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Introduction
= Myelofibrosis (MF) is associated with a substantial symptom burden that can negatively impact patients’ health-related quality of life
g—::(zl(z:acn;f(u;;grl:i <fusions are commonly used fo adcress anemia n M and may improve anemia-elated symploms a6 = Baseline characteristics of the pooled analysis sets are shown in Table 2; more patients were Tl in SIMPLIFY-1 (69.2%) than in Figure 2. Scores at Baseline by Transfusion Status in SIMPLIFY-1 (SF-36v2), SIMPLIFY-2 (SF-36v2), and ;:?A lljb rLeI:.YSzF-36v2 Physical Functionin ain Scores by Baseline Hb Levels in SIMPLIFY-1 and
" 7 SIMPLIFY-2 (32.7%) or MOMENTUM (13.8% MOMENTUM (EORTC QLQ-C30 -
result; however, they are burdensome and may be associated with complications that could negatively impact social, emotional, and ( ) . ( ,o) . ) . ) ( )
general health status*® = SF-36v2 results were available from 503 patients (85.5%) in the pooled SIMPLIFY trials at baseline; across all domains, mean scores
in this clinical trial population with MF were lower than the reported general population mean (Figure 1 :
= Thus, HRQOL may be further compromised in patients with MF who are transfusion dependent (TD) or transfusion requiring ) Bop ! ; é E (Eig ) ) ) Bassline Week 24
(TR) s PaEIrTnti \gho werebTD orTR Ia; ba;:hfne?;d Io¥|erFmean icores than those who were Tl across most domains (all domains for TD A. SIMPLIFY-1 aTD@00) =TR(M=23) =T (1=262) B. SIMPLIFY-2 *TD(p=60) =TR(=19) =T (n=49) 59
vs Tl, all domains but general health for TR vs TI; Figure s w0 aosses =3
= However, the relationship between transfusion status and HRQOL in MF has not been comprehensively characterized to date Trends at week 24 we?e similar to those observed atg baseli:w with patients who were TD (n=142) or TR (n=42) having lower = 49y sy, w8 s 0T _;;.‘“ s 25 T &
= Here we report an exploratory post hoc analysis of the association between transfusion status, hemoglobin (Hb) levels, and patient- mean SF-36v2 scores than those who were Tl (n=289) acrosé all dcfmains 9 0 20 1 .
reported outcomes (PROs)in phase 3 trials of the Janus kinase (JAK) 1/JAK2/activin A receptortype 1 inhibitor momelotinib in . . ; . ; : — 5 g il - .
patients with MF7-° = In analyses of the impact of baseline transfusion status on PROs by study, differences were observed in the physical functioning, role- T h “ =
physical, and general health SF-36v2 domains in the JAK inhibitor—naive population of SIMPLIFY-1, with higher mean scoresin H & 4 + ¥
- - patients who were Tl vs those who were TD (Figure 2A); similar trends were observed to a lesser extent in SIMPLIFY-2 (Figure 2B) § wo b § :
Oblecltlve = Associations between transfusion status and PROs in the JAK inhibitor—experienced population of MOMENTUM were also S0 8 s w4
observed in some domains of the EORTC QLQ-C30, including better physical functioning and improved fatigue in patients who 5 g %
were Tl vs those who were TD (Figure 2C) 10 100 2|
