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Introduction Results RUX Treatment Cohort Conclusions

* A total of 333 patients were treated with RUX; including a higher percentage of patients with anemia than in the overall population
(RUX: anemic, n=191 [57.4%]; nonanemic, n=142 [42.6%]; overall: anemic, n=300 [34.8%]; nonanemic, n=561 [65.2%])

. iai i icati ibrosi i - i i ol : - * This retrospective analysis of the Mass General Brigham Research Patient Data Registry suggests that most
Anemia is a major complication of myelofibrosis (MF) associated with reduced quality of life and shorter overall survival-4 Baseline Characteristics - At baseline, RUX patients with anemia had a higher mean Charlson Comorbidity Index (CCI) score (15 vs 0.5: P<.001) and higher : p : Y : : g_ . ' : _ gistry >4 gg
o : : : : : : o : . . % % P=014Y h on (33.5% vs 17.6%: P=.001). and thromb i (49 7% vs 22 5%: patients with MF will develop anemia over time, which is associated with substantial additional treatment and
- 38% of patients at MF diagnosis have hemoglobin (Hb) levels of <10 g/dL, increasing to almost 60% within the first year post diagnosis - : 9 : ; : ; : rates of splenomegaly (43.5% vs 30.3%; P=.014), hypertension (33.5% vs 17.6%; P=.001), and thrombocytopenia (49.7% vs 22.5%; .. . . . .
+ Of 861 eligible patients, 300 (34.8%) had anemia at baseline (Figure 2). Median follow-up for all patients was 2.2 years (IQR, 0.8-4.2 years) P< 00T than RUX pat ith . clinical burdens. including increased need for transfusions
* While Janus kinase (JAK) inhibitor treatments are effective for managing spleen size and symptoms in MF, some JAK inhibitors such as <00T) than patients without anemia ’ 9
ruxolitinib (RUX) can cause or worsen anemia®-? Figure 2: Sample Selection of Patients - Mean (SD) Hb was significantly lower among RUX patients with anemia compared to RUX patients without anemia (8.5 [0.9] vs - Patients with anemia also had a higher incidence rate of thrombocytopenia (developing thrombocytopenia a
I , . - - . , : 12.0 [1.4] g/dL; PL.001), whil SD) PLT t imil ic, 2562.3 [276.3]; ic, 259.4 [153.4] x109/L; P=774 i i i i i
* To date, there are limited real-world data comparing patient characteristics, clinical outcomes, and RUX treatment patterns in patients (419 ). while mean (SD) counts were similar (anemic [ - nonanemic [ ] ) median of opproxmotely 2 years fGSter) than patients without anemia
with MF with and without anemia Adult patients (218 years old) with a confirmed MF diagnosis (index date) between January 1, 2018, and August 31, 2023 Treatment Patterns + Consistent with previous studies, the burden of anemia in the RUX treatment cohort was higher than in the overall
- Using real-world data from the Mass General Brigham Research Patient Data Registry, this retrospective study described the patient N=1,216 . . . atient population
characteristics, clinical outcomes, and treatment patterns of patients with MF by anemia status, overall and in RUX users 1 Table 2: Treatment Patterns by Baseline Anemia Status (RUX Treatment Cohort) P Pop ) ) ) ) - ) ) ;
AT s - RUX-treated patients with baseline anemia had a significantly shorter duration of treatment, and median time
>6 months of clinical activity® before the index date (baseline period) n=191 n=14 s R i i g ;
020 5% RUX combination therapy, n (%)°% %3 (487) 2 (83) to addition of supportive care for anemia was almost 2 years faster compared with patients without
T i RUX + supportive care for anemia*» 33(17.3) 2(4) basel Ine anemia
Erythropoiesis-stimulating agent* 28 (14.7) 2(1.4) . . . . . . q o 2 .
