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Transfusion Intensity Over Time in Patients From the Phase 3 SIMPLIFY-1 and MOMENTUM Trials of Momelotinib
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Introduction Results Conclusion

+ Anemia is a cardinal feature of myelofibrosis (MF), along with splenomegaly and constitutional symptoms'2 * Baseline characteristics in SIMPLIFY-1 and MOMENTUM are summarized in Table 197 . -1 inei i i " . Ly . . . .
Y MP) E P EAd yme Table 2: SIMPLIFY-1: Change From Baseline in Transfusion Intensity * Momelotinib was associated with improvements in RBC transfusion intensity and zero RBC transfusion status vs
. . - . . . . o e Momelotinib Ruxolitinib Hnib i inhibitor—nai i i -
* Red blood cell (RBC) transfusions, which are often used to manage anemia in patients with MF, are a negative Table 1: Baseline Characteristics”" n=215 n=217 ety 0 S X il stisr—nenve seliens wil A GIPLRT=)
prognostic factor for overall survival and are associated with diminished quality of life and increased health care— SIMPLIFY-T MOMENTUM Randomized phase (ITT) . _ . - ) ' o
related economic burden2’ Transfusion intensity status, n (%)°° n=214c n=216¢ - Momelotinib treatment was associated with a reduction in mean RBC transfusion burden, while ruxolitinib
Momelotinib Ruxolitinib Momelotinib Danazol Improved from baseline 41(19) 23 () was associated with increased mean RBC transfusion burden
S . - S n=215 n=217 n=130 n=65 No change from baseline 144 (67) Q4 (44)
* Momelotinib is a Janus kinase (JAK) 1/JAK2/activin A receptor type 1inhibitor recently approved by the US Food and Age, mean (SD), y 65.0 (10.7) 64.4 (10.6) 69.9 (8.2) 715 (7.0) Worsened from baseline 28 (13) 99 (46) . o o . .
Drug Administration for the treatment of patients with MF and anemia® Male, n (%) 124 (58) 120 (55) 79 (61) 44 (68) Change from baseline in transfusion intensity, mean 010007) 039 (10) - Most patients who crossed over from ruxolitinib to momelotinib during the open-label phase experienced
White, n (%) 179 (83) 178 (82) 107 (82) 50 (77) (SD) T T improved or maintained RBC transfusion burden vs baseline
O, . . .
- Momelotinib has demonstrated clinically meaningful and durable improvements from baseline in anemia, splenomegaly, and MF;&T:tVPe’ n (%) 128 (60) 16 53) ) P Non-transfusion 'ndepe“dent:‘t baseline
- 1e9- Transfusion intensity status, n (%)° n=68 n=65 . . . . . .
9-12
symptoms across 3 phase 3 trials PPV-MF 48 (22) 50 (23) 27 (21) a7 improved from baseline 41(60) 23 (35) - These do.ta. suggest that increases in tronsfugon burfj'er.\ were delayed or prevented in patients treated with
PET-MF 39 (18) 51(24) 25(19) 8(12) No change from baseline 5(7) 4 (6) momelotinib compared with those treated with ruxolitinib
- Prespecified anemia endpoints in momelotinib phase 3 studies prioritized achievement of a strict transfusion independence IPSS/DIPSS risk category, n (%)° Worsened from baseline 22 (32) 38 (58)

i i i i i i Int diate-1 46 (21 43 (20 75 35 ine i jon i i e e . . . .. . .
