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Introduction

The Impact of New or Worsening Anemia on Clinical Outcomes in 2233 Patients With Myelofibrosis
Treated With Ruxolitinib: Results From the Expanded-Access JUMP Study

Results

Conclusions

® The onset of new or worsening anemia

* Myelofibrosis (MF) is a myeloproliferative neoplasm Patients Spleen Length Response Overall Survival t-baseline did not diminish clinical
characterized by cytopenias, splenomegaly, debilitating * All 2233 patients enrolled in JUMP were included in the analysis (Table 1) * SLR rates at Weeks 24 and 48 among patients with new or worsening anemia were similar to or * In patients without anemia at baseline, those that developed new or worsening anemia had POS -f' as: ine did not diminish clinica
symptoms, and poor overall survival (OS)' - - - g better than those without new or worsening anemia (Figure 2) evidence of higher-risk disease at enroliment, including older age and lower Hb (Table 2) benetit of ruxolitinib treatment vs that

o _ _ Table 1. Patient Demographics and Baseline Characteristics _ observed in patients without new or

® Ruxolitinib is a potent and selective Janus kinase —— ® In the post hoc analysis of pooled COMFORT data, spleen volume response rates at \Weeks 24 * When adjusted for age and Hb at baseline, no difference in OS was observed between those with : patie
(JAK)1/JAKZ inhibitor approved for the treatment of New/Worsening ~ No New/Worsening and 48 were similar between patients with and without new or worsening anemia, regardless of vs without new or worsening anemia among patients with or without anemia at baseline (Figure 4) worlsening anemia
patients with intermediate- or high-risk MF* A"“;vm'?( ‘12 to A"“;vm'?( L1'|; to ot anemia and transfusion status at baseline (all P values >0.05)* * In the post hoc COMFORT analysis, OS was similar between patients with vs without new or * Ruxolitinib was associated with a

i i - e e ota - - PR

* Iransient dose depen_d_e_n tanemia is a known Variable (n=1117) (n=1116) P Value (N=2233) Figure 2. Percentage of Patients With 250% Spleen Length Reduction worsening anemia reduct!on !" spleen volume an_d a _
consequence qf ruxolitinib treatment and can . Table 2. Baseline Characteristics in the OS Patient Subgroups reduction in symptoms associated with
influence decisions regarding initiation, dosing, and Age, median (range), y 68.0 (18-89) 66.0 (20-89) <0.0001  67.0(18-89) = New or worsening anemia = No new o worsening anemia —— —— MF re | '

| Sl . . ; ; ; ; gardless of baseline anemia and
discontinuation of therapy? <65y, n (%) 387 (34.6) 512 (45.9) <(0.0001 899 (40.3) 00 Baseline Anemia Status Baseline Anemic Baseline Nonanemic e e SRS

® |n a post hoc analysis of data from the pivotal phase 3 265y, n (%) 730 (65.4) 604 (54.1) - 1334 (59.7) Nonanemic Anemic NTRA Anemic TRA Nonanemic Anemic NTRA Anemic TRA New/ No New/ New/ No New/ » Wh trolled for b i isk fact
COMFORT-I/II trials, new or worsening anemia did Male, n (%) 574 (51.4) 643 (57.6) 0.0127 1217 (54.5) 90 | Worsening  Worsening Worsening  Worsening 2 igelnietlize. velrferziis Hns i cloiele;
not impact the clinical outcomes of spleen volume BMI, median (range), kg/m? 238 (14-39.9)  242(142-428)  0.1194 241 (14.0-42.8) = Baseline Anemia Anemia Anemia Anemia no difference in OS was observed
response or symptom control* Time since initial diagnosis, median 24.9 (0-4506) 26.9 (0-444) 0.9227 25.8 (0-456) S 50- characteristics (n=361) (n=486) P Value (n=756) (n=630) P Value betweer.l patlents. with vs without new or

_ _ (range), mo* 3 70 Age, median (range),y  69.0 (33-89) 68.0(31-89)  0.7286  68.0(18-88) 64.0(20-85)  <0.0001 worsening anemia regardless of baseline

Objectlve DIPSS risk status, n (%) = ) >65y, n (%) 247 (68.4) 302 (62.1) 0.1667 483 (63.9) 302 (47.9) <0.0001 anemia status