M et h Od S No evidence of chronic active or active viral hepatitis A, B, or C infection, or being a hepatitis B or C carrier®; Maximum RUX daily dosing <20 mg/day, n (%)t 40(209) 17(2.0) * These flndlngs hlghllght the chcllenges of RUX treatment in patients with anemia, underscorlng the Importance of
Maximum RUX daily dosing <40 mg/day, n (%)* 156 (817) 92 (64.8) i ti ffecti i tinto t t t strat i f MF
no receipt of treatment for another primary cancer during the baseline period® P ——————— mcorporo Ing errective anemia monagemen INTo tTreatment stra egles or
. . N=861 (936%) JAK. Janus l.</'r;use‘; MF, myeloﬁb{r.osi.s; RBC, red blood cell; RUX, ruxolitinib. ) o S . ) o o ) )
Study DeSIgn q'.1d Pqtlents + G[Sfdorfggb;r;itl’ggéhter;i;;);u\g/igigi‘zgegrzse;rgzggjoig g;g?;gsg‘—JAKmhlb/tor MF-directed treatments within 30 days before or after the initiation of RUX. * Supportive care for anemia included erythropoiesis-stimulating agents, immunomodulators,
* The data source for this study was the Mass General Brigham Research Patient Data Registry, which aggregates de-identified . e . . L. . .
: : . o ) . ) Overall lat RUX Dose Modificat Baseline A tat m
electronic health records from 9 major hospitals affiliated with the Harvard Medical School in Massachusetts verar poptidtion UX Dose Modifications by Baseline Anemia Status | |t0t|0 nsS
+ Aretrospective, observational, longitudinal, cohort study was conducted, including patients with a primary or secondary MF diagnosis i " In the RUX treatment cohort, patients with anemia were more likely to have higher rates of any dose reductions (47.6% vs 35.2%;
) , , , _ ) o o/ D . . ) . .
(ICD-10-CM code, D47.4 or D75.81 in the database (17172018 to 8/31/2023) (Figure 1) 3 P=.023) and only dose reductions (23.0% vs 9.9%; P=.002) than patients without anemia during the RUX treatment episode + Differences between anemia status subgroups are not adjusted for potential confounders and should therefore be interpreted with caution
RUX treatment cohort e . . .
+ Patients were required to have >6 months of clinical activity data before (baseline period) the date of MF diagnosis (MF index date); this =333 (38.7%) Figure 3: RUX Treatment Duration by Baseline Anemia Status (RUX Treatment Cohort)? * ICD-10-CM and ICD-10-PCS codes were used to record MF-related comorbidities, symptoms, and RBC transfusions, which are subject to
allowed sufficient time to gather data on baseline comorbidities and symptoms T : T Nonanermic (RUX) —— p—— misspecification and potential data entry errors©
\ 4 4 100% - - Event, n (%) ' L . . L . . )
- Clinical outcomes were assessed during the follow-up period (from index date to the earlier of end of data availability or death) Anermic sub P N - cub ] . _ 90% 1 Anemic (RUX) pnemic RUX) 17 (613 Sths A * The data source is limited to academic medical centers within Massachusetts, and patients in the Mass General Brigham system are more
: : . . . nemic subgrotp onhdnernic subgrotip Anemic subgroup Nonanemic subgroup ® 80% | ! | Nomomemic (RUX) 79 (55'6) 223055.302) 0 likely to be White and have higher socioeconomic status compared with the rest of the patient population in the state, limiting the
* Analyses were conducted in the overall population regardless of treatment for MF as well as in the subcohort of patients treated with n=300 (34.8%) =561 (65.2%) n=191 (57.4%) n=142 (42.6%) g ZSZZ 1 | ! (55.6) |22.3 (15.8-30. | generalizability of these results
RUX; only RUX was analyzed as sample sizes in the database for fedratinib and pacritinib were low ®  B0% {
myelofibrosis: RUX. ruxolitinib. & 40% - : 3 + Treatment prescription data were used for analyses of treatment patterns but do not provide information on medication dispensing or
- |n the RUX treatment Cohort, the indeX ddte Was deﬁned as the dOte Of initiCItion Of RUX treatment on or fO”OWing the f| rst‘observed ‘I’Vlgfnié/allafct:/'viry Witsj);eﬁnegast; record associated with a diagnosis, laboratory test, procedure, medication, vitals measure, or patient visit. ® Hepatitis exclusion was to align with momelotinib clinical trial enrollment criteria in preparation for a future -é ?3180//) i : 37.3% : 0% treatment Gpd hererp1ce Ond Comp“Once y p p p g
M F diOghOSiS d Uring the Study period ggg;}ll’ig.t:oir;me%g/dcancer excluded basal and squamous cell carcinoma and acute myeloid leukemia. @ Patients in the anemic and nonanemic subgroups in the overall population might have received RUX or therapies for MF other than RUX during the L%) 20% - : : : —
' 10% - I |
- RUX treatment patterns were assessed during the first RUX treatment episode on or after the MF diagnosis; both prevalent and . 0% : ! : | : : : : : :
incident RUX users were included Overall Population 0 6 2 1 24 %0 % “ 8 ¥ 0 , . . . . . .
