A retrospective analysis of pacritinib treatment outcomes in myelofibrosis patients with and without monocytosis

Eric Padron?!, Mrinal Patnaik?, Daniel Wiseman?, Raphael Itzykson*, Douglas Tremblay>, John Mascarenhas>, Sarah Buckley®, Karisse Roman-Torres®, Michael R. Savona’

'H. Lee Moffitt Cancer Center and Research Institute, Tampa, FL, USA; 2Mayo Clinic, Rochester, MN, USA; 3The University of Manchester, Manchester, England, UK; 4Service Hématologie Adultes, INSERM/CNRS UMR 944/7212, Hopital Saint-Louis, France; °Tisch
Cancer Institute, lcahn School of Medicine at Mount Sinai, New York, NY, USA; °Sobi Inc., Waltham, MA, USA; “Vanderbilt-Ingram Cancer Center, Vanderbilt University School of Medicine, Nashville, TN, USA

CONCLUSIONS

 While monocytosis in MF is not a cardinal finding, it is present in a sizable . - Patients with
Baseline characteristics monocytosis

Table 1. Patient Characteristics Anemia Benefit in Patients with Monocytosis

* Among the 16 patients on pacritinib with monocytosis who received RBC transfusions at
Patients without baseline, 50% (n=8) of patients achieved TI-R.

minority of patients and is a known predictor of poor outcomes in MF. By N=35 monocytosis N=395 * Among the 34 patients on pacritinib with monocytosis and who had hemoglobin <10 g/dL at
: e . : .. : : = i 0 ' i i 0 >
contrast, outcomes with pacritinib do not appear inferior in MF patients with !oaselme, 22.2% of patients had an increase of 1.5 g/dL of hemoglobin and 11.1% had >2 g/dL
mohnocytosis compared to those without Age, median years 70 o7 NS
. y. P . o . . Males, n (%) 22 (62.9) 218 (55.2) * Many of the patients with monocytosis on pacritinib (14 out of 18) experienced stabilization or
* Given this, and the dire need for new therapies for chronic myelomonocytic ’ ' ' an increase in hemoglobin levels over time (Figure 2).
. . . . ' ' 0
leukemia (CMML), particularly the proliferative type (MP-CMML), these data DIPSS high risk, n (%) 10 (28.6) 81(20.5) : : ; : , , ,
. . e . _ = _ blatelet count, x10%/L, median 6l 26 Figure 2. Change in Hemoglobin Over Time for Patients with Monocytosis
provide rationale to study pacritinib in patients with CMML, which is actively atelet count, x , Media
being planned. Hemoglobin, g/dL, median 9.7 10.0
WBC, x 10°/L, (median, IQR) 11.8 (6.0, 32.4) 8.9 (4.8, 20.0) 130 - .
INTRODUCTION JAK-inhibitor naive, n (%) 23 (65.7) 304 (77.0) 120
* While sustained monocytosis has been described as a high-risk feature in patients with MF?, it is JAK2V617F positive, n (%) 26 (74.3) 288 (72.9) 110 H l___, =
also a core diagnostic component for CMML. : 1004 ﬁh&-“ Z= A==
Spleen length, cm, median 13 13 S e
 The presence of driver mutations such as JAK2V617F, bone marrow fibrosis, and extramedullary , 0 L= \__‘___%
. . " Spleen volume, cm3, median 2662.9 2167.3 i — S
hematopoiesis can be seen in both entities. 80 7 - S——
e Pacritinib is a JAK2 inhibitor approved for MF, and also has potency in the inhibition of CSF1R DIPSS, Dynamic International Prognostic Scoring System; WBC, white blood cell; IQR, interquartile range 70 - //,\/
and IRAK1?, both which are kinases upregulated in CMML. 60 - —_—
« While pacritinib has not yet been tested in CMML, it has shown preclinical activity in murine Treatment Duration 50 -
CMML models.3 * Average treatment duration was 9.75 months for patients with monocytosis compared to 11 40 —
* As MF and CMML occur along a clinical spectrum, treatment outcomes in patients with MF with months for those without. 30 -
monocytosis might inform therapies in CMML. .. . . . . -
y 5 P Similar Efficacy With and Without Monocytosis 20 Last Hb value < Baseline Hb value - decreased
AI M 107 Last Hb value > Baseline Hb value - increased
. o _ _ _ . * The percentage of patients achieving SVR >35% and PGIC responses of “much” and “very much” 0-
. Tq retrospe.c’gvely analyze clinical outcgmes of MF patients with vs without monocytosis treated improved at week 24 were similar between the groups. (Figure 1). EtIL ; é 112 1IE ZTD 2.4 316 4IE ETD
with pacritinib across two phase 3 studies (PERSIST-1 and PERSIST-2). « TSS response rate in patients with monocytosis was higher but did not reach statistical
M ETHODS significance (P=0.103). Hb, hemoglobin. Weeks
. Pat!epts tre?ted with p.af:rl.tlnlb on the PERSIST-l (JAK-inhibitor nalve? and PER§|ST-2 (JAK- Figure 1. Percentage of Patients Achieving Efficacy Outcomes Reduction of Monocytes with Pacritinib
inhibitor naive or ruxolitinib refractory with platelets <100 x 10°/L) trials were included. . _ . . o
* Patients were stratified based on the presence (210% monocytes and absolute monocyte count ° B With Monocytosis * Median per.cent change from bas.elme to week 24 for.absolute monocyte count in the pacritinib-
>0.5x10%/L) or absence of baseline monocytosis. o B Without Monocytosis treated patients with monocytosis (n=16) was -72.5 (interquartile range: -87.3, -0.2).
 Week 24 efficacy outcomes were analyzed in the intention-to-treat-efficacy population ‘qé,' 45% Safety
. S . . . . -g . . .
randomized 222 weeks prior to study termma?tlon and included s.pleen volume response (SVR), . 40% . e The rates of treatment emergent serious adverse events (“50% in each group) and treatment
Total Symptom Score (TSS) response, and Patient Global Impression of Change (PGIC). o 35% : ) . . o : . .
_ _ _ @ emergent adverse event leading to drug discontinuation (26% in the with monocytosis group vs
— Only patients who completed the Myeloproliferative Neoplasm-Symptom Assessment Form S 30% - o . . . .
, _ = 20% without) were not significantly different between the groups, suggesting no signal for safety
(MPN-SAF) TSS version 2.0 were included. o . )
i _ o O 19% specific to the presence of monocytosis.
* Transfusion independence response (TI-R) was assessed among patients requiring RBC o 20% - 17%
transfusion at baseline (assessed within 90 days prior to baseline), with response defined as the REFERENCES
absence Of RBC transfusions OVEr any 12-W€€k periOd through 24 WEEKS (Gale Criteria) 10% - 1. Teferri A, et al. BrJ Haem. 2018;812-845. 2. Singer JW, et al. J Exp Pharmacol. 2016;8:11-19. 3. Yoshimi A, et al. Blood. 2017 Jul 27;130(4):397-407.
 Change in hemoglobin and monocytes over time was determined for those patients with
monocytosis 0% | . ACKNOWLEDGEMENTS
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