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Safety  Among all patients, incidence of grade 3/4 bleeding events was <3% during any 8-week time interval (Table 8)
 There were a total of 71 (32%) deaths in the pacritinib arm and 24 (22%) in the BAT arm (Table 4)

Table 1. Baseline Characteristics (cont.) Figure 4. Evaluable® Patients Achieving Spleen Volume Reduction
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- MF is a myeloproliferative neoplasm characterized by clonal myeloproliferation, dysregulated kinase signaling, and Characteristic (n=220) (n=107) 235% Over Time — On study deaths were 12% vs 3% in the pacritinib and BAT arms and there were similar proportions of deaths Table 8. Incidence of Bleedlng AEs By SMQ Over Time (Grade 3/4)
release of abnormal cytokines' BM biopsy completed. n (%) 19 (100) 107 (100) 200, attributed to cardiac and bleeding adverse events (AEs) between arms within 24 weeks (last timepoint before Time Interval o 22(I;;ac;ritir;ilo_ < (%) (ﬁA‘{(}Ig)itia/l Trtea_trae(gt) o Bgl-gl)‘ Clrostsqvie;r(a(y)
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* Frequent causes of death among pts with MF include leukemic transformation (31%), disease progression (18%), and Reticulin and collagen fibrosis staging Bl PAC W BAT B BAT Crossover® crossover) Week 1 — Week 8 /920 (1 i 11106 (1 i 3/90 (3 i
thrombOS|S and Cardlovascular Compllcatlons (13%, Figure 1)2 MF 0-1 32 (15) 18 (17) 31% - Among a” deathS, thOSG OCCUITIng due to AES represented 394% and 583% Of deathS |n the paCrItInIb and BAT ee —vvee ( ) ( ) ( )
| | | o | | | ] o i Week 8 — Week 16 3/210 (1) 1/103 (1) 2/83 (2)
« Asearly as 1 year from the time of diagnosis, the incidence of disease-related thrombocytopenia, anemia, and red MF 2-3 180 (82) 83 (78) " il arms, respectively _ o . . o . . Week 16 — Week 24 3/195 (2 0/100 0/75
blood cell (RBC) transfusion requirements increase dramatically? Missing - (3) 5 (6) Came—— «  The most frequent AEs occurring within 72 weeks (assessed by investigator) were primarily gastrointestinal (Gl) Week e - Week i i 21; Vs o
8 ) : ee — Wee
«  Current treatments may exacerbate disease-related thrombocytopenia and anemia Peripheral blasts, n (%) & 16% disorders (Table.5) | | |
o _ o _ o 's <1% - (35) 44 1) « Grade 3/4 anemia, thrombocytopenia, and neutropenia were reported in 26% vs 16%, 16% vs 11%, and 4% vs. 2% of Week 32 — Week 40 2/157 (1) 1/33 (3) 2/65 (3)
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* The phase 3 PERSIST-1 trial (Figure 2) met its primary objective of spleen volume reduction (SVR) 235% and a i 159 72) 24 (69) » 15% of pts in the pacritinib arm had dose reductions due to AEs (5% diarrhea; 4% anemia) Week 48 — Week 56 2/131 (2) 0/7 0/55
significant proportion of pacritinib-treated patients achieved total symptom score (TSS) reduction 250% vs BAT S50, ” ) o 7 0% B e T T BT sy ey e «  Peripheral neuropathy occurred in 1% of pts treated with pacritinib vs 4% of BAT-treated pts Week 56 — Week 64 0/121 0/6 0/48
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* This analysis examines outcomes at 72 weeks among pts in the PERSIST-1 trial treated with pacritinib vs BAT, and Missing 48 (22) o5 (23) « Leukemic transformation occurred in 11 (5%) pts randomized to pacritinib vs. 2 (2%) randomized to BAT Week 64 — Week 72 1/114 (1) 0/6 0/38
pts crossing over from BAT to pacritinib White blood cell L (%) 24 36 48 72 *from the time o crossover _________________L_L L
. . . g Ite DIo0a cell count, n (7o AE, adverse event; BAT, best available therapy; SMQ, standardized MEDRA query.