= To evaluate the impact of transfusion burden and anemia, using PROs to capture concepts such as HRQOL and functioning, on ) . . " . J
patients with MF inpphase 3 trials of momelotinib 9 P P < 9 = Among patients in the pooled SIMPLIFY trials who were TD and had SF-36v2 results at baseline, 75 remained TD (50.0%), 21 - s z: x
became TR (14.0%), 40 became Tl (26.7%), and 14 had no data (9.3%) at week 24 Doscui Rolophisied] Sewent vy Coisodd " Mexatestn (Physical Roleptysica Genoral ' Vialty  Socia Mental heat ]
unctioning eal n ing
= Patients who were TD at baseline but became T| at week 24 experienced substantially greater improvement (positive mean change Pvalue! 2501 7385 5181 Pvalue* 4585 4622 5337 7463 9843 6843 Mean 372 379 40.1 426 408 403 430 452
from baseline) in most SF-36v2 domains vs those who remained TD (all domains except vitality), mean changes from baseline in sD 94 105 10.0 95 97 99 104 87
patients who became Tl exceeded the MID for all domains except role-physical (Figure 3) il B e
10 (n= n=71) =T (o=
Clinical Trials = At both baseline and week 24 in the SIMPLIFY trials, a modest incremental effect of Hb level on the SF-36v2 physical functioning C. MOMENTUM e Hb,gidL: <8 28t0<10 210t0<12 212
domain was observed (Figure 4); no clear association was found between Hb levels and other SF-36v2 domains L)
= SIMPLIFY-1 and SIMPLIFY-2 were phase 3 trials of momelotinib vs ruxolitinib in JAK inhibitor-naive patients with MF (SIMPLIFY-1; (Fig ) Baseline: [T (n=ss) I (=1e5) (n=157) [ (n=119)
N=432) or vs best available therapy (88.5% ruxolitinib) in JAK inhibitor—experienced patients with MF (SIMPLIFY-2; N=156)"8 % i Week 24: (n=38) [ (n=173) (n=143) (n=87)
= The treatment-agnostic pooled analysis set for these post hoc analyses comprised both arms of the intent-to-treat populations § Box and whisker plots indicate median (midiine), interquartile range (boxes), and range (whiskers); + indicates the mean score, while x indicates outlers
of SIMPLIFY-1 and SIMPLIFY-2 Table 2. Baseline Characteristics in the Pooled Analysis Sets g w0 Ho:hemealabin SF-36:2, Short Form 36 version 2
= To confirm and expand on results observed in the SIMPLIFY trials, a PRO analysis in the treatment-agnostic pooled analysis set of SIMPLIFYA Sietirvs Pooled SIMPLIFY-1 + I §
the phase 3 MOMENTUM trial (momelotinib vs danazol in JAK inhibitor—experienced patients with MF; N=195)° was also performed Bassline charactariaticss (N=432) (N=156) (s,:'::,ffy 2 (N=195) g
Subgroups Age, median (range), years 66 (25-86) 68 (41-92) 67 (25-92) 71 (38-86) g o
= Acrosstrials, transfusion status at baseline and at week 24 on study was defined as follows’-: Male sex, n (%) 244 (56 5) 93 (59.6) 337 (57.3) 123 (83.1) . sIM:LIFY-L SIIIIIIPIEIIIZfY-Zth and MO|MENTUM wetr(; not deslignted to prgs(;:ectiyetly evaluate the impact of transfusion
= Transfusionindependent (TI): no transfusions and all Hb levels 28 g/dL in the previous 12 weeks ::':b:y(:n i sree e ke rrees ** physical Rolefunctioning __ Socia Emotional Fatigue G - ?/o R ERIEnS Jrasoe p.os. e o.ra SR AL EeE e .
