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Patients

- Myelofibrosis (MF) is characterized by splenomegaly, constitutional symptoms, and Anemia Subgroups - At baseline, 86 patients had thrombocytopenia, with 82 (95.3%) having further platelet count - Patients with n/w anemia demonstrated numerically lower SVR35 and TSS50 rates compared with
cytopenias’ ’ ’ Patients decrease within 12 weeks of starting ruxolitinib (Tables 3 and 4) those without n/w anemia, in both the baseline anemic and baseline nonanemic cohorts
— Ruxolitinib, a Janus kinase (JAK) 1/JAK2 inhibitor, provides spleen and symptom benefits ’ ;I'hetanalﬁ_lﬁ ‘é"la‘31b)339d on the safety population of 216 patients who received 21 dose of anc?gagstir: ?rzgfrgggfs with no baseline thrombocytopenia, 85 (65.4%) had platelet count « Patients with baseline thrombocytopenia also demonstrated numerically lower SVR35 and TSS50
but is often associated with cytopenias; dose reductions may be necessary to manage new reatment {1able . . . rates compared with those without baseline thrombocytopenia
or worsening (n/w) anemia ar),/d/gr platelet count decrease oz treatment2-4ry | ~ Atbaseline, 103 patients were anemic, and 84 (81.6%) developed worsening anemia within ~° Because the proportion of patients who did not have platelet count decrease on treatment
12 weeks of starting ruxolitinib was low, outcomes were only evaluated based on the presence or absence of baseline » Reduced spleen and symptom response rates observed in patients with anemia or thrombocytopenia

- A SIMPLIFY-1 subgroup analysis in patients with hemoglobin (Hb) <10 g/dL showed that lower thrombocytopenia

starting doses of ruxolitinib in those with baseline platelet counts <200x10°%L were associated
with lower rates of spleen volume reduction 235% (SVR35) at week 24°

— SVR35 rates were 49% for patients with platelet counts >200x10°/L, 24% for those with

may be attributable to dose-limiting toxicities, necessitating ruxolitinio dose reductions

— Among the 113 nonanemic patients, 23 (20.4%) developed new anemia

- Baseline characteristics for these subgroups are described elsewhere” and may be found Sple§n Oufcomes. _ _ _ - These findings have implications for real-world practice, as managing ruxolitinib dose to balance
behind the QR code - Patients with baseline thrombocytopenia had numerically lower SVR35 rates than patients

without baseline thrombocytopenia (Figure 4) spleen and symptom benefits vs worsening cytopenias is challenging