response, defined as no transfusions for 212 weeks immediately before the end of week 24, with all hemoglobin (Hb) levels >8 ntermediate- (21 (20) ©) ©) Change from baseline in transfusion intensity, mean -037(12) 029 (15) « In JAK inhibitor—experienced patients with MF (MOMENTUM), momelotinib showed greater reduction in RBC
g/dLo-n Intermediate-2 76 (35) 67 (31) 72 (55) 40 (62) (SD) ) ' ) ) )

High 93 (43) 107 (49) 50 (38) 19 (29) Open-label phase (ITT) Momelotinib->momelotinib Ruxolitinib=>momelotinib transfusion burden from baseline vs danazol, which is a standard anemia therapy
L itudinal Ivsis of t fusion intensity (unit 28 days) | h 2 trial of lotinib i tients with Missing 0 0 1 3(5) Transfusion intensity status, n (%) n=171 n=197
° onglwudinal analysis or transrusion intensity (Units per ays) In a pnase ral or momelotinio 1IN patients wi JAK2 V617F mutation positive, n (%) 125 (58)b 141 (65)b 97 (75)¢ 51 (78)¢ Improved from baseline 34 (20) 35 (18) i o i X L. X X X . X
. . . . . . . . . . . . > >
transfusion-dependent MF demonstrated a reduction in transfusion burden in most (85%) patients despite a Previous JAK inhibitor duration, NA NA 138.5 (123.0) 124.8 (120.0) No change from baseline 109 (64) 125 (63) ACfOS%S b.oth.trlols,._85 % of pC'tlef.‘ti treot?d Wgh :l"or:e.bt'nr:b either ”l‘O"nJFg'ned 2; experlgnced |mproyeg o
transfusion independence response rate of 34% at week 24 in the trial, highlighting that the binary endpoint may not _Irf’sesan (SD)’(SWIID() 19.4 13.2) 17.9 (115) 28.0 (13.8) 257 (12.8) Worsened from baseline 27(16) 37.(19) ’]Ercr;f] usion In:ensflty cicquored with baseline, highlighting that momelotinib provides consistent anemia benefit
. . ; . . 1314 , mean . . 9 (. . ) . . Change from baseline in transfusion intensity, mean _ _ Oor the majority or patients
fully characterize the treatment effect on overall RBC transfusion burden in patients with MF Hb level, mean (SD), g/dL 106 (20 107 (2.4) 81010 79 (0.8) D) 0.07(0.8) 0.03(1.0)
Hb level 28 g/dL, n (%) 187 (87) 195 (90) 67 (52) 33 (51) o L . - . . . -
T @ Transfusion intensity is calculated as the number of RBC units transfused divided by the number of days in an observation period and multiplied by 28.
Transfus!on independent, n (%) 147 (68) 152 (70) 17.(13) 10 (15) Improved means any decrease from the baseline RBC units transfused, and worsened means any increase from the baseline RBC units transfused: no
Transfusion dependent, n (%) 53 (25) 52 (24) 63 (48) 34 (52) change means neither improved nor worsened. ® One patient in the momelotinib arm had insufficient transfusion intensity information. ¢ One patient in
. . . each arm did not receive any treatment at all and are excluded from descriptive analysis of transfusion intensity status.
@ IPSS and DIPSS were used in SIMPLIFY-1and MOMENTUM, respectively. ® In total, 29 patients (13%) randomized to momelotinib and 23 patients (11%) randomized to ruxolitinib had . . . . . . .
O bj eCt ive unknown JAK mutation status. © In total, 5 patients (4%) randomized to momelotinib and 2 patients (3%) randomized to danazol had unknown JAK mutation status. Flg ure 4: MOMENTUM: Shift From Baseline in Transfusion |ntenSIty Du ring the
Randomized Phase by Treatment
+ The aim of the current study was to characterize the impact of momelotinib and comparators on transfusion burden SIMPLIFY-1 Flgure 3: SIMPLIFY-1: Mean Chanqe From Baseline in Transfusion lntenSIty bY Month Momelotinib Arm Danazol Arm
in JAK inhibitor—naive or —experienced patients with MF from the phase 3 SIMPLIFY-1 and MOMENTUM trials . . . . . I . i i Transfusion intensity during the treatment period® Transfusion intensity during the treatment period”
(Figure 1) P P P + 150 of 213 evaluable patients (70%) in the momelotinib arm and 163 of 216 evaluable patients (75%) in the ruxolitinib arm required Durmg Randomized Treatment (ITT) (units per 28 days) Total (units per 28 days) Total
Zero Units Of RBC trOnSfUSion per 28 deS Ot bqseline (Figure 2) n (%)° >0to1 >1to2 >2to3 >3to4 >4 (baseline): n (%)° 0 >0tol  >1to2 >2to3 >3to4 >4 (baseline):
- Momelotinib led to better maintenance of zero RBC transfusion requirement, with nearly all these patients maintaining zero RBC transfusion 0.7 - 0 n=26 ° (J;) n=tl
requirement (142 of 150 [95%]), when compared with ruxolitinib (93 of 163 [57%)]) = ' 0.63 0.50 .
