Retrospective Analysis of the Relationship between Transfusion Independence and Bone Marrow Fibrosis Reduction
in Patients with Myelofibrosis Treated with Pacritinib versus Ruxolitinib
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CONCLUSIONS RESULTS Greater proportion of patients on pacritinib achieve Tl Transfusion response associated with bone marrow
* |n cytopenic myelofibrosis (MF) patients from PERSIST-2, transfusion * Baseline characteristics were similar between the PAC and RUX groups, * A significantly greater proportion of patients treated with PAC vs RUX fllIJDrQSI;t;mprovement t< at basel; 9 < 24
independence response (Tl-response) for patients in the pacritinib including median platelet count (41 vs 38 x 10°/L) and median achieved Tl through week 24: 37% (n=15/41) vs 6% (n=1/18), P=0.023. a|r.e one marrow asse.ssmen > at baseline an V\;ee werg
(PAC) group was associated with bone marrow fibrosis improvement. hemoglobin (8.7 vs 8.6 g/dL; Table 1) = Nominally, this trend held for those with baseline platelets <50 x 10°/L: available for 18/41 of patients on PAC, of whom 44% (8/18) achieved
* Though these results are based on a small sample size, they contrast * All patients required RBC transfusion at baseline 28% vs 8%, P=0.222 (Figure 3). Tl-response on study.
with recent data suggesting no correlation between bone marrow Table 1. Patient Characteristics Figure 3. Rate of transfusion independence over 12 weeks Figure 5. Bone marrow fibrosis in Tl-responders vs non-
fibrosis reduction and achieved TI-response on the JAK1/2 inhibitors responders PERSIST-2, PAC 200 mg BID
momelotinib and ruxolitinib (RUX).1 PAC 200 mg 100% —
= PAC 200 BID
e Further studies are warranted to confirm the relationship between Baseline characteristics BID o me
bone marrow fibrosis reduction and anemia benefit in patients treated N=41 90% — = RUX 100%
with PAC. Age, median 67 70 80% —
INTRODUCTION DIPSS high risk, n (%) 18 (44) 8 (44) = 70%-— 80% P=0.043
e e . . . . PLT count (x10°/L), median 41 38 < P=0.023
 MF is a life-limiting malignancy characterized by marrow fibrosis, . . N g 60% — |
splenomegaly, and progressive cytopenias. Hemoglobin (g/dL), median 8.7 8.6 ‘ac-; < ° 60%
* PACis a JAK1-sparing inhibitor of JAK2/IRAK1/ACVR1%3 that in addition Median RBC transfusions™ over past 151 5 49 ..g g_ 50% —
to improving spleen volume is associated with anemia benefit in MF 90 days, n ' ' o g- 40
. Y 0/ _ 0
patients. Prior JAK2 inhibitor, n (%) 23 (56) 14 (78) S35 40%
= PACisa .potent inhibitor of ACVBl, which re.gulat.es hepC|d|.n Spleen volume (cm?), median 9995 9 2451 6 SN o 30%
production, and may thus ameliorate anemia of inflammation that . o 20%
occurs in myelofibrosis. Palpable spleen length (cm), median 15.00 13.50 20% — —
. . . c ey ey . *Packs transfused
* Recent in vivo studies have shown that dual JAKZ/IRAK]‘ inhibition is DIPSS, Dynamic International Prognostic Scoring System; PLT, platelet; RBC, red blood count. o O(V
associated with improvement in both cytopenias and bone marrow o o ] ] 10% - ° TI-R TI-NR
fibrosis in an inflammation-driven murine MF model.4> Pacritinib maintains full dose intensity 0% — Tl-responder (n=8) Tl non-responder (n=10)
* The analysis included 41 patients on PAC (median dose intensity 100% : .
AlIV through zveek 24) and 18pon RUX (median( daily dose 10 mg at VY/EEk 204 Patient Ns All patients PLT <50 x 10°/1 M 1 grade bone marrow fibrosis improvement
FiguregZ) ! ' PAC 41 25 Bl >2 grades bone marrow fibrosis improvement
* To retrospectively analyze the relationship between achieving RUX 18 13 BID, twice daily; PAC, pacritinib; TI, transfusion independence.
transfusion independence (T1) and reduction in bone marrow fibrosis in Figure 2. Dose intensity of patients on PAC and RUX Cl, confidence interval; BID, twice daily; PAC, pacritinib; PLT, platelet; RUX, ruxolitinib.