 On February 8, 2016, the U.S. Food and Drug Administration notified the sponsor that the IND for pacritinib has been < c Table 4. S f Mortalit
o . . . . <25 x10°/L 177 7 Week dapieée 4. oummary o oriall . - : o e :
placed on full clinical hold due to concerns over interim survival results, bleeding and cardiovascular events and all > *107 (80) 80 (75) “Basoine and fmepomt assessmants by MRT or CT. " From the Tme of crossover. -Numbers for ovaluable BAT-toated pationts (o0 small for meanmaral analyss beyond Weok 24 (<11 pationts y y .Inclldence of all g_rade cardiac AEs was S|m|lar pgtween pacritinib and BAT arms between Weeks 1-24 (Table 9);
9
therapy was discontinued >25 x10°/L 43 (20) 26 (24) at any point). PAC BAT BAT Crossover BAT No Crossover incidence of cardiac AEs was greater for pacritinib between Weeks 24-72 vs BAT
Hemoglobin, n (%) BAT, best avallable therapy; PAG, pacritinib. (n=220) (n=107) (n=90) L= «  Between treatment initiation and Week 24, 21 grade 3/4 cardiac AEs based on SMQ analyses were recorded among
TelVld- B auses o ortall N S WI =10 g/dL 136 (62) 99 (59) On study death? 27 (12%) 3 (3%) 9 (10%) 3 (18%) _ - - : :
9 y 0 Prior to Week 24, OS was similar between pacritinib and BAT arms (Figure 5, 6A); after Week 24, there was a trend Deaths of Within 24 Week 11 (5° 0 4 (4% 180 6 events occurred during the same period among BAT-treated pts; 4 grade 3/4 cardiac events occurred among pts
Platelet count, n (%) eaths of any cause Within eeks (5%) 3 (3%) (4%) 3 (18%) who received pacritinib after BAT-crossover
e Primary m_velofi_l:rl:osits <50,000/pL 35 (16) 16 (15) toward improved survival for the BAT arm, but 90 (84%) pts had crossed over to receive pacritinib (Figure 6B); moreover Due to Cardiac AEs 1(<1%) 1(<1%) 0 1 (6%) P
| ’ . . . . . . .
acute leukemia, f::,?srf:f,:;?,;v,: o _ | >50,000 to <100,000/uL 37 (17) 18 (17) an imbalance in risk factors, especially in pts with baseline platelets <100,000/uL appears to be a factor Due to Bleeding AEs 1 (<1%) 0 1(1%) 0 . .
31% I\gg;i/lagl.sg:v;\éal 69 months +100.000/uL 148 (67) 23 (68) «  SVR 220% within 24 weeks in the pacritinib arm correlated with improved OS relative to pts achieving SVR <10% (Table 3) “During the treatment or <30 days off treatment; °24 weeks after crossover Table 9. Incidence of Cardiac AEs Based on SMQ Analyses (A" Grades)
S SR AT MOt — — There was a trend for improved OS for patients treated with pacritinib with SVR 210% to <20% AE, adverse event; BAT, best avallable therapy; PAC, pacritin R Pacritinib BAT Initial Treatment BAT Crossover®
P B gt :re:glt;s?sa : Apparent Risk Factor Imbalances by Platelet Strata There was no correlation between SVR and OS for BAT-treated patients with SVR 220% (N=220) n/n at risk (%) (N=106) n/n at risk (%) (N=30) n/n at risk (%)
ransblant s, o ce data are based on the - There was an apparent significant imbalance in Dynamic International Prognostic Scoring System risk factors between ] ] Table 5. Most Frequent Adverse Events Week 1 - Week 8 23/220 (1) 14/106 (13) 14/90 (16)
