Retrospective Analysis of Anemia Benefit of Pacritinib from the PERSIST-2 Trial
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BACKGROUND METHODS RESULTS

« Pacritinib (PAC) is an oral Janus kinase (JAK) 2/interleukin-1 receptor—associated * Transfusion independence was defined as no red blood cell (RBC) transfusions Transfusion Independence in Non-Ti Patients at Baseline « More evaluable non-TI patients who received 200 mg BID of pacritinib experienced
kinase 1 (IRAK1) inhibitor, that does not inhibit JAK1." and no hemoglobin level <8 g/dL; non-TI was defined as any RBC transfusions in * Among evaluable non-Tl patients, the percentage who achieved Tl over any 12- a notable 250% reduction in modified total symptom score (mTSS) compared to
 Pacritinib is approved for patients with myelofibrosis (MF) who have severe 90 days prior to the first dose or a baseline hemoglobin <8 g/dL. week intervals through week 24 was greater on pacritinib than BAT (Figure 3). those who received BAT (46% vs 16%; P=0.054; Figure 5).
thrombocytopenia (platelet count <50 x 109/L). « Treatment comparisons were analyzed by the Fisher exact test. 95% confidence Figure 3. Patients Achieving Transfusion Independence (12-week Intervals) _ _ _ _ _ _
 The approved 200 mg twice daily (BID) dose of pacritinib was studied in a intervals were calculated using the Clopper Pearson method. Cumulative o Hemoglobin Improvelment n Patlepts with Basgllne Anemia
randomized Phase 3 study (PERSIST-2) showing improvements in spleen volume, probabilities were estimated by the Kaplan-Meier method. S ] 27% pse; » Among evaluable patients with baseline hemoglobin <10 g/dL, the percentage who

achieved 21 g/dL or 22 g/dL improvement at any time through week 24 was higher
in pacritinib groups than BAT (Figure 6).
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symptom scores, as well as improvement in anemia and a decline in transfusion
burden (Figure 1).2 RESULTS
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20% -

Percentage of Patients who
achieved TI

* Inhibition of Activin A receptor type 1 (ACVR1), also known as activin receptor-like 15% -
kinase 2 (ALK?2), which mediates hepcidin regulation, has been postulated as a » On duplicate assays, pacritinib was shown to inhibit ACVR1 with an I1C;, of 22.6 and — Figure 6. Hgb Improvement Among Patients with Baseline Hgb <10 g/dL
mechanism for improving anemia in MF.34 10.8 nM, with a mean IC;, of 16.7 nM (Figure 2). - 5% - - e 200 e B
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« While pacritinib’s anemia benefit has been attributed in part to IRAK1 inhibition, the = Positive control LDN193189 had an 1C5, of 20.4 and 32.4 nM respectively, with a o - . A i B
role of ACVR1 inhibition has not previously been described. mean [C;, of 26.4 nM. PAC 200 mg BID PAC 400 mg QD BAT L 2y BBAT
Figure 1. Hematologic Benefits From Baseline to Week 242 - Fedratinib had minimal activity; no activity was noted for ruxolitinib.  Among evaluable non-TI patients, the cumulative probability of TI was greater for g 10%- 7%
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E 20% E 20% 19% ngher : Ezg';',t&c;'?égﬂﬁﬁe?f BAT=best available therapy; BID=twice daily; Hgb=hemoglobin; PAC=pacritinib; QD=once daily.
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In patients with baseline anemia In patients who were RBC transfusion- Mean S 2 i ACVR1 .IS a receptor k_lnase that COI"Itl'O|S. the Crioplasm : — ,
(hemoglobin <10 g/dL) dependent® at baseline :E, 01 X expression of the peptlde hormone hepC|d|n- v
. . o o . aDarker blue.ir?dicates higher potency (IowerIC_5q) N o o © | - Inhibition of ACVR1 reduces production of m
oGal ertora, transfusion depardont defined a3 52 RBC unitsmonth i prior 9 days and transfusion mdependont ac none. ACYRTZ Activin A receptor ype T: PED=Tedratih; TIOM=momelofin: PAC=pacriin®: REXTruxolin®. >0 - " " = hepcidin, which leads to increased iron ¢ v
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OBJECTIVE Two study populations were analyzed: Pacritinib 200 mg BID fg f; fg 12 of downstream cytokines, particularly i ¥
CT f Vit vsis t | tinib’s inNibiti £ ACVR1 = Evaluable patients who were non-TI (had any transfusions or had hemoglobin BAT interleukin-6, which also impacts hepcidin § __ Hepcon
O periorm an /n vitro analysis 1o explore pacritinio s innhibition o . <8 g/dL) at baseline. #Transfusion independence: no RBC transfusion and no hemoglobin <8 g/dL over the previous 12 weeks. expression. The unique kinase inhibition profile TRANSC:R'P“ON
- To assess pacritinib’s impact on transfusion independence (T1) and hemoglobin . . . 2 SN EIE WL [l SRines CEls GEReEE Sy RSt Gl of pacritinib provides a dual mechanism for the v
: = Evaluable patients who had baseline hemoglobin <10 g/dL. . . . . t of . S _ Improved
among evaluable patients treated on the PERSIST-2 study. . - . . Symptom Improvement in Non-Tl Patients at Baseline Improvement ot anemia. Tove
« Key baseline characteristics for these study populations are shown in Table 1. >