Spleen Outcomes

latelet counts 2100 to <200x10°%L, and 0% for those with platelet counts =250 to . : : : : : :
21 00x10°/L5 ° P - In both baseline anemic and baseline nonanemic subgroups, n/w anemia was associated with Symptom Outcomes
numerically lower SVR35 rates vs no n/w anemia (Figure 2) - Patients with baseline thrombocytopenia had numerically lower TSS50 rates than patients
— This suggests that suboptimal ruxolitinib dosing may lead to reduced clinical benefit and S ithout baseline th bocvt ia (Fi 5
mptom Outcomes without baseline thrombocytopenia (Figure 5) _ . s .
highlights the importance of full-dose JAK inhibitor therapy for optimal spleen response ymp _ _ _ _ _ _ _ Ruxolitinib Dosina Chanaes Table 5: ThrombocytOPen'a Subgroups Ruxolitinib Dosmg Change
_ _ _ * In both baseline anemic and baseline honanemic subgroups, n/w anemia was associated with g g Baseline thrombocytopenia No baseline thrombocytopenia
* The spleen and symptom response impacts of n/w anemia or platelet count decrease while numerically lower TSS50 rates than no n/w anemia (Figure 3) - Patients with platelet count decrease on treatment had numerically lower mean ruxolitinib (n=86) (n=130)
on treatment with ruxolitinib are unclear Ruxolitinib Dose Changes dorsnes ?té)asfﬁ:metanrﬂ nurr?eréc_:daILy ?Leater r|u1<oll|tt|n|b dnc:sde rerdUCtlor';'S grlorr; baseline to week 12 Platelet count  No platelet Platelet count  No platelet
* This post hoc analysis of the phase 3 SIMPLIFY-1 trial evaluates the impacts of baseline - Regardless of baseline anemia status, baseline ruxolitinib doses were similar between CI;O be ke 5 4WI57 patlle tS vg;;(yl 'f[)h bavellp atf] © Cs HIt aeerease (Ta ¢ ,) g £ <20 f'reeZ:‘::::tm gﬁ‘;’:;;fnc;ﬁ?se 32‘;:‘:5‘:::“ gﬁ‘;‘;‘;;‘:’;ﬁ?se
_a”(_j r)/w anemia ar)d throrpbocytopema on spleen.r_egponse and symptom response in JAK n/w anemia and no n/w anemia (mean starting doses, 32.1 vs 34.6 mg daily) dgilw 3‘; onl ’ 16 532'32‘/9)’ \(NitH ou(’;)bV:selinaestilrrc])?nbgcc);r;toogﬁgp(reer}llzc\;ﬁﬁrev:/?)cr:sle\g?ng tﬁfc?r?\t?OEWO rre]?]ia (n=82) (n=4) (n=85) (n=45)
Inhibitor—naive patients with MF treated with ruxolitinib - In both baseline anemic and nonanemic subgroups, numerically greater ruxolitinib dose on t)rleatmeri/t =P penis, J 9 P
i e s : : : - i - i - i - Ruxolitini i D 23.7 (8.82 27. .6 (2.4 4
— In addition, concurrent ruxolitinib dose modifications occurring with n/w anemia and platelet r_?_dgftlc;ns were observed in patients who experienced n/w anemia during the first 12 weeks . However, 37 patients (43.0%) with baseline thrombocytopenia were Tl (no transfusions and no uxolitinib dose at index, mean (SD), mg 23.7 (8.82) 5 (5) 39.6 (2.43) 0 (0)
[ a e ’ . | " . . N - iti i H
count decrease on treatment are characterized ( ) Hb <8 g/dL in the 12 weeks immediately preceding week 24) vs 70 (53.8%) without baseline ’:\; 3:g:sru;22tr:"(§;;°rsnegover thefirst 156 (7.51) 30 (0) 33.1 (9.31) 39.1 (6.76)
thrombocytopenia, suggesting these reduced doses were of limited efficacy in preventing _’ S
Table 1: Anemia Subgroups progressive anemia SEIIIC SO LT DSELE ~7.2 (7.75) 0 -6.5(9.8) ~0.9 (6.76)
. 9 P 12 weeks, mean (SD), mg R R R
N/w anemia, n (%) No n/w anemia, n (%) Table 3: Th b t ia Sub
Methods Baseline 84 (81.6) 19 (18.4) 103 able o. 1nromoocytopenia subgroups Patients With Baseline Anemia and Baseline Thrombocytopenia (see QR code)
thrombocytopenia Platelet count decrease :° platelet count - In the baseline anemic cohort (n=94), 47 patients (50.0%) also had baseline thrombocytopenia, and 72
