preventing maintenance of telomeres Qh S 'mEtS'gs'\tﬁt(ﬁfs?)g/kg A. Unadjusted analysis (unweighted) Time
Guided by Kaplan-Meier Curves (Unweighted) for Naive Comparison Imetelstat BAT Number at risk
criteria Group == BAT=+ IMETELSTAT 9.4 MG/KG ?Verau S)UfV'Va| IMETELSTAT 57 50 40 35 23 4 0 O O O O
\ / ueto montns 9.4 MG/KG
A ¥ usecanceasss NPS oligonucleotide or madap 1.007 . 33.77 12.04
lipid tail ° "*:;’;’,’;s::;"t‘:" Median (35%Cl) | ;c89 NE) | (7.80,30.53)
performance B. Propensity score analysis with ATO (overlap weighting)™
status Q1l, Q3 22.64, NE 3.36, 30.53
0.75 - Kaplan—-Meier Curves (Overlap) Imetelstat BAT
— Z Range (0.66, 17.41+) (0.92+, 17.74) Deleting 2 Moffitt Subjects with Survival Time Less Than 1 Month MYF2001 Moffitt
v \ nonwézzs?g;ngg:ﬁne Imetelstat z; Overall survival rates Group == BAT== IMETELSTAT 3.4 MG/KG (On\:g;ilkl‘:)urvival
BAT: N=38 covariates N=57 o - (95% Cl) . . 1.00 - 50 86 11 04
R R Imetelstat binds — DU T T 12-month 7% >1% Median (95% Cl) : '
BLLLLMMLLEOE to RNA template g | + + + — (79?637%) (3603@;1%) 1,Q3 (i;;j :E) (171.51;’ 1:2663)
' of telomerase BAT, best available therapy; DC, discontinuation; JAKi, Janus Kinase inhibitor; PD, progressive disease. (,5, E E 24-month (59%, 804%) (19%, 504%) 0.75 . al,Q Y T '
] 1 1 > ’
0.25 +—+ Hazard ratio (95% Cl) - 2(()).35 - = Range (0.16, 32.92+) (0.02, 59.00+)
Table 2. Baseline Characteristics : : + R ® Overall survival rates
: : ; ; P-value 0.0003 S (95% Cl)
Without Adjustment | | 8  050] ---------f--mmeeal Do 849% 47%
. 0.00 1 ! ! © ! 12-month 0 0 0 0
— IMETELSTAT BAT ovalue  Standardized R 2 | (71@;84) (302;24)
telomere " — / = - HEIRLEEIES PR e T e e 3 5 24-month (41%, 78%)  (10%, 44%)
Prevents binding b PRI Number at risk 0.25 - : ' 0 0.36
| SSRAAAAAR : g by AGE at Rux DC (years) (mean (sd)) 66.39 (9.48) 67.84(10.74) 0.488 0.144 ; . Hazard ratio (95% Cl) (0.18, 0.73)
AANMR ., and maintenance of SEX (%) F 23 (40.4) 13(34.2)  0.698 0.127 BAT 38 22 13 9 8 6 5 4 2 2 2 E +
telomeres > 34 (59.6) 25 (65.8) IMETELSTAT 57 52 47 42 35 17 3 2 2 1 1 : P-value 0.0044
9.4 MG/KG I
Subpopulation of MF (%) Primary 34 (59.6) 26 (68.4) 0.515 0.184 / 0.00 - !
Post-ET/Post-PV 23 (40.4) 12 (31.6) (') é 1'2 1|8 2'4 3'0 3l6 4'2 4|8 5'4 6|O
. . DIPSS Risk Status (%) Intermediate-1/2 33 (57.9) 27 (71.1) 0.278 0.278 B. Propensity score analysis with ATO (overlap weighting)™ Time
Patient POpUIaHOn High-Risk 24 (42 .1 11 (2 . Number at risk
. B | | | | | igh-Ris (42.1) (28.9) Kaplan—-Meier Curves (Overlap) Imetelstat BAT
e Patients who participated in MYF2001 had MF that was R/R to JAKi, defined as documented progressive disease Baseline Spleen Size (mean (sd)) 17.18(7.41)  13.05(7.34)  0.009 0.559 MELEiSta BAT 46 26 13 6 5 4 4 3 2 2 0
(PD) during or after JAKi treatment (Table 1). Baseline Platelet Count (x10E9/L) (mean (sd)) 212.11 (161.15) 169.53 (104.69) 0.154 0.313 Group =~ BAT=~ IMETELSTAT 9.4 MG/KG . (MYF2001) (Moffitt) IMETELSTAT 47 42 32 27 19 4 0 0 0 0 O
ECOG 0 (%) 0/1 46 (80.7) 24(632)  0.096 0.398 00 ?r:\/g:\ilrlm SS)‘”V'V‘*' 9.4 MG/KG