Methods + Using ordinal bins, 87% of patients in the momelotinib arm maintained (144 [67%)]) or experienced improved (41[19%]) RBC e 0.6 - ' g 0 @ @ 28 g @5) e
transfusion intensity during randomized treatment compared with baseline vs 54% in the ruxolitinib arm (maintained, 94 [44%]; 2 - £2 2 . ; >
. o - c = Momelotinib £8 Olto2 n=30 £8 >lto2 n=14
improved, 23 [11%]; Figure 2; Table 2) = 0.5 - Ruxolitinib 28 “43) 28 @ @ S
Figure 1: SIMPLIFY-1° and MOMENTUM!" Study Designs - In the open-label treatment phase, the majority of patients (81%) switching from ruxolitinib to momelotinib experienced improved or maintained 2 é;f, 3 9 - é;" 1 -
p p Jority or p g P P & 04 £2 203 a | @b n=20 £g >2t03 a7) n=6
RBC transfusion intensity vs baseline = T £3 £3
: 7} g g
Randomized phase Open-label phase + Mean RBC transfusion burden per 28 days decreased by 0.10 units (SD, 0.7) from baseline to randomized treatment in the S 0.3 - 2 s o | ae | @ n= D 304 o G
No previous treatment Patients momelotinib arm and increased by 0.39 units (SD, 1.0) in the ruxolitinib arm (Table 2) +
. . N=432 Momelotinib 200 mg once daily L. . . . . . . E 0]7 >4 3 1 3 n=15 >4 1 n=10
SMPLEY with JAK inhibitor - S - Similar trends were observed in RBC transfusion burden when assessed in the subset of patients who were not transfusion independent at o 0.2 - Qo) | @ | @0 (10)
(NCT01969838) PLT >50x109/L 1.1 randomization Ruxolitinib 20 mg twice daily e ElRlly bqse“ne é Total (during treatment):  n=46 n=36 n=21 n=13 n=8 n=6 N=130 Total (during treatment):  n=11 n=23 n=7 n=12 n=1 n=11 N=65
- (or adjusted per prescribing information) . . . . . . . . (0] 0.1 1
* Analysis of change from baseline in mean RBC transfusion burden by month was consistent with increased RBC transfusion burden at g 0.05 Left of diagonal = Right of diagonal = Left of diagonal = Right of diagonal =
each time point in the ruxolitinib arm and a decrease in transfusion burden at each time point in the momelotinib arm (Figure 3) No! 0 improvement/reduction  worsening/increase improvement/reduction  worsening/increase
g I I I ' I I @ Percentage of baseline transfusion intensity category. ® Rounding was applied to place patients in each ordinal bin/category; as a result, changes in intensity during
Previously treated = 071 — 005 \ treatment that did not result in a change in ordinal bin from baseline may not be apparent.
with JAK inhibitor . o o . . o . o “U.b T -U. -0.07
Figure 2: SIMPLIFY-1: Shift From Baseline in Transfusion Intensity During the Randomized Phase b & -0.08 .. . .