* In the overall population, patients with anemia generally had more comorbidities, constitutional symptoms, and thrombocytopenia than No. at risk Time from index. months Figure 5: Incidence of Anemia Among Patients Without Anemia at Baseline®
H HIRCE atients without anemia (Table 1 Anemic 191 130 75 56 40 27 18 16 15 8 5
Variable Definitions/Sources P a ) Nonanemic 142 8 73 54 45 34 2 15 7 6 4 100% 1 Nonanemic (overall) : : : :
+ Anemia: Hb of <10 g/dL from laboratory assessments or [CD-10-CM codes RUX. ruxolitinib. 90% - Nonanemic (RUX) ﬁ\r(‘:ar;m S Ic';?%t&? R
' J ! Table 1: Baseline Characteristics, Clinical Outcomes, and Laboratory Measures by Anemia Status (Overall Population) e e et ot uotn o decty The dacontction dote wos defned as the ot doy o supply prir o the 6oy reotment e period. Poterts 80% Nonanemic (overal) 343 (61) 153 (15-199)
+ Thrombocytopenia: platelet (PLT) counts of <150x10%/L from laboratory assessments or /CD-10-CM codes r— — ’ F P spEnecemy " R ] Nonanemic (RUX) 105739) |83(5.0.124)
I , , . = = . . " . . . . 2 9
* Comorbidities, symptoms, thrombosis, and leukemic transformation: /CD-10-CM codes (n=300) (n=56D) Figure 4: Time to Addition of Supportive Care for Anemia by Baseline Anemia Status (RUX Treatment Cohort)eb 2 0% S36%, |
* Red blood cell (RBC) transfusions: ICD-10-PCS codes and curated transfusion data Age at first-observed MF diagnosis, mean (SD), years* 707 (124) 651(12.7) o Nonaneric (RUX) fvont oy Tme tevent, macian p— “E ig: | ' K@zs%
* Treatment patterns: treatment prescription data FEIGRGS) G 0540 90% - | Anemic (R Anemic (RUX) 41(418) ( ths o E’ 30% A 43.7%i i
: % | : o129, 003 .
Eg;iréfql‘r’lyFﬁF(‘?:)(%) Eﬁ 8?37)) gg‘; E?Z"!;)) 3; ggo; ] | i Nonanemic (RUX) 33 (28.4) | 418 [24.7.NR] , < 09 i 268% |
) l A o ) | |
. . S 60% A 10% A ! |
Flgure 1: Study DeSIgn Constitutional symptoms, n (%) 2 50% ! } 1 | 0% | :
Weight loss* 33(11.0) 15(27) & 40% A ! |47 4% |- ° ‘ ‘ ‘ ' ‘ ‘ ‘ ‘ ‘ ‘
Index date Fover* 31003) 1323 % 38% ] ! i47~4/ 1 0 6 2 8 24 30 36 42 48 54 60
Night sweats 300 2(04) @ 20% i | No. at risk Time from index, months
. . o/ | :
MF d'ng.O_S'.S. . Signs and symptoms at MF diagnosis in 5% of patients, n (%) 1802 | { | ! | | | | | | Nonanernic (overall) 561 319 254 23 176 151 7 93 77 63 47
(RUX treatment cohort: initiation of RUX Splenomegaly* 74 (24.7) 85(152) 0 6 D 8 2 30 % 42 48 54 60 Nonanemic (RUX) 142 73 54 4 29 25 18 15 13 9 4
treatment on or following MF diagnosis) Bone pain* 35(11.7) 41(7.3)
Fati * 1. 1 (5. i myelofibrosis; ruxolitinib.
atique % (1 7) 3 (5 5) No. at risk Months from index date yg}ne)/i‘ol ir):gdenrtfnlé)r(wllia W(i; dsfined as time from the index date to first-observed manifestation of anemia. Patients without an anemia event were censored at the earlier of death or end of data availability. For the overall population, the index date was
Patients with Hb test results available, n (% +a 264 (880) 398 (709) Anemic 98 52 27 17 10 Q 7 6 5 4 1 defined as the date of MF diagnosis from January 1. 2018, to August 31, 2023. For the RUX cohort, the index date was defined as the date of RUX initiation on or following MF diagnosis.