High 98 (8.8) 96 (8.6) 0.7658 194 (8.7) e 60- Int-2 DIPSS risk status, ® ' '
¢ To validate flndlngs from the post hoc COMFORT ntermediate-2 367 (32 9) 388 (34 8) _ 755 (33 8) P n (%) 192 (532) 290 (597) 0.16393 175 (231) 96 (156) 0.0019 Z::l;eS?SUI;? :;?)l(;?jn(s:grve"r:‘(t)g!:r:lﬁr(‘jata
: : P ; ' ' @ 50 - 3
analysis using data from JUMP, the largest ruxolitinib ntermediate-1 441 (39.5) 394 (35.3) - 835 (37.4) 5 Hb*, mean (SD), g/L 89.7 (8.2) 85.5 (9.7) <0.0001  115.8(13.8)  131.1(18.4)  <0.0001 51 S T s O |
trial in patients with MF to date 2 P=0.02 e reporting similar findings for spleen
oW 29 (2.6) 31(2.8) _ 60 (2.7) 240 P=0.93 P=0 49 P=0.48 =0.0 P=0.71 P=0.10 Ruxolitinib exposure | . d OS i
o 2 - 333 . 15.9 (13.0) 14.0 (12.1) 0.09 18.2 (14.3) 20.5 (15.6) 0.02 voiume, sympiom response, an In
Methods [ 263 ey - ey | R g e - duton,mean (D), m patients with anemia at basline
Pa|pab|e Sp|een, n (%) 1048 (938) 1039 (931) 0.9560 2087 (935) = _ : 27.2 DIPSS, Dynamic International Prognostic Scoring System; Hb, hemoglobin; Int, intermediate; OS, overall survival. o | |
. {7 *In the baseline nonanemic group, 5 patients with new/worsening anemia and 2 patients with no new/worsening anemia had missing baseline hemoglobin. ® These results from JUMP based on a
Study Design and Patients Length, median (range), cm 12.0 (1-40) 12.8 (0.5-45) 0.3031 12.0 (0.5-45) g 20 broad lation i | 1d setti
. "~ Platelet count, median (range), 10°/L 265.0 (55-2341) 2430 (47-3062)  0.6807  254.0 (47-3062) 5 Figure 4. OS* of Patients With vs Without New or Worsening Anemia Who Were (A) Anemic and (B) Nonanemic! oroad population in a real-worid setting,

* JUMP was a global, single-arm, phase 3b, expanded 10. ot Baseline including those with platelet count
access trial that provided ruxolitinib treatment of MF in <100 53 (4.7) 85 (1.6) 0.0534 138 (6.2) <100 % 10%/L and lower-risk MF. subpbort
3 Settlng similar to that Of routine clinical praCtlce 100—<200 332 (297) 357 (320) — 689 (309) 0. n=473 g n=394 n=127 B n=179 n=92 n=289 @ N=257 n=81 n=103 n=58 n=45 A th f I.t. .b . t. t! ?trpl

: : € uUse O1 ruxXoliitinio In patients wi

* Eligible patients were =18 years old with a diagnosis 2200 | 726 (65.0) 672 (60.2) - 1398 (62.6) Week 24 Week 43 0. Baseline Anemic ME reaardless of bas e"r? e anemia or
of primary or Secondary MF and hlgh-, intermediate Baseline anemia StatUS, n (%) NTRA, non-transfusion-requiring anemia; TRA, transfusion-requiring anemia. 09 d |g t ft t t I t d g
(Int)-2, or Int-1 risk using International Prognostic Nonanemic 756 (67.7) 630 (56.9) <0.0001 1386 (62.1) . evelopment ot treatment-related anemia
Scoring System (IPSS) criteria Anemic NTRA 201 (18.0) 320 (28.7) - 521 (23.3) Symptom Response - 0'7_

— Int-1-risk patients were required to have palpable Anemic TRA 160 (14.3) 166 (14.9) - 326 (14.6) » At Weeks 24 and 48, symptom improvement among patients with new or worsening anemia was 506 T Disclosures
splenomegaly 25 cm from the costal margin Hb, mean (SD), g/L 107.3 (17.3) 111.2 (27.3) 0.0003 109.3 (22.9) similar to or better than those without new or worsening anemia (Figure 3) g 05 New onset RP—— — VG reports consultancy for Novartis, Constellation Biopharma,

* All patients received ruxolitinib twice daily: starting <100, n (%) 367 (32.9) 489 (43.9) <0.0001 856 (38.3) * A similar finding was reported in the post hoc COMFORT analysis; there was no significant @ 0'4_ or worsening anemia or Worsening anemia and Sumitomo Pharm; consultancy and participation on a data
dose, 5 mg (platelet count 50—<100 x 109/L), 2100, n (%) 745 (66.7) 625 (56.0) - 1370 (61.4) difference in the percentage of patients achieving a =6.5-point increase in FACT-Lym TS or 250% 2 4 Patientsn 361 436 — Sc')arfigorg)?ngﬁ;gf :r?j g-ﬁrgg\gﬁggngéigigtzmi ggﬁi{;ﬁifﬁ
15 mg (100-200 x 10°L), or 20 mg (>200 x 10°.) Baseline Hb by baseline anemia status, improvement in the MF Symptom Assessment Form total symptom score at Week 24 among N Il (Z")(% | 36010((1863'?1)) 47079((18%?2)) a data safety monitoring board or advisory board, and honoraria