| Patients - : 9 Y 9 y 2 012 _0,12\ Table 3: MOMENTUM: Change From Baseline in Transfusion Intensity
Symptomatic N=195 Momelotinib 200 mg once daily Treqtment ] -0.2 -
MOMENTUM >1 Momelotinib 200 m R Momelotinib Danazol
(TSS 210) h 4 e g
(NCT04173494) 21 randomization once daily Momelotinib Arm Ruxolitinib Arm O 03 4 -0.21 n=130 n=65
Anemic Danazol 300 mg twice daily Transfusion intensity during the treatment period® Transfusion intensity during the treatment period® : Randomized phdse (|TT)
(Hb €10 g/dlL) (it per 28 doy) Tota (it per 26 doys) Total Weeks1-4  Weeks5-8  Weeks9-12  Weeks13-16  Weeks17-20 Weeks 21-24 Transfusion intensity status, n (%)° n=130 n=65
"0y 0y y
LT 525X109/L. n (%)° 0 >0tol >lto2 >2to3 >3to4 >4 (baseline): n (%)° >0tol >1to2 >2to3 >3to4 >4 (baseline): Improved from baseline 85 (65) 34 (52)
»25x 2 1 6 1 1 No ch from baseli 25 (19 7N
° ORENC e ’ @ 0 o [ MOMENTUM Worsened from baseline. 20 E1 5% 249 (?37)
Transfusion Intensity Anal . . . . . :
anstusio ensity Analyses . 0t (l) =26 . 0t (]35) (1%) 1220 * In MOMENTUM, most patients had some transfusion requirement at baseline, with 26 of 130 (20%) in the Change from baseline in transfusion intensity, mean (SD) -0.86 (1.8) —-0.28 (1.6)
2 2 momelotinib arm and 11 of 65 (17%) in the danazol arm requiring zero units of RBC transfusion per 28 days P .
+ Time-dependent transfusion burden (humber of RBC units administered per 28 days) was tracked for every patient, 2z e iz : (Figure 4) (17%) qHIrng P Y _’F‘°"‘;‘r°“5f”5'°” '”depe”de”t;t baseline - .
. . . . . . g Dlto2 n=23 cg Dlto2 n=14 ioni i a = =
with corresponding mean baseline-period (84 days prior to enrollment) and treatment-period (up to =168 days on 88 ‘ (2 03 8g ‘ @ rdnlinusr's\zgtsgf:ézt:;?;n( 0) 25 75) 24 62)
study treatment for most patients) intensities per patient g 2y : - During randomized treatment, a higher proportion of patients in the momelotinib arm (46 of 130 [35%]) required zero Nopchan o from baseline 9 (8) 0
s o2 n=8 gi 2wes 3) n=8 units of RBC transfusion vs the danazol arm (11 of 65 [17%]), including a higher proportion of those who had zero RBC Worsene?:l from baseline 19a7) 21(38)
Patients wh ved <14 d £ study treatment luded from th | g 8 transfusion requirement at baseline and maintained the requirement during randomized treatment (92% vs 64%)
- ratients who receive ays of study treatment were excluded from these analyses @ >3t04 n=2 @ >3t04 n=5 Change from baseline in transfusion intensity, mean (SD) -1.03 (1.8) -0.39 (1.7)
* When assessed using ordinal bins, 85% of patients in the momelotinib arm maintained Open-label phase (ITT) Y P —————— YT e —————
* For visualization of shifts in RBC transfusion burden on treatment, patients were grouped jointly based on baseline- v a v (]17 b (25 [19%]) or experienced improved (85 [65%]) RBC transfusion intensity compared with baseline vs 63% in the Tansfusion iF;tensity status, n (%) h=03 =41
and treatment-period intensities per 28 days into ordinal bins based on number of RBC units transfused: exactly 0 ) danazol arm (maintained, 7 [11%]; improved, 34 [52%]; Figure 4; Table 3) Improved from baseline 51 (55) 20 (49)
units, >0 to T unit, >1 to 2 units, >2 to 3 units, >3 to 4 units, and >4 units Totol(duing treatment): - n=I60 n=20 Iz =6 e 0=z NEST Total(duing tredtment): n=I00 n=47 =34 T e Tl NS . . . . No change from baseline 19 (20) 8 (20)
Lt of diagonal = T Leftof ciagonal = . The mean .RBC tronsfusmh burden per 28 days decreased bY 0.86 units .(SD, 1.8) from baseline to randomized Worsened from baseline 23 (25) 13 (32)
. . . . . . . . —" > . . — > treatment in the momelotinib arm and decreased by 0.28 units (SD, 1.6) in the danazol arm (Table 3)
* Summary measures for the total study patient population, including mean change in RBC transfusion intensity from improvement/reduction  worsening/increase improvement/reduction  worsening/increase Change from baseline in transfusion intensity, mean (SD) ~073(1.6) ~044(17)
baseline, were also calculated :hPe;r(cjggtagie of llata'selinti7 transfusior(; fntirégit); catebgory}'b Roundin% t\g/as appliedt tco 7;_)/(:lce ptqtietnt_s i?heoch orcliir;qligin/catezo]ry; cz.s a trgs%t chan/gtggg) intensity during tr/eaig}qe;)t - Similar ghorjges were observed fQI‘ RBC transfusion burden when assessed in the subset of patients who were not o Transfusion intensity is calculated as the number of RBC units transfused divided by the number of days in an observation period and multiplied by 28. Improved means
at gidnot resurt In @ change in orainal Dinirom »aselne Mmay Not beé apparent. = fwo patients in the momelotinib arm and f patient in the ruxclitini arm were not evaiuabie for transfusion independent at baseline any decrease from the baseline RBC units transfused, and worsened means any increase from the baseline RBC units transfused: no change means neither improved nor
transfusion intensity (evaluable populations, n=213 and n=216, respectively). worsened.