Table 1. MYF2001: Patient Eligibility 2/3 11 (19.3) 14 (36.8) ' 30.69 1504
o o Transfusion Dependent (%) No 45 (78.9) 22(57.9)  0.048 0.465 Hieelm (252 O (25.17,NE)  (7.80, 16.58) C. Stabilized inverse probability treatment weighting (sIPTW)™
* Int-2/high-risk MF per DIPSS criteria Yes 12 (21.1) 16 (42.1) Q1 Q3 1561 NE | 2.04 20.36 Kaplan-Meier Curves (Stabilized IPTW) Imetelstat BAT
. o . y Time from Diagnosis to JAKi DC (months) (mean (sd)) 55.16 (45.82)  26.94 (29.36) = 0.001 0.734 ~ 0757 Deleting 2 Moffitt Subjects with Survival Time Less Than 1 Month MYF2001 Moffitt
e Relapsed or refractory to JAKi defined as documented progressive disease during or after JAKi: Duration of JAKi treatment (months) (mean (sd)) 25.12 (17.98) | 13.85 (14.06) | 0.002 0.698 % Range (1.38, 62.82+) (0.79, 60.00+) Group == BAT=— IMETELSTAT 9.4 MG/KG Overall survival
: : : : : : : : th
o Subjects must have worsening of splenomegaly-related abdominal pain at any time after the start of JAKi Biomarker JAK2n (%) Negative 25 (43.9) 7(18.4) 0.019 0.571 'CSU Overall survival rates 1.00 ; (mon | S) 5899 11.04
therapy and EITHER: Postive 32 (56.1) 31 (81.6) 5 050 (95% Cl) e . Median (95% CI) 51 13 NE) | (9.23, 14.03)
) ] ) ) 3 12-month A >
— No reduction in spleen volume or size after 12 weeks of JAKi therapy, or With Adjustment (Propensity Score With ATO) = | | | (702;364) (37%;66) e Ql, a3 13.73,NE  6.14,15.58
IMETELSTAT Standardized @ . ) " 24-month o oo e > 2
— Worsening splenomegaly* at any time after the start of JAKi therapy documented by: 9.4 MG/KG ' -value Mean Difference 0.25 (53g),3£;54) (12%, 44%) % panes (0.16,32.92+) | {0.02, 53.00+)
: : ++ Hazard ratio (95% Cl) ' © Overall survival rates
o Increase in spleen volume from nadir by 25% measured by MRI or CT, or N 47.5 47.5 Overlap + (0.18, 0.68) '§ (95% Cl)
AGE at Rux DC (years) (mean (sd)) 66.64 (9.97) 66.64 (11.82) 1.000 <0.001 Pvalue 0.0019 S 0.50 ) 859% 459,
o Increase in spleen size by palpation, CT, or ultrasound SEX (%) F 18.5 (39.0) 18.5(39.0)  1.000 <0.001 0.00. g 12-mont (75%, 98%) | (28%, 72%)
M 29.0 (61.0) 29.0 (61.0) | I————————————— - >4-month 56% 21%
* Active symptoms of MF Subpopulation of MF (%) Primary 32.8(69.0)  32.8(69.0)  1.000 <0.001 R O A A 2 (41‘(’)/"317%) (11%, 41%)
| Post-ET/Post-PV 147 (31.0)  14.7 (31.0) Number at risk 2 . Hazard ratio (95% Cl) 4 15 0.66)
e Baseline measurable splenomegaly (palpable spleen 25 cm below LCM or 2450 cm? by MRI) DIPSS Risk Status (%) Intermediate-1/2  30.4 (63.9) 30.4 (63.9)  1.000 <0.001 u - K :20,
L ' ' ' ' ' ' BAT 47 29 15 7 6 5 5 4 2 2 2 ' P-value 0.0012
*Adapted from IWG-MRT response criteria definition of progressive disease. High-Risk 17.1 (36.1) 17.1 (36.1) IMETELSTAT 48 44 38 34 28 15 A 3 3 9 9
CT, computed tomography; JAKi, Janus Kinase inhibitor; LCM, left costal margin; MF, myelofibrosis; MRI, magnetic resonance imaging. Baseline Spleen Size (mean (sd)) 15.01 (6.96) 15.01 (6.94) 1.000 <0.001 9.4 MG/KG 0.00 -
Baseline Platelet Count (x10E9/L) (mean (sd)) 178.54 (127.97) 178.54 (104.23) 1.000 <0.001 (') l6 1'2 1'8 2'4 3'0 3'6 4'2 4:8 5'4 6'0