METHODS * A greater proportion of evaluable non-TI patients reported “much improved” or “very
Table 1. Key Baseline Characteristics much improved” symptoms with pacritinib 200 mg BID (FDA approved dose) |—|
compared to BAT (50% vs 16%; P=0.027; Figure 5). CONCLUSIONS

In Vitro Analysis
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* The gc.:tllwty of pacritinib, the other.J.AKZ inhibitors momelotinib, fedyahmb, 200 ma BID 400 ma QD BAT Figure 5. Symptom Improvement at Week 24 Pacritinib Is a r!lg_hly potent inhibitor of ACVR1 with greater potency than
ruxolitinib, and LDN193189 (a positive control), was assessed against ACVR1 2 2 other JAK2 inhibitors
’ ’ ' Patients with any transfusions or hemoglobin 26 24 19 . o '
* Using the HotSpot assay from Reaction Biology Corporation a 10-dose 1C5, (half <8 g/dL (non-Tl)?, n d ;7,;‘;‘;,‘2‘2'2)200 mg  In evaluable non-TIl patients, pacritinib therapy improved transfusion-
maximal inhibitory concentration) assessment with 3-fold serial dilution starting at Median age (IQR), years 66.5 (62.0 - 71.0) 68.5(62.5-76.5) | 70.0 (62.0 - 76.0) " [l BestAvailable independence and symptoms of myelofibrosis.
10uM was performed Platelet count x 109/L, median (IQR) 48.0 (36.0 - 72.0) 55.0 (30.0-91.0) | 56.0(35.0 - 75.0) _‘g’g 60— P=0.027 P=0.054 ULELE L =) _ _ L _ o
| ks o o Hemoglobin, g/dL. median (IQR) 85(7.6-97) 8.4 (7.0-9.0) 86(7.9-87) 53 | | - The anemia benefit of pacritinib is potentially related to inhibition of ACVR1
 Kinase activity data were expressed as the percent remaining kinase activity in RBC transfusions (unit/month), median (IQR) 1.6 (0.8-3.2) 1.7 (1.1-3.2) 1.7 (1.0-3.2) S g o and IRAK-1.
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J:)ebsi;isr?enc]iplizisncolggar‘;idggf’xgrlgle (dimethyl sulfoxide) reactions. 1Cx, values were Pat'é"ts with hemoglobin <10 g/dL, n 33 30 28 ‘%5 - « These data suggest an important role for pacritinib in addressing anemia in
g . Median age (IQR), years 65.0 (57.0 - 69.0) 69.0 (66.0 - 77.0) 66.5 (62.5 - 73.5) % fg il patients With myelofibrosis_
Study Design Platelet count x 10%/L, median (IQR) 58.0 (40.0 - 74.0) 47 (31.0 - 69.0) 59.0 (35.0 - 76.0) o
, . _ _ _ . Hemoglobin, g/dL, median (IQR) 8.5 (7.7 - 9.5) 8.6 (7.7 - 8.9) 8.6 (8.3-9.3) 10
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400 mg QD, or best available therapy (BAT) BAT=best available therapy; BID=twice daily; IQR=interquartile range; QD=once daily; RBC=red blood cell; TI=transfusion independence. BID=twice daily; mTSS=maodified total symptom score; PGIC=Patient's Global Impression of Change. 5. Gale RP, et al. Leuk Res. 2011:35:8-11.
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