Hb, mean (SD), g/dL* 85 (1.0) 124 (.7) Nonanemic né6 88 51 32 27 17 13 10 6 4 2

— .E nd. .Of data : %)*b NR not reached; RBC, red blood cell: RUX, ruxolitinib.
) aval |(] bl | Ity or ded‘th Transfusion dependent' n ( ) ! m (370) 4 (07) @ Supportive care for anemia included erythropoiesis-stimulating agents, immunomodulators, androgens, RBC transfusions, and other anemia treatments. ® Analyses were conducted among patients treated with RUX monotherapy. Time to

addiition of supportive care for anemia was defined as time from the initiation of RUX to the earliest addition of supportive medications for anemia or RBC transfusions. Patients who did not add supportive care for anemia were censored at

( 1

Figure 6: Incidence of Thrombocytopenia Among Patients Without Baseline Thrombocytopenia by Baseline Anemia Status®

| Y Patients with PLT count test results available, n (%)’ 279 (930) 398 (7 09) the earliest of treatment discontinuation, allogeneic hematopoietic cell transplant, splenectomy, death, or end of data availability.
9/ * .
B . . . PRI @iy mrsein (SR, F0YS 2] EI07) s Nonanemic (overall) Thrombocytopenia Time to thrombocytopenia event, Log-rank
aseline period Follow-up period 100% — Anemic (overall) median (95% CI), months Pvalue
Thrombocytopenia, n (%)* 141 (47.0) 10 (19.6) Outcomes = Nonanemic (RUX) : :
>6 months of clinical activity data Mild (PLTs 100x107/L to <150x10%/L)* 39(277) 56 (50.9) . . . . o 0% — Anemic (RUX) Anemic (overall) 73 (459) 234(150-46.3) 009
- N Moderate (PLTs 50x10°/L to <100x10%/L) 50 (355) 34(30.9) Table 3: Clinical Outcomes of Patients by Baseline Anemia Status S 80% Nonanemic (overall) 180 (39.9) 518 (413-61.0)
MF, myelofibrosis; RUX; ruxolitinib. Severe (PLTs <50x109/L)* 46 (32.6) 15 (13.6) - 9 Anemic (RUX) 70 (729) 67(47-9.8) 1
Unknown severity 6(43) 5(45) Overall population RUX treatment cohort ° 70% - :64 0% Nonanemic (RUX) 62 (56.4) 205 (141-29.2) <.00
Anemic Nonanemic Anemic Nonanemic g 60% - ' )
Patients with WBC count test results available, n (%)* 280 (93.3) 398 (70.9) (n=300) (n=561) (n=142) A 1
icti R/
Statistical Ana |yses WBC count, mean (SD). x10°/L 151(29.3) 131(14.8) Follow-up duration, mean (SD), years* 20(.8) 28(20) 21(.8) 29(.8) & 50% ——
o} o |
* All outcome measures were stratified by baseline anemia status (anemic vs nonanemic) MF-related comorbidities in >6% of patients, n (%) Incidence of anemia, n (%)¢ - 343 (611) = 105 (73.9) % 40% !