comp“cat?ons,ﬁ 278 patients in whom the pacritinib and BAT arms in the predefined <100,000/uL strata and most apparent in patients with baseline platelets Flgure 5. Overall Survival by Treatment Week 8 — Week 16 19/210 (9) 117103 (11) 5/83 (6)
i 11 finalcause of death was 50,000-100,000/uL (Table 2) All Grades Grade 3/4 Week 16 — Week 24 11/195 (6) 3/100 (3) 4175 (5)
Other pection, T Known 100~ Adverse Event, n (%) PAC (n=220) BAT (n=106) PAC (n=220) BAT (n=106) Week 24 — Week 32 21177 (1) 0/89 (0) 4/72 (6)
(including 12 cases < 90 - Non-hematologic (>10%)
of second Bleeding, 5% - < g 0 Week 32 — Week 40 6/157 (4) 0/33 (0) 1/65 (2)
neoplasia) 7%  portal nypertension, 4% Table 2. Apparent Risk Factor Imbalances by Platelet Strata s 80 Diarrhea 142 (65) 15 (14) 16 (7) 1(1) Weok 40 — Week 48 31140 (2 113 (8) 461 (7
S . Nausea 70 (32 7 (7 3 (1 0
ME. myelofibrosis <50,000 plt/uL LN <100,000 plt/uL T 2 ;8 _ o . - ((2 : )) : 27; ' ((3)) X Week 48 — Week 56 4/131 (3) 017 (0) 2/55 (4)
(7p) : : Week 56 — Week 64 3/121 (3 0/6 (O 1/48 (2
PAC  BATn=16 [J\i-ca =/ iE Y PAC n=72 BATn=34 | 'AC BAT =  50- Abdominal pain 30 (14) 11(10) 6 (3) 0 ©) ©) 2)
M ETH O DS n=35 n=220 n=107 o Fatique 32 (15) 9 (9) 5 (2) 1(1) Week 64 — Week 72 1/114 (1) 0/6 (0) 2/38 (5)
Age >065 V' (%) 74 50 57 47 et e . 2From the time of crossover
p—valueb 0.1150 0.0773 — 30 - B AR P(?qc:g(‘)l)b (Nli?;?) Peripheral edema 25 (1 L ) 16 (1 5) 1 (1 ) 1 (1 ) AE, adverse event; BAT, best available therapy; SMQ, standardized MEDRA query.
Baseline WBC >25K (%) 14 25 20 24 § 20 - BAT Number of Events (Death) | 71 (32.3%) 24 (22.4%) Pneumonia 25 (11) 1(1) 15 (7) 1(1)
o o A 0000 [ Y A T T T T T BAT crossover Median Overall Survial in Weeks (95%, Cl) | NA (128, NA) NA (NA, NA) Hematoloaic (>5%)
- Baseline Hgb<10 g/dL (% 66 63 38 44 o - og-rank Test P-value . g u n
Figure 2. PERSIST-1 Study Design e (%‘);) o - - o £ 18_ ---------- BAT No crossover Lo renk Test Pvelve - Anermia 68 (31) 23 (22) 57 (26) 17 (16) Table 10. Incidence of Cardiac AEs Based on SMQ Analyses (Grade 3/4)
Kev Eliqibilitv Criteria . . . Using Fisher | (') 1'2 2'4 3'6 4'8 6'0 7'2 8'4 9'6 1 0'8 12'0 13'2 Thrombocytopenia 50 (23) 15 (14) 36 (16) 12 (11) - Int I Pacritinilq BAT Initial Trea_tment BAT Crosso_vera
1=l Y . Bl\,{:')l'r,] é’é‘if zigli|ftieb?hsfrlég;pﬁéil,e;gr?]%rglsgi?srl(%uTF,)inthjaSF:P tgo?ZZerAeéa ;;:;eri&:t’;nib; plt, platelets: WBC, white blood cell. batients at Risk Time to Death (Weeks) Neutropenia 12 (6) 2 (2) 9 (4 2 (2 ime fnterva (N=220) n/n at risk (%) (N=106) n/n at risk (%) (N=90) n/n at risk (%)
PMF, PET-MF, or PPV-MF P26 L mg qd ga'::r:sztla:’acribliin = 220 212 199 186 176 168 159 145 104 72 50 21 BAT, best available therapy; PAC, pacritinib. Week 1 —Week 8 8/220 (4) 2/106 (2) 1790 (1)
Intermediate- or high-risk disease BAT Treatment pr oo AT o7 104 101 % 02 4 79 s 7 4 25 g * Incidence of all grade diarrhea among pacritinib-treated pts was highest between Weeks 1-8 (51%) and decreased to Week 8 — Week 16 7/210 (3) 4/103 (4) 0/83