- TD: 24 RBC units transfused or an Hb level <8 g/dL in the previous 8 weeks oME 204 (555) 94 (603) 238 (575) 124 (636) vy kg o [machdg  giacsosd These studies were ngt powered for stgtlstlcal comparison between groups defined by trapsfgsnon status. No
« TR not meeting the criteriafor either Tlor TD e b e el Stine) Values sv0r sach v dncte e mean ‘ formal hypothesis testing was prespecified, and the analyses were not controlled for multiplicity
) ) _ _ ) ) o Tt s N e e k % = The SF-36v2 and EORTC QLQ-C30 are generic PRO assessment instruments and do not specifically characterize the
= Hblevels at baseline and at week 24 were defined according to corresponding severity of anemia as follows (subgroups at each Ha o) 30 (25.0) 128 218) 10 (51) i i Hisner scores nccate o comane e fatue domein experience of patients with MF and/or those receiving transfusions; thus, changes specific to this disease state may
time point were based on the level at the given visit)'%: Int-2 143 (33.1) 90 (57.7) 233 (39.6) 112 (57.4) not be captured
. <8gldl High 200 (46.3) 27 (17.3) 227 (38.6) 69 (35.4) P
Palpable spleen size, medi ! 12 (531 12 (5-30 NA 11 (2-39) i i ) ) B i *= A PRO assessment every 4 or 12 weeks may not be granular enough to fully capture changes in patient experience
- 28t0<10g/dL P:;e = "?: e ! . s Figure 3. SF-36v2 Scores at Baseline and Week 24 in the Baseline TD Patient Subgroup in SIMPLIFY-1 and due to changes in transfusion status
= 210to <12 g/dL oo 41 (95) 60 (44.2) 101 (17.2) 100 (51.3) SIMPLIFY-2
- 2129l oo 2% (36 %@ 25 (169) 219
PRO Assessment Hb('g":/'&L" (%) 9113 212 8 (12.9) 04 482) Physical Functioning Role-Physical General Health Co n CI us I o n s
= Short Form-36 version 2 (SF-36v2) was an exploratory endpoint in both SIMPLIFY trials 28 g/dL 382 (88.4) 123 (78.8) 505 (85.9) 100 (51.3) N 7] 9 - . . i . =
= Completed at baseline and then every 4 weeks on study to week 24 Transiusion i, (%) B o e — ) ] - = Lower HRQQL and functlonlln.g at baseline were reported in patlent.s W|th le in _the phase 3
= Generic measure of patients’ self-reported health, well-being, and functioning across 8 HRQOL domains, with high scores TD 105 (24.3) 85 (54.5) 190 (32.3) 97 (49.7) . 1 w7 SIMPLIFY trials of momelotinib compared with the general population, highlighting the
indicating better HRQOL and/or functioning; norm-based score ranges and minimally important differences (MIDs) vary by ER LR D=0 -2 Az, « detrimental impact of MF on PROs regardless of transfusion status
domain (Table 1), with a norm-based score of 50 corresponding to the mean value of the general population (SD, 10)'.12 JAgf:fh',;F mutation status, n (%) 255 619) 107 86) 73 @24) 148 759) . il I & ] i i i
X 1 . : = 5 | 2 4 L =
= European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire—Core 30 (EORTC QLQ-C30)was a Negative 114 (26.4) 43(276) 157 (26.7) 40 (205) 3 . 3] ERE H !-ower ezl Szt elbtie st all SF 36_‘/2 domains were .reported In patlent§ who were TD than
secondary endpoint (assessment of cancer-related fatigue) in MOMENTUM oPss o eratorrFron e 5. hemogioon I, ermedae PSS INemalara Prognosie S SySem: A, 30U HTase, . Tyeofbros; e e, PET-IF post R o in those who were TI, either at baseline or at week 24 in the SIMPLIFY trials, suggesting that
= Completed at baseline, week 12, and week 24 = Some categories may not total 100% due to patients with missing data. = Per PSS in SMPLIFY-1 and SIMPLIFY-2 and per DIPSS in MOMENTUM. : 2 N transfusion dependence in MF haS a ful’ther negative impact on multlple aSpeCtS Of patient
= Self-report assessment of HRQOL in patients with cancer, with 30 items spanning 15 domains covering global health status, ] . i 2 . N 9 quality of life
symptoms, and functioning; scores are transformed on a scale from 0 to 100, with high scores indicating either better global Figure 1. SF-36v2 Scores at Baseline by Transfusion Status in SIMPLIFY-1 and SIMPLIFY-2 1 =1 ) L . . . .