No baseline 23 (20.4) 90 (79.6) 113 on treatment, n (%) oﬁct::?; ent, n (%) (76.6%) had platelet count decrease within 12 weeks of starting treatment with ruxolitinib; outcomes are
- SIMPLIFY-1 (NCT01969838) was a randomized, double-blind, phase 3 trial of JAK inhibitor— thrombocytopenia : : ’ stratified by baseline cytopenias
naive patients with MF (Figure 1) Overall 107 (49.5) 109 (50.5) 216 =EERI IR Ul aE ) ClE il &2 (992 - (50 20 - Patients with both baseline anemia and baseline thrombocytopenia had numerically lower SVR35
— In this pOSt hoc analySiS, clinical outcomes were evaluated in patientS in the ruxolitinib arm, g%rgimgggsogséiglg%n baseline anemia status (“Total” column) as denominator. No baseline thrombocytopenia 85 (654) 45 (34.6) 130 ?hligmjbr?)i;t%algnl:lagher TSSS0 rates Compared with baseline anemic patlents without baseline
stratified by the presence vs absence of baseline cytopenias and by the presence vs Overall 167 (77.3) 49 (22.7) 216 openia _ _ _ _ |
absence of n/w anemia or p|ate|et count decrease on treatment F|gure 2 Anemia Subgroups Spleen Response 2 Percentages based on baseline thrombocytopenia status (“Total” column) as denominator. ° Among paFlentS with basellne anemia, those WhO had baseline thrombOCYtOpenla had .numerlca"y
Baseline anemia: Hb <10 g/dL or transfusion dependence | T i S lower starting mean ruxolitinib doses and numerically greater dose reduction over the first 12 weeks
fo) : . - - - - . . . [ 0 . . .
] . Relative reduction in SVR35 rate with n/w anemia: i Relative reduction in SVR35 rate with n/w anemia: Table 4: Thrombocytopenla Subgroups Baseline Characteristics? fﬁ?ﬁifnggltr;;?ao Zi(\jlv ::(;l:r:Ita)a;::.lé\?etggi/r:]boggtszzeg;a<,2t())yr\r/]V e(ej|;"24\,/86 :328 g)cyoz\'z;ﬂ)elﬂtz;\lsltem:ea seline
o N/w anemia: a decrease of 21.5 g/dL from baseline to an Hb level of <10 g/dL, or new 20 - 13.5% | 21.4% Baseline thrombocvtonenia |No baseline thrombocvtobenia peni g = g daiy 070
transfusion requirement of 22 red blood cell (RBC) units transfused within 8 weeks at - 60 : _ thrombocytopenia
weeks 4, 8, or 12 following ruxolitinib initiation %« 50 i o T ([ e 66.0 (35-79) 66.0 (25-86) - §1 .3°|/_o oftﬁatieréts V)\//ith baseline thrombocytopenia and anemia were Tl at week 24 vs 31.9% without
: : $ = >65 years, n (%) 48 (55.8) 74 (56.9) aseline tnrombocytopenia
o . 9 2 I y
Baseline thrombocytopenia: platelet counts <200x%109/L E; :g | Male, n (%) 48 (55.8) 71 (54.6)
n 0 0 0 0 0
> Platelet count decrease: a decrease of >50x109/L to a platelet count of <200x109/L by g S . : ITI;';; s";c/e)MF diagnosis, median (range); years 1.91(0=20) 1.01(0=24)
. gn . e . 1 , n 00
week 12 following ruxolitinib initiation » . | o/ 11 (12.8) 31 (23.8) _ .
i Int-2 27 (31.4) 40 (30.8) Discussion
Figure 1: SIMPLIFY-1 Ruxolitinib Arm Cytopenic Subgroup Analyses: : (n=84) (n=19) : (n=23) (n=90) High 48 (35.8) >9 (454)
T, ) N/w anemia No n/w anemia I N/w anemia No n/w anemia Palpation spleen length, median (range), cm 12.0 (5-28) 10.0 (5-31) ] ]
StUdy DeSIgn n/w, new or worsening; SVR35, spleen volume reduction 235% & em. (%) 80 (93-0) 122 (93.8) New or Worsenlng Anemla
N Pr;’"a“’ve"""”‘L_ Ruxolitinib Arm: Cytopenic Subgroups :';’C":edia’f‘ (rangel’ f”d'- . 9.8 (6-19) 10.5 (6-17) - Despite similar baseline ruxolitinib doses, numerically greater dose reductions by week 12 were
ouble-blind treatmen , o : . ransfusion status, n (% : - : - : TR