Abbreviations References Acknowledgments Disclosures
DIPSS, Dynamic International Prognostic Scoring System; Hb, hemoglobin; 1. Tefferi A, et al. Am J Hematol. 2021;96(1):145-162. 7. Tefferi A et al. Clin Ther. 2014;36(4):560-566. 13. Harrison C, et al. EHA 2023. Poster P1044. These analyses were supported by GSK. P e SRl e il eely W iy Sl i) ey e e Dl VA iy VU ey
ITT, intent to treat; JAK, Janus kinase; MF, myelofibrosis; PET-MF, post— 2. Tefferi A, et al. Mayo Clin Proc. 2012;87(1):25-33. 8. Ojjaara (momelotinib). Prescribing information. GSK; 2023. 14. Oh ST, et al. Blood Adv. 2020;4(18):4282-4291. The authors thank all patients, their families, investigators, and study site staff who participated in these trials. ?ﬁé&‘fﬁkZigfi?i';“afﬁ?;fﬂi i:doNDoc;/tzrtSiSc;fs:tsphi\)cr:tnf:c;rt\:;vglofg:éno/tZZ\CEolrjylvkly:;?grftcS)qu’JT/:EtpRﬁgr;:\rglmD‘smcgchr!),S\ce‘:z:ssHigogrof'i?ﬁ:iwg:/r?o?eb?g‘reégm?;g:wtiﬁc
essential thrombocythemia myelofibrosis; PLT, platelet; PMF, primary 3. Elena C, et al. Haematologica. 2011,96(1):167-170. 9. Mesa RA, etal. J Clin Oncol. 2017;35(34):3844-3850. , " : , - e o e e o
myelofibrosis; PPV-MF, post—polycythemia vera myelofibrosis; RBC, red 4. Gerds A, et al. ASH 2022. Poster 1729. 10. Harrison CN, et al. Lancet Haematol. 2018;5(2):e73-8]. fl\:ijﬁ Ibwrggan support was provided by Michael Demars, PhD. of Nucleus Global, an Inizio Company. and Orghon 815 CSK eyt Novarts Roche $K1epors conling e fom AOP A Sorer Bedrock 345 Celgene, T Bloghom. Goron G5 nete nssen P
blood cell; TSS, Total Symptom Score. 5. Nicolosi M, et al. Leukemia. 2018;32(5):1254-1258. 1. Verstovsek S, et al. Lancet. 2023;401(10373):269-280. ¥ ' T oo [ e e ol e [ R T S e e Bl
6. Ch|fot|des HT, et Ol J HemCIfO/ OnCO/ 2022,]5(])7 ]2 Gerds A, et Ol Loncet Hoemotol 2023,]0(9)6735—@746 Janssen, Kartos, Karopharma, Kyowa Kirin, MEI, Novartis, Roche, Sierra Oncology, Sumitomo. SEL has nothiné to disclose. JK, BS, FC report employment with anvd

stock/stock options in GSK. SO reports

Society of Hematologic Oncology 2024 Annual Meeting | September 4-7, 2024 | Houston, TX, USA

Presenting author: bryan.w.strouse@gsk.com
Previously presented at 2024 ASCO Annual Meeting | May 31-June 4, 2024 | Chicago, IL, USA, and virtual I Y @g



