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Introduction Results

» Myelofibrosis (MF) is characterized by megakaryocyte atypia, clonal mutations, and bone Patient Disposition Clinical Characteristics Figure 2. Time to Progression in Patients With Leukemic Transformation or Death

marrow fibrosis' o All 232 patients with MF enrolled in MOST were included in this analysis o In cohort A, for patients with vs without progression during the study (Table 5): .
o Patients with MF are stratified for risk of disease progression using prognostic scoring systems o Of the 232 patients, 205 met study inclusion criteria upon central review and were included in — Asignificantly larger percentage were aged >65 vs <65 years at diagnosis " A Progression event °°T”
based on disease phenotype? this analysis as cohort A (Figure 1) (53.3% vs 35.3%; P=0.0384) . - . @ Death due to disease progression B
» Prospective data regarding disease progression in patients with low-risk MF are limited, — The remaining 27 patients were enrolled despite having 21 DIPSS risk factor (other than — The duration from diagnosis to enroliment was not significantly different N - — b . M Leukemic transformation
as this patient population is typically excluded from interventional clinical trials and previous age >65 years) and were analyzed separately as cohort B (median: 1.9 vs 1.4 years; P=0.9997) - A — .
studies are largely of retrospective design Disease Progression » Median (range) time from diagnosis to enroliment for patients in cohort B was 1.9 (0-31) years s | . . s s0 .
» The Myelofibrosis and Essential Thrombocythemia Observational Study (MOST) is a ¢ In cohort A, 120 patients (58.5%) had disease progression during the study (Table 2) » Median (range) duration of enrollment for patients in cohort A with and without disease = . A -
prospective observational study that collected data from patients with low-risk and — Of the 29 patients who met 23 progression criteria, 15 met 3 criteria, 7 met 4 criteria, progression on study was 4.5 (3.5-5.7) years and 4.3 (3.5-5.6) years, respectively A A - = o
intermediate (INT)-1-risk (by age alone) MF 4 met 5 criteria, 2 met 6 criteria, and 1 met 8 criteria » For cohort B, median (range) duration of enrollment was 4.3 (3.6-5.4) years s . :
— The most common progression criteria met were hemoglobin <10 g/dL (47.5%) and : : - , - e - - 4 -
. _ latelets <100x10%/L (31.7%) o The percen.tage of.patlents in coh_ortA receiving MF-directed therapy at enrollment was similar . s
Objective et _ _ , _ , for those with vs without progression (59.2% vs 61.2%) . . . . . . . . . .
— 12 patients (10.0%) died due to disease progression and 6 (5%) had leukemic transformation _ _ _ _ o _ . 0 6 12 18 24 30 36 42 48 54
« This analysis evaluates disease progression in patients with MF enrolled in MOST (Figure 2) — For p_qtlfants Wlttl VS wﬂhogt_pr(zgressmn, a S|gn|f|captly_h|gher percentage were receiving Duration of Follow-Up, Months
° In Cohort B, at the t|me Of enrollment (n=27) (Table 3) rUXO!lt!r“b (333 /0 VS 141 /0, P_00078)1 .anf a nonSIinflcantly |0wer percentage were Each bar>represents1 patientin thg stud){. Progres.sion evgntsinclude circulati:g b)lastgs >1%; new or worsening splenomegaly; platelets >100x10°/L; presence of weight loss, fever, or sweats;
rece|V|ng hyd roxyu rea (225% VS 365%, P_0091 3) received >1 red blood cell transfusion during study; and white blood cell count >25x109/L.

— The most frequent criteria met were hemoglobin <10 g/dL (51.9%), followed by white blood
cell count >25x10%/L (29.6%)

Table 5. Enroliment Demographics and Clinical Characteristics in Patients With and Without Progression Figure 3. Kaplan-Meier Estimate of Time to Progression Criterion Met (Cohort A)