SIMPLIFY-1 Da|y1 Wefk " Anemia Stratification Figure 3: Anemia Subgroups Symptom Response Tl (%) 50 (58.1) 101 (77.7) obsertved in fatlents with n/w anemia, potentially contributing to less favorable spleen and
Baseline anemia + No baseline anemia + : : : : TD 31 (36.0) 21 (16.2) symptom outcomes
N=432 n/w anemia n/w anemia ! .
. ' ' | saseline anemia |:| Mo baseline anemia TR 5 (5.8) 8 (6.2) — The generally small dose reductions across subgroups may reflect the short 12-week
Inclusion criteria: h;:;nelotgllljb Relative reduction in TSS50 rate with n/w anemia: ; Relative reduction in TSS50 rate with n/w anemia: PLT count. median (range) x10°/L 132.0 (52_199) 362.5 (203-2865) durat|on Of assessment: |Onger term dOSIng data at 24 WeekS WOUId prOV|de further context
m 7 00 . °o . ’ agu__ = ’ . . . ! -
-;AK ir:hibitf[).r naive _‘g n=2%5 g:snelllivn:naennelir:ia+ Egrtl)/av:ilri]g;zia:emia+ jg 20.5% i 7 Baseline ruxolitinib dose, median (range), mg/day 30.0 (10-30) 40.0 (20-40) to the Sustainabi”ty of ruxolitinib dosing in the presence of n/w anemia
* Symptomatic N L L . , . ) L ) ) . ) . . . . .
in}tlerr%ediate-1—, | : .g § 60 - : degzzngg,{gb;%//Z,{axgggoe:/raetgwlrlfgs International Prognostic Scoring System; MF, myelofibrosis; PLT, platelet; RBC, red blood cell; TD, transfusion dependent; Tl, transfusion _ Th ese reSUItS were aISO in Corporated inam eta_an alyS|S Of n /W anemia tO assess SVR35
int diat '2_1 © = N° a Because the proportion of patients who did not have platelet count decrease on treatment was low, baseline characteristics are only stratifie e presence or absence o fiNi ifi I
:nzrm:hififk § Ruxolitinib 3 °\. 50 : bgseline th%m%ogﬁgpeni;pb Tt'l: nto Rchtjrgnst’STionsglnél Ilvot Hb <gcg17/dL in the 12 wefeks tt)eforel ra;‘n?omi;ationl? TD: t24 REBC units t%n;fugj;ddo?}ﬁg <§ g/dL in the 8bweeks b];fore and rUXOIItInIb dose mOdIfI Cat|0n39
patients 20 mg BID ; 3 40 A : randomization. TR: not meeting criteria for Tl or TD. Platelet Count Decrease on Treatment
« Baseline platelet n=217 iy § 30 I
>50%109/ Thrombocytopenia Stratification: =) , : . H . . . o i itini i i i i
count 250x109/L B e et 2 0 - i Figure 4: Thrombocytopenia Figure 5: Thrombocytopenia Subgroups Numerically greater ruxolitinib c_iose redgctlons k_Jy v.veek 1_2 were observgd in patle_n.tsl with
10 | Subgroups Spleen Response? Symptom Response? platel_et count decrea_se_over this same time perloc_l, desplte_doge reductions, ruxolitinib doses
Descriptive endpoints of the Baseline thrombocytopenia + | No baseline thrombocytopenia 0 : remained >20 mg daily in most subgroups, potentially contributing to the lack of clear
meta-analysis: treatment treatment . (n=83) . (/n=18) _ : . (n=23) . (l"=86) _ Relative reduction in SYR3S rate with basell differences in outcomes
« SVR35 at week 24 w anemia o n/w anemia I w anemia o n/w anemia elative reduction in rate with baseline Relative reduction in TSS50 rate with i ) . ) ) ey “
. _ _ _ : ' thrombocytopenia: baseline thrombocytopenia: « While basellne_thrqmbgcytopen[a differentiated outcomes: t_he definition qf platelet count
e o platelet count decrease on |+ o Yiopenia D ot o) STRIOT SC0Te, TS50, ol Syenpiom Score reduclion 250% 68.3% 22.2% decrease” applied in this analysis may not have been sufficient to determine the effect of on-
A ———— treatment no platelet count decrease on treatment decreases in platelet count on outcomes, as few patients failed to meet this definition;
between initiation and week 12 60 1007 additional research is needed to fully characterize the effects of n/w thrombocytopenia in