health status/functioning or worse symptoms, and MIDs vary by domain (Table 1)(3 T v v ot e s e O Assopla'flons between_ baseline transfusion status and PROs' were observed in the physical
= The current descriptive analyses are focused on domains of the SF-36v2 and EORTC QLQ-C30 that were hypothesized to have the Physical Functioning Role-Physical General Health ol 28 | 104 94 97 sl W00 [l B4 'k 164 N s:a "I" 1’: :: :; =i functioning, role-physical, and general health SF-36v2 domains in SIMPLIFY-1
i i H i i AN 5] s L ” ¥ Mean change from baseline 1.2 53° 48  Meanchange from baseline 11 1.3 22 ean change from baseline 1.4 26° 4.3° . L. ) :
most potential to be impacted by transfusions, such as those related to physical and social functioning' < = o g . 12 BP0 g ooy Ty (SD): (87) (56) (5.8) baesieidisiy bser e R = These results were supported by associations between transfusion status and the physical
= = ] functioning and fatigue domains of the EORTC QLQ-C30 in MOMENTUM
Table 1. Reported SF-36v2 and EORTC QLQ-C30 Rchot .,R::Eii e:’nd MIDs ; : s g :f Fooes g 57 H B _— Vitality Social Functioning _ Manmamany e o s r10) «  Greater improvement across the SF-36v2 physical functioning, role-physical, general health,
Lowest Highest ] =] | o a social functioning, and mental health domains was reported in patients who were TD at
o 2 b oda | Overall pooled i Became Tl atweek 24 i e . = 4 -
Physical functioning 193 575 230 73 A 2 s satmein . . I "1 I I (n=40; change from baseline, n=34) baseline in the SIMPLIFY ftrials but became Tl at week 24 compared with those who remained
Role-physical 212 572 230 o] 53] w: - = & 1 e Inestoe mean chanaes from - A o i - o .
oty o iy 20 o .5 S o T whe— = ™ b ! A WA E Greenindicates mesn changesfr TD, supporting the importance of transfusion independent status for physical functioning,
b 100 101 95 L (n=150) o I . .
General health 190 665 220 W ___s o “ oL R . * 9 l general health, mental health, and overall quality of life
SF-36v212a : g i g g™
e - o o vitality Social Functioning Mental Health - "ol B o e = Mean changes for patients who became Tl exceeded the MID for groups with low baseline
Role-emational 144 562 240 - e . B (e . = = scores in all domains except role-physical (MID, 3.0; mean change, 2.2)'2
Mental health 16 64.00 230 ] ] o] 2 “1 ; 4 . 7
C:::m lm,u,.mg pijsical functioing - - 570 b - — - ©3(102) Z g " = Hb Ie\{els at l?oth baseline and_ week 24_ |n_the SIMPLIFY trials may be u.'lcrementally
Global qualty of e, socialfunctioning - - >80 g o] £ .7 s = i i " : associated with SF-36v2 physical functioning score, although the association was modest
Emotional functioning, nausea and _ _ 9.0 3 o 436(10.6) 4 o7 3 :: Mean| 421 | 446 467 478 Mean| 426 | 436 430 486 Mean| 460 | 471 476 488 . . i . i
EORTCQLO-CIIIS o T e IS0, pan i = =] 7 sople | e er o 10z ] o9 o1 82 so 103 | 108 92 108 = These analyses highlight the detrimental impact of transfusion dependence on several HRQOL
ipation s - > 2k w2l 2 9 a a o a - ’ . . . . .
i - i 5110 =] . R N ananny e amy m domains, most notably those related to physical functioning and fatigue, and the benefits of
Role functioning . - >120 o = = I SR —— .y PR I achlevm.g transfusion lr_idependepce at.we'ek 24, supporting further research into the effects of
Appetite loss = = >13.0 SD| 104 1.1 106 D 103 12 107 sD| 103 10.0 10.2 'T:pu:g:.ol:pmm each of scores at subgroup of patients who were TD, while the other 3 indicate the distributions atweek 24 for patients inthat subgroupwho remained TD, became TR. or became TI. tl'anSfUSIOI"IS and anemia on qua“ty Of ||fe in MF
EORTC QLQ-C30, European Organisation for Research and Treatment of Cancer Quality of Life ore 30; MID, y , SF-36v2, Short F¢ 36 ion 2. Box and whisker plots (midline), Q¢ X mean score, while x indicates outliers. MID, minimallyimportant difference; SF-36v2, Short Form-36 version 2; TD, LTI, TR,
i In2009 sample, perreference 12. * All domains are scoredon a scalefrom 110 100, per reference 14 SF-36v2, Short Form-36 version 2; TD, T R * Indicates mean changes from baseline that exceeded the MID for the domain (2.0 for general health and vitality, 3.0 for remaining domains).
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