* |n this post hoc analysis, patients were stratified mean (SD), 9./LT those with vs without new or worsening anemia regardless of anemia and transfusion status at o. : ’ HR (95% Cl), 1.03 (0.728, 1.462) for AbbVie; consultancy, honoraria, support for attending meetings
based on baseline anemia and transfusion status: Nonanemic 115.7 (13.6) 131.7 (18.4) -~ 122.9 (17.8) baseline (all P values >0.05)* 0'0_ P-086 and/or travel for GSK Pharma; participation on a data safety
nonanemic (hemoglobin [Hb] >100 g/L), transfusion- Anemic NTRA 91.9 (6.8) 88.3(7.9) - 89.7 (7.7) . . . . . R ; 5 18 Y 20 25 15 18 5 50 monitoring board or advisory board for Roche. PG has served
requiring anemia (TRA: Hb <100 g/L, received Anemic TRA 87.2 (8.7) 79.9 (10.6) - 83.7 (10.3) Figure 3. Percentage of Patients Achieving 26.5-Point Increase in FACT-Lym TS R o Time to Death, Months on speaker bureaus and membership on the board of directors

: : _ _ _ — _ . - _ _ - _ . . . . umber of Patients at Ris or aavisory committees tor Novartis an le, and speaker
22 ulr.1|.t S. of red blood cells Ove][ 3 .Weeks pe_fore first ; Névf/@iyrs@ﬁfnsg";iixmg'Fﬁ%ﬂy'limn'iv'v%veéfféﬁ?é':JZ%T;’SﬁlCﬁﬁ%"”g oystem b, hemoglobin: NTRA, non-transtusion-requiing anemis; TRA, ransfusion-requiing anema = New or worsenlng anpi.m a A - Nogf V: orworsening anemia 361 298 191 135 99 65 39 17 12 6 1 bureaus for GSK. JEH-M and EB are employees and shareholders
ruxo Itlmlb dOSG), or non—trans USIOn_reqUIrmg T New/worsening anemia:’ nonane’mic, n=697; anemic NTRA, ’n=185; anemic TRA, n=146; no new/worsening anemia: nonanemic, n=575; anemic NTRA, n=286; anemic TRA, n=137. ) aseline Ahemia Status 486 364 228 149 110 82 38 15 / S 1 of Incyte. HKA-A has served as a consultant for AOP, Novartis,
NTRA 100 B . . .
anemia ( ) Treatment Exposure Nonanemic Anemic NTRA Anemic TRA Nonanemic AnemicNTRA  Anemic TRA Baseline Nonanemic EM(;Q{, GfKa Ag&\ge, adnf' BluePrint and has received research

Assessments < 90 1.0 - - unding from and Incyte.

» Spleen length response (SLR), defined as 250% Figure 1. Mean Dose of Ruxolitinib in Patients With vs Without New or Worsening Anemia 2] " 0.9 T i e Acknowledgments
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® OS defined as time from study initiation to death due 8> 25 s 404 024  Censored, n (%) 686 (91.3) 589 (93.8) g ek > e e, L

2 < & 34.5 34 307 342 333 - 2023. 4. Al-Ali HK, et al. Effect of new or worsening anemia
to any cause 20 ¥ 30 . ' 30.4 oea 276 0.1 HR (95% CI),;SZ&OJSZ, 1.804) on clliniC'gl outcomhes In paltients with myelofibrosis treated with
.y - _ = - 00-L | | | | | | | | | | ruxolitinib: a post hoc analysis

Statistical Analyses New or worsening  No newor = 0 6 12 18 24 30 36 42 48 54 60 Olfc);h; ICIOMF%RT_| ond _||y |

® Qutcomes were stratified by presence or absence anemia worsening anemia g 20 Number of Patients af Risk Time to Death, Months trials. Presented at: Society of
Of neW or Worsening anemia fo”owing ruxolitinib | Medlan (ranglye) rUXO|ItInItI) exposure (Ijurat|on, mol | | | 12.2 I(0.2—59.7) | 12.5 I(0—58.1) | E 0. gg}l ero aégg SatRis 136 399 254 185 110 63 39 19 5 Hematologic Oncology (SOHO)
initiation (Hb decrease of 215 g/L or new transfusion 4 8 12 16 20 24 28 32 36 40 44 48 628 537 406 303 243 191 135 76 44 25 1 Annual Meeting; September 6-9,
requirement at Week 4, 8, or 12) Evaluable patients, n Week 0 n=618 [l N=530 n=153 I n=243 n=120 @ n=109 n=441 | n=408 n=106 @ n=156 n=79 B n=66 2023: Houston, TX.

¢ OS was assessed using proportional hazard regression 1000 1000 1000 995 943 912 873 817 781 736 694 663 Week 24 Week 43 ; R":Zzea rdor?go;egi’ vaéa(l' Sgr\i/ri}V:L aseline. et ted at To (gowriléoagsaec;opy lﬁ dl:)gvrélosicrin ol F;Iair:)
adjusted fOr age and Hb at base"ne 1033 1033 1033 1024 917 931 882 825 787 732 631 649 FACT-Lym TS, Functional Assessment of Cancer Therapy-Lymphoma total score; NTRA, non—transfusion-requiring anemia; TRA, transfusion-requiring anemia. Tﬁdghetbgsfeling non:anic glrozp, 5t§atier|1ts with new/worsening anemia and 2 patients with no new/worsening anemia had missing baseline hemoglobin and were not included in the analysis. Aglg_lmzaogefresen caa lTan I?Jodte | ”|19 F?OStggO%'gase 2/03:1