Cardiovascular disease* 140 (46.7) 131(23.9) Moderate (Hb 8 to <10 g/dL) - 201 (58.6) - 73 (69.5) 8 30% A
- Baseline patient characteristics and clinical outcomes were described as frequency count and percentage or mean (SD)/ Acute myeloid leukemia 20 (6.7) 22(39) Severe (Hb <8 g/dL) - 31(9.0) - 5(48) £ 0
median (| QR) Thrombosis* 23(7.7) 12270 Unknown severity — M (32.4) — 27 (257) < 0% -
< o
) i N Incidence of thrombocytopenia, n (%)ta 73 (45.9) 180 (39.9) 70 (72.9) 62 (56.4) F 10% -
- Incidence of clinical outcomes and treatment patterns were described during the follow-up period and evaluated using summary Selce Cel b sl e (Ee) 162D ) Mild (PLTs 100x107/L to <150x10%/L) 55 (75.3) 126 (70.0) 58 (829) 46 (742) 0%
ioti : Select CCl components in >20% of patients, n (%) Moderate (PLTs 50x10°/L to <100x10%/L) 10037) 29 (67 8 (14) 5(81) ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
statistics and the Koplan- Meier method Any malignancy, except malignant neoplasm of skin* 71(23.7) 94 (16.8) Severe (PLTs <50x109/L)* 0(0.0) 1583) 0(0.0) 7(13) 0 6 12 18 24 30 36 Yil) 48 54 60
. . . . . . . Renal disease* 63(21.0) 29 (5.2) . . . . . . .
o Treatment patterns were summarized for RUX dose, RUX duration, RUX combination treatments, and anemia supportive therapies Unknown severity 8(0) 1069 467 465 No. at risk Rl
. . . . . Other comorbidities, n (%) Incidence of leukemic transformation, n (%)° 29.(104) 45(83) 17(9.8) 16 (11.9) Anemic (overall) 159 98 66 50 38 29 2 7 15 10 9
Differences were compared between patients with and without anemia Hyplertsnsion* 2%4((2%407)) 17%70(;951)) Incidence of thrombosis, n (%) 23(83) 46 (8.4) 797 13(94) Nonanemic (overall) 451 308 262 224 190 157 127 98 83 64 48
. . . . . slipidemia* . . - = Anemic (RUX 96 48 27 18 1 5 3 1 1 1 1
o For binary variables, Pvalues were calculated using 2 tests; Fisher exact test was used if the expected frequency was <5 %mznory disease” 63(210) 50 (89) RBC transfusions, PPY® 2 13 52 18 Nomonenc (I)QUX) 0 7 56 44 37 2 23 19 16 Il 8
. . . * Indicates P<.05 for overall population and RUX treatment cohort. t Indicates P<.05 for RUX treatment cohort only.
o For continuous variables, Pvalues were calculated using t tests + Indicates P< 05, Hb, hemoglobin; PLT, platelet, PPY, per patient-year; RBC, red blood cell: RUX, ruxolitinib. ME melofibrosie: RUK. roxclitin
CClI, Charlson Comorbidity Index; Hb, hemoglobin; ICD-10-CM, International Classification of Diseases, Tenth Revision, Clinical Modification; MF. myelofibrosis; PLT, platelet; RBC, red blood cell; WBC, white blood cell A ) ‘ l_’g;ige;ts_;g;he O‘gf{g” P 05 ulation/RUX us_e2r;7\/)/iti_n])7u‘5r. the following gf;il;e/inig)édgi[‘e; tz;)emia (?;g(é]{nﬂl?) ,.throglpbyo cytoperlvia/(arnsmic,t: =159/'b1=96; goBrZ:a:emi;:, n.=45;/n7—71021,_‘cage my et{oid feuk Zm(;q Snjrgii: =t28rDI/n=77i: nor;unemic, : a Tivmeyto incident thror:nbocytope.niu was defined as time from the index date to first-observed manifestation of thrombocytopenia. Patients without a thrombocytopenia event were censored at the earlier of death or end of data availability. For the overall
le) R BC tra nsfusion rates were summa rized per pqtient_yeo r using aun iVO rid ble Poisson reg ression model ° A’;jm’a_:m;“;B"éU: basfed.on Hb I?Ii;u; ?S/dﬁgiog' Iqboggrog asselfsm?”S or lCtD-.IO_CMrhCOdZS: H;’ \;a/ues were not available for 36 patients in the anemic subgroup and 163 patients in the nonanemic subgroup.  Transfusion dependent was defined gh_e studr;/_pop)L'lIZI;ion rombosis (anemic. n= n=l/5:nonanemic, n= n=138). ® Incidence o ransiusions was calculatea as the numboer o ransiusions auring the observation period dividea by the totalnumber of person-years in population, the index date was defined as the date of MF diagnosis from January 1, 2018, to August 31, 2023. For the RUX cohort, the index date was defined as the date of RUX initiation on or following MF diagnosis.
as 24 units o ransrusions or O g. uring the IZ-week period prior to or on the index date. -
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