—— patients with MF treated with ruxolitinib

— The assessment duration of 12 weeks may be too short to observe clear differentiation
in outcomes

+ Results were consistent with a previous SIMPLIFY-1 subgroup analysis®: Lower ruxolitinib
doses in patients with baseline platelet counts <200x10°/L were associated with numerically
lower SVR35 rates

Baseline Anemic Patients With Thrombocytopenia

Table 2: Anemia Subgroups Ruxolitinib Dosing Change

BID, twice daily; JAK, Janus kinase; QD, once daily; RBC, red blood cell; SVR35, spleen volume reduction 235%; TI, transfusion independence; TSS50, Total Symptom Score . . . .
reduction =50%. Baseline anemia No baseline anemia
(n=103) (n=112)

* Note that patients treated with momelotinib in the SIMPLIFY-1 trial were excluded from the N/w anemia No n/w anemia | N/w anemia No n/w anemia
present analyses, as improvements in anemia and transfusion burden are expected with (n=84) (n=19) (n=23) (n=89)
momelotinib treatment

(o)
o

N
o

N
o

20

N
o

SVR35 at week 24 (95% Cl), %
w
S

Ruxolitinib dose at index,

TSS50 at week 24 (95% Cl), %"

mean (SD), m 30.8 (10.55)  33.7(11.16)  37.0 (4.70) 34.8 (8.93) * Results in patients with both baseline anemia and thrombocytopenia were consistent with the
— With momelotinib treatment, 69% of patients with baseline moderate anemia (Hb 28 to L 0 p——— (n=130) 04 overall population in showing numerically lower SVR35 rates compared with anemic patients
<10 g/dL) and 50% with baseline severe anemia (Hb <8 g/dL) achieved Hb >10 g/dL b Average ruxolitinib dose over the e el (n=86) (n=130) i i
g 6) ( g/dL) g y firet 12 woeke. mean (SD). ma 27.1(11.04)  32.0(12.81)  31.7 (9.40) 31.0 (10.13) _ Baseline  No baseline n=86). b without thrombocytopenia | | | |
week 24 ’ ’ thrombocytopenia thrombocytopenia thrombocytopenia thrombocytopenia * However, patients with both baseline anemia and thrombocytopenia had higher TSS50 rates than
Change in dose between index SVR35, spleen volume reduction 235%. TSS, Total Symptom Score; TSS50, Total Symptom Score reduction 250%. those with anemia alone
_ i i i >80° ion i i i =3.7 (5.45) -1.7 (6.51) -5.2 (6.68) -3.9 (6.05) s As only 4 patients with baseline thromb ia did not have furth 2 As only 4 patients with baseline thromb ja did not have further platelet count . - . . . .
In baseline ?Eem'c p?“‘?”.ts; 80% had reduced or stable transfusion intensity during and 12 weeks, mean (SD), mg platelot count decrease on treatmen, relafve reduction in SURGS based on docrease on freatment, TSS50 based on pibtolet count docrogse on freatment coutd ot — This may reflect a ceiling effect for symptom burden in this patient subgroup, as anemia is
treatment with momelotinib . new or worsening. %%%I?%tocc%g; gr%grgzzg on Ft)r.eatment could not be calculated in the baseline eﬁt ,g:egg%ﬁiggill;wgfhﬁoggzignga?éﬁlg;b?_g}éto\%gfs.subgroup. TSS50 evaluable in patients associated with increased likelihood of hlgh symp tom burden, inclu d|ng fa tigue 10
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