e For the historical control, external RWD were collected from a single-center study at the Moffitt Cancer Center ECOG 0 (%) 0/1 34.7 (73.0) 34.7 (73.0) 1.000 <0.001 N . N o . Time
which included 96 patients who had discontinued ruxolitinib. 2/3 12.8 (27.0) 12.8 (27.0) C. Stabilized inverse probability treatment weighting (sIPTW) Number at risk
o A C|05e|y matched cohort was identified using the guide“nes for inclusion and exclusion criteria as defined in Transfusion Dependent (%) No 32.2 (67.8) 32.2 (67.8) 1.000 <0.001 Kaplan—-Meier Curves (Stabilized IPTW) Imetelstat BAT BAT 31 19 9 4 4 3 3 2 1 1 0)

o The cohort consisted of patients with MF who had discontinued JAKi due to lack or loss of response and were Time from Diagnosis to JAKi DC {months) (mean (sd)) 34.73(33.14)  34.73 (34.40)  1.000 <0.001 Overall survival |
subsequently treated with BAT at the Moffitt Cancer Center from January 1998 to August 2018. Duration of JAKi treatment (n?onths) (mean (sd)) | 16.80(13.25) 16.80(15.80) 1.000 <0.001 1.00 - (months) BAT, best available therapy. . N o
Biomarker JAK2n (%) Negative 12.2 (25.6) 12.2 (25.6) 1.000 <0.001 Median (95% CI) 30.69 12.04 *Measured from the date of randomization to the date of death by any causes for MYF2001 and from 1 month post JAKi discontinuation to the date of death
e . ° (25.17, NE) (9.51, 16.58) by any causes for the Moffitt dataset; overall survival was censored at transplant. TAdjusted for a continuous variables age, platelet count, time from diagnosis

Statls'tlcal MEthOdS Postive 35.3 (74'4) 35.3 (74'4) to JAKi discontinuation, duration of JAKi, and spleen size, and categorical variables sex, DIPSS score, ECOG, type of MF, transfusion status, and JAK2 mutation.

e Tomimicthe effect of randomization and improve comparability, a propensity score analysis approach, using average With Adjustment (Propensity Score With sIPTW) 0.75 | Ql, Q3 15.61, NE 3.91, 20.36
treatment effect for overlap population (ATO) and stabilized inverse probability treatment weighting (sIPTW), was IMETELSTAT rro———— 2 F— (1.38, 62.82+) (0.79, 60.00+)
conducted to balance the populations with respect to important baseline covariates and prognostic factors that : aneareiee = :