 The proportion of patients on PAC who experienced bone marrow

MF patients treated with PAC 200 mg twice daily (BID) vs RUX as best * A greater percentage achieved a 250% reduction in RBC transfusions : : : L
availi)able therapy (BAT) on the haseg3 PERSIST-; (stud) PAC RUX ovgér an 1p2 weeksflg‘or all patients (49% vs 6%, P=0.001) and those with fibrosis reduction (21 grade) was significantly greater among Tl-
Py P Y- 100%7 100%- ' cel Y lete <50 189/L 10% ;cy > °(’) OES .F' . responders (62.5%, n=5/8) compared to TI-non-responders (10%,
| oW < =U. * . -
METHODS > THHHHT -| > aseline platelets X (40% vs 8%, ; Figure 4) n=1/10) (P=0.043: Figure 5).
VE) 750, | H” 1 § 750, - Figure 4. Rate of 250% transfusion reduction over 12 weeks * Of the 5 patients who achieved Tl-response and bone marrow fibrosis
* This analysis focused on patients who received PAC 200 mg BID and c c 100% reduction, all had grade 2-3 fibrosis at baseline, and 2 experienced a
RUX (Figure 1). 2 son. 2 so ° @ PAC 200 mg BID reduction from.grade 3 to grade 1.. | | |
. Tl was assessed using Gale criteria. g g 90%— m RUX * By contrast, pélred bone marrow biopsies were.avallfable for 5 patients
. To be considered TI, they did not receive any red blood cell © - © - on RUX (2 patients had baseline bone marrow fibrosis stage 3, 2
. . 0 | 0"~ (1) L . .
transfusions over any 12-week period. ‘S S 80% P=0.00 P=0.06 patients had stage 2, and 1 patient had stage 1), and there was no
. . o o =0. =0. - .. . . . . . o _
* Treatment comparisons (PAC vs. RUX) for efficacy outcomes, T & ) s 70% | | association between fl(l)or05|s reduction in TI-responders (0%, n=0/1) and
. . . o/ - o/ . 0 _ _ —
response and 250% reduction in transfusion burden were performed 0% 4 8 12 16 20 24 0% 4 8 12 16 20 24 g Tl-non-responders (25%, n=1/4).
using the Fisher's exact test. Weeks on Study Weeks on Study b _8 60%— ACKNOWLEDGEMENTS: This study is supported by CTI BioPharma Corp., a Sobi company.
* The proportion of patients with bone marrow fibrosis reduction (=1 PAC 0 mg PAC 300 mg 0 « This poster was previously presented at the American Society of Hematology Annual
de d : ticulin fib i f . i ' " 24) PAC 200 m PAC 400 m RUX 0 mg RUX 6-10 mg ‘> Q 50% Meeting, December 9-13, 2023, San Diego, California.
graae decrease In re. ICUlin TIDrosIs r?m. das€line al wee was 8 g . RUX 1-5 mg RUX 11-30 mg D % REFERENCES: 1. Oh et al. Blood 2022;140 (Supp 1):821-23. 2. Singer et al. J Exp Pharmacol.
reported among patients on PAC achieving TI-R vs. non-response (NR). PAC, pacritinib; RUX, ruxolitinib. w 3 40%_ 2016;8:11-19. 3. Oh, et al. Blood Adv. 2023;7:5835-5842. 4. Zamora et al. HemaSphere. 2023
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		Table 20.2.2 Bar Graph of Proportion of Subjects Achieving Transfusion Independence in Any 12 Weeks Defined By Gale Criteria



		PERSIST-2 Safety and ITT Population(Pacritinib 200 mg BID and BAT=RUX) and non-Transfusion Independent (Gale)



		Subset of patients randomized >= 12 weeks prior to the clinical hold (ITT population)
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Note: Proportion of patients who were transfusion-independent is defined as the absence of RBC transfusion.



		Subjects with baseline allelic burden 0 (absent) are excluded.
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