Study Design — 8 patients (29.6%) in cohort B had disease progression during the study (Table 4)
» MOST (NCT02953704) is a prospective observational study that enrolled patients with MF or Cohort A Cohort B 1.0 7 Number of Patients at Risk
. . 0o . . . . 0 . . 204 1 1 112 2 42 1
essential thrombocythemia at clinical practices throughout the United States (Figure 1) Table 2. Progression Criteria Met During Study (Cohort A; N=205) No Progression 21 Progression _ 09 1o s 5 44 % % fa : > :
-~ - " Criteria Met Criterion Met 2 084 » o 19 15 10 ‘ 1 0 0 .
o PhyS|C|ar'1-repor.ted data were collected .durlng usual-care visits over a planned 36-month Number of Progression Criteria Met in Study rotal T S ot g gj _
observation period, as previously described? 1 2 >3 >1 Variable (N=205) (n=85) (n=120) (N=27) 2 o.e | ’__,_r‘J —
» Patients enrolled with MF were low risk or INT-1 risk (by age >65 years alone), defined by Variable (n=64) (n=27) (n=29) (n=120) Age at diaanosis. medi 64.6 (2185 62.0 (3566 65.0 (2185 66.3 (3064 E o
Dynamic International Prognostic Scoring System (DIPSS)? criteria in <10 g/dL 19.(29.7 17 (63.0 21 (72.4 57 (47.5 ge at diagnosis, median (fange), years 0 (21-58) 3 (35-55) 9 1-59) o (52:54) g 0
ynamic International Prognostic g System ( ) Hemoglabin <10 g (297) (63.0) (724) (47.5) >65 years, n (%) 04 (45.9) 30 (35.3) 64 (53.3) 16 (59.3) 8 04
. . . e . ’ ' ' ' ' a v
o Criteria for enroliment into MOST were confirmed locally and centrally; key eligibility criteria Platelets <100x10°/L 12(18.8) 7(25.9) 19 (65.5) 38 (31.7) <65 years, n (%) 111 (54.1) 55 (64.7) 56 (46.7) 11(40.7) 5 03 Timeto Timeto et
are ShOWﬂ |n Figure 1 Presence of constitutional SymptomS (We|ght IOSS, fever, or SweatS) 13 (203) 7 (259) 17 (586) 37 (308) Age at enro"ment, median (range), years 68.0 (35'88) 66.0 (35'88) 70.5 (35‘88) 68.0 (45-87) g 02 First Criterion Second Criterion Third Criterion
. . . R . . . . Number of patient 205 120 56
» Disease progression on study was defined as the acquisition of 21 of the progression criteria New or worsening splenomegaly 13 (20.3) 5(18.9) 16 (55.2) 34 (28.3) Male, n (%) 102 (49.9) 45 (529) 57 475) 14519 S 01 Number () of everts 120 (58.5) 56 (46.7) 29(51.8)
. . , - - - - A Number (%) of i 85 (41.5) 64 (53.3) 27 (48.2)
outlined in Table 1 Blasts >1% 4(6.3) 5(18.5) 11(37.9) 20 (16.7) X & 001 M:r(;]ia(:\r(CI) time i months 249 (19.2-34.7) 282 (14.3NE) 116 (8.9-26.5)
White blood cell count >25%109/L 2(3.1) 6 (22.2) 11(37.9) 19 (15.8) Ra\fver{'tn (%) 78679 639 107 (899 o (178 . . . . . . . . . .
Fiqure 1. Desian for the MF h ) . Ite . . . . 0 6 12 18 24 30 36 42 48 54
gure 1. Study Design for the MF Cohort Death due to disease progression 1(1.6) 3(11.1) 8 (27.6) 12 (10.0) Black 13 (6.4) 7(8.2) 6 (5.0) 1(3.7) Time to DIPSS Criterion, Months
) ) Received >1 red blood cell transfusion during StUdy 0 3 (111) 5 (172) 8 (67) Othert 13 (64) 7 (82) 6 (50) 5 (185) Cl, confidence interval; DIPSS, Dynamic International Prognostic Scoring System; NE, not evaluable.
Usual-care observation period: Leukermic t formation 0 | (3 7) 5 (17 2) 6 (5 0)
23 years* eukemic trans . . . . . .
[ Study star ﬁ[ End of study ] T|mdg from MF diagnosis to enroliment, 1.8 (0-38) 1.4 (0-24) 1.9 (0-38) 1.9 (0-31) . . . . o
Enrollment began ot booroatior median (range), years Duration of Time to Meeting Progression Criteria
(November 2016) (March 2022) Table 3. Summary of Progression Criteria Met at Enroliment (Cohort B) MF-directed therapy at enroliment, n (%) 123 (60.0) 52 (61.2) 71(59.2) 18 (66.7) » In cohort A, median (95% confidence interval) durations of time to meeting first, second, and
. . . Disease progression during study Cohort B Hydroxyurea 58 (28.3) 31(36.5) 27 (22-5)* 7(25.9) third progression criteria were 24.9 (19.2-34.7), 28.2 (14.3-not evaluable), and 11.6 (8.9-26.5)
MF Cohort - kM?:OhoIrlfl{'\-F' i n=120 (58.5%) Variable (N=27) Ruxolitinib 52 (25.4) 12 (14.1) 40 (33.3) 10 (37.0) months, respectively (Figure 3)
(N=232) > (low-risk MF or INT-1-fis —— Other? 19(9.3) 10 (11.8) 9(7.5) 2 (7.4)
l3%(?59 esgnlf);) No disease progression during stud Met 1 criterion, (%) 252,
Select Inclusion Criteria . n=205 (88.4%) ) > F:ng 41.5%) g study Hemoglobin <10 g/dL 13 (48.1) Enroliment duration, median (range), years 4.4 (3.5-5.7) 4.3 (3.5-5.6) 4.5 (3.5-5.7) 4.3 (3.6-5.4) Conclusions
) é:gg/;agsag:]?)ges of prima Iy or White blood cell count >25X109/L 7 (259) *P<0.05 vs patients without progression. fOther includes Asian, American Indian/Alaskan Native, and other. ¥Other treatments include anagrelide and interferon.
7 Gl e gl Ol Constitutional symptoms 4 (14.8) MF, myelofibross. ’ ’ i i i i
:Aelgogg:t%{\/ﬂiﬂ(llni?z:sgt FI)Er'II'ml\jg p N _ Disease progression during study Blasts >1% 1(3.7) o Over 4 years of follow-up, 58.5% of patients with low-risk or INT-1-risk (by age alone)
, post-PV MF, or post: > n=8 (29.6% : : :
: ICIas§ifi|(e|(\j/”l;>y D||'518_81 e rl:al\\//lipgb > (INT-1-risk Mcl::ogggrtBhan age only) — Met 2 criteria, n (%) 1(3.7) Mutation Testing MF had evidence of disease progression
:QVLQ%S yeafg alor;e‘”s y n=27 (11.6%) [ No disease progression during study Hemoglobin <10 g/dL and constitutional symptoms 1(3.7) » Among all enrolled patients, 186 were evaluated for 21 known driver mutation (Table 6) o In patients with lower-risk MF, median time to meeting first and second disease
h g g n=19 (70.4%) Met 3 criteria, n (%) 1(3.7) progression criteria was approximately 2 years for each, decreasing to approximately
. o White blood cell count >25%10°/L, blasts >1%, and constitutional symptoms 1(3.7) _ 1 year for the third criterion
DIPSS, Dynamic International Prognoystic Scoring System; ET, essential thrombocythemia; INT, intermediate; MF, myelofibrosis; PV, polycythemia vera. Table 6. Mutation Status at Enrollment — This observation indicates an increaSing rate of progreSSion over the course of the StUdy