. . o . _ _ Levels 9.4 MG/KG -value Mean Difference o Overall survival rates
may impact OS outcomes. The following critical baseline covariates were adjusted: N £9 17 39 49 Stabilized [PTW 2 050 (95% Cl)
= e 85% 52%
AGE at Rux DC (years) (mean (sd 66.70 (9.10 67.01(11.42 0.900 0.031 S 12- th . . . . .
o Age 0 Sex ears)t 55)5(;; - - (28 3)) 117 236 1)) 0856 0045 S men (75%,97%)  (36%, 76%) e These analyses showed that treatment with imetelstat was associated with a lower risk of
. : : : : : : - \ \ \ 66% 24% . . . . .
© P'ate'fet CO‘;”t . o DIPSS SCO;e M 36.4 (61.7)  20.7(63.9) 2 — * 24-month (52% 84%)  (13%, 42%) death compared to BAT in closely matched patients from RWD with Int-2 or High-Risk MF
o Time from diagnosis to JAKi discontinuation o ECOG performance status . . : 0.25 | ’ ’ .
|  dldg P Subpopulation of MF (%) Primary 40.1(67.8)  22.4(69.0)  0.915 0.026 . T — 0.33 after JAKi failure.
0 i duration o M vpe PostET/Post-PV | 19.0(32.2) | 101(31.0) ! N o Median OS was 33.77 months with imetelstat in the unweighted primary analysis
0 Spleen size 0 Transtusion status DIPSS Risk Status (%) Intermediate-1/2  36.1(61.1)  20.7 (63.7)  0.837 0.053 P-value 0.0003 e | | 5 P y analy
o JAK2 mutation High-Risk 23.0 (38.9) 11.8 (36.3) 0.00 | (30.69 months with propensity score matching) vs 12.04 months with BAT, with a
. . . . L Baseline Spleen Size (mean (sd)) 15.71(7.20)  14.60(6.98)  0.491 0.156 0 6 12 18 24 30 36 42 48 54 60 65-67% lower risk of death across the primary analyses.
e Primary analysis: OS was measured from the time of JAKi discontinuation to death or censored at last follow-up. Baseline Platelet Count (x10E9/L) (mean (sd)) 192.93 (144.47) 178.56 (108.75) 0.633 0.112 Time L _ . _
All patients from the analysis populations of the MYF2001 and the RWD were included. ECOG 0 (%) 0/1 433(73.2)  23.9(73.5)  0.98 0.006 Number at risk o All sensitivity analyses were consistent with the primary results.

e Sensitivity analysis was performed to address the immortal time bias introduced by early deaths post JAKi 2/3 15.8 (26.8) 8.6 (26.5) BAT 32 21 11 5 5 4 3 3 1 1 1 e Acknowledging the limitations of such comparative analyses between RWD and clinical
discontinuation observed in the RWD, that is to aligh more closely with the MYF2001 clinical trial experience, where Transfusion Dependent (%) No 40.5 (68.5) 22.0(67.9) @ 0.957 0.014 ”S\B/IZELTI\E/:ESS/TI?(TS 59 55 48 41 34 18 4 3 3 2 2 trial data, favorable OS of imetelstat treatment in this very poor-prognhosis patient
such patients would not have completed the screening phase: Yes 18.6 (31.5) 10.4 (32.1) ' oopulation warrants further evaluation
o The RWD set excluded 2 patients who died within 1 month post JAKi discontinuation, with OS measured from Time from Diagnosis to JAKi DC (months) (mean (sd)) 43.26 (41.34) 34.52(33.62) 0.304 0.232

1 month post JAKi discontinuation. Duration of JAKi treatment (months) (mean (sd)) 20.41 (16.26) 16.11 (15.69) 0.263 0.269 BAT, best available therapy.
. Biomarker JAK2n (%) Negative 18.6 (31.4) 9.1(28.1) 0.782 0.073 *Measured from the date of time of JAKi discontinuation to the date of death by any causes. TAdjusted for a continuous variables age, platelet count, time from References: 1. Kuykendall AT, et al. Ann Hematol 2018;97:435-441; 2. Newberry KJ, et al. Blood 2017;130:1125-1131; 3. Mascarenhas J, et
o For MYF2001, OS was measured from the randomization date. Postive 40.5 (68.6) 23.4 (71.9) diagnosis to JAKi discontinuation, duration of JAKi, and spleen size, and categorical variables sex, DIPSS score, ECOG, type of MF, transfusion status, and JAK2 al. ASH 2018. Abstract & oral presentation #685
e Asecond sensitivity analysis was conducted to assess the impact of subsequent hematopoietic stem cell transplant ' ' ' ' mutation. Acknowledgements: Dr. Laurie Orloski (independent medical writer) provided writing assistance and Dr. Harry Ma (Janssen Research &
0S ATO, average treatment effect for overlap; BAT, best available therapy; DC, discontinuation; DIPSS, Dynamic International Prognostic Scoring System; ECOG, Eastern Develooment. LLC ) rovided additional editorial subport for this poster
on . Cooperative Oncology Group; JAKi, Janus Kinase inhibitor; MF, myelofibrosis; RUX, ruxolitinib; sIPTW, stabilized inverse probability treatment weighting. P ! -} P PP P )
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