Table 1. Criteria for Disease Progression on Study*

Hemoglobin <10 g/dL

Platelets <100x10°/L

Blasts >1%

White blood cell count >25x10°/L
Leukemic transformation (blasts >20%)

Laboratory-Defined
Criteria

Presence of constitutional symptoms (weight loss, fever, or sweats)
New or worsening splenomegaly

>1 red blood cell transfusion during study

Leukemic transformation (physician-reported)

Death due to disease progression

Physician-Reported
Criteria

A patient was determined to have disease progression if they had 21 documentation of progression criteria during the study period.
*The definition of disease progression used in this study has not been validated across other studies.

Table 4. Progression Criteria Met During Study (Cohort B)

21 Progression Criterion Met During Study

Criterion, n (%) (n=8)
Hemoglobin <10 g/dL 5 (62.5)
Platelets <100%10°/L 5 (62.5)
Presence of constitutional symptoms (weight loss, fever, or sweats) 3 (37.9)
New or worsening splenomegaly 3 (37.5)
Leukemic transformation 2(25.0)
Blasts >1% 1(12.5)
Received >1 red blood cell transfusion during study 1(12.5)
White blood cell count >25%10°/L 0
Death due to disease progression 0

Cohort A Cohort B
No Progression 21 Progression
Total Criteria Met Criterion Met Total

Mutation (N=205) (n=85) (n=120) (N=27)
JAK2 positive, n/N* 108/158 42165 66/93 15/17
CALR positive, n/N* 33/44 17/23 16/21 1/3
MPL positive, n/N* 5/31 4/21 1110 0
Triple negative, n/NT 3/16 2/10 1/6 0
Unknown, n# 51 25 26 3

A patient may have >1 positive mutation.

*Numerator = patients positive for mutation; denominator = patients tested for mutation. fNumerator = patients negative for all 3 mutations; denominator = patients tested for all 3 mutations.

*Unknown refers to patients with =1 mutation test done (JAK2, CALR, or MPL) who did not test positive for a mutation or negative for all 3 mutations.

CALR, calreticulin; MPL, myeloproliferative leukemia virus oncogene; JAK, Janus kinase.

o These data provide real-world insight into the characteristics and rates of disease

progression in patients with lower-risk MF
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