Palpable spleen 25 cm «  The maijority of lower risk pts randomized to BAT were treated with hydroxyurea (n=59 [56%]), whereas higher risk pts PAT No crossovern = ' ' B ° ° ° ° ! ° ° ° 1 12% between Weeks 8-16, and was <39% thereatler (Table 6) Week 16 — Week 24 6/195 (3) 0/100 3/75 (4)
No 9?(?|LISiOI1 for baseline platelet levels; Best Available received no active treatment (n=27 [26%])’ or other therapies 38 (36%) a72 week data for the primary population and 48 weeks for the crossover population as of data transfer date: April 25, 2016. "Patients had both baseline and each timepoint spleen assessment ° Incidence of grade 3/4 treatment-emergent diarrhea with initial pacritinib treatment was hlghest in Weeks 1-8 (30/0), and Week 24 — Week 32 1/177 (1) 0/89 1/72 (1)
stratified for platelet counts 2100,000/pL, Th BAT)? by MRI or CT. decreased to 1.4% in Weeks 8-16, 1.5% in Weeks 16-24, and 0.9% between Weeks 64-72
>50,000 to <100,000/uL, and <50,000/uL erapy (BAT) i : . | | ] Week 32 — Week 40 2/157 (1) 0/33 0/65
No exclusion for baseling Hgb levels excluding ruxolitinib Patient DISpOSItIOn — Incidence of all grade diarrhea decreased to 7.0% between Weeks 64 and 72 Week 40 — Week 43 11140 (1) 0/13 2061 (3)
No prior treatment with JAK2 inhibitors “Crossover fom BAT allowed afte progressior + Median follow-up: 22 mo (range, 0.6-36.4) Figure 6. OS (A) Before Week 24 vs (B) After Week 242 by Treatment * Asimilar trend was observed among pts who crossed over from BAT to pacritinib Week 48 — Week 56 21131 (2) o7 1/55 (2)
* 90 (84%) pts randomized to BAT crossed over to receive pacritinib at a median of 27.2 weeks (range, 14.1-99.0) Table 6. Incid £ D h O Ti All Grad Week 56 — Week 64 0/121 0/6 0/48
Hgb, hemoglobin; JAK, Janus kinase; PET-MF, post-essential thrombocythemia myelofibrosis; PMF, primary myelofibrosis; PPV-MF, post-polycythemia * Median duration of pacritinib treatment was 15.64 mo and median duration of BAT treatment was 5.91 mo A 2 S ' — — B ' ELLICE abie v. inciaence o larrnéa vver lime ( ra es) Week 64 — Week 72 0/114 0/6
vera myelofibrosis; R, randomized. — Following crossover from BAT to pacritinib, median duration of pacritinib therapy post-crossover was 13.85 mo o . Time Interval Pacritinib . BAT Initial Trea_tmecr,lt BAT Crosso_verao *From the time of crossover |
« Stratification at randomization: platelet count category, risk category, and region (North America, Europe, Russia, . | . (N=220) n/n at risk (%) (N=106) n/n at risk (%) (N=90) n/n at risk (%) AE, adverse event; BAT, best available therapy; SMQ, standardized MEDRA query.
Oceania) Spleen Volume Reduction % - % . Week 1 — Week 8 113/220 (51) 6/106 (6) 42/90 (47)
« Study endpoints * Reductions in spleen volume 235% at Week 72 were observed in 24% (24/99) of pts treated with pacritinib (Figure 3) E E xeet ?6_ ch\a’ekk1 24 2167//211905(192) :;183 (:) 13;32 (;6) C 0 N C L U S I O N S
— Primary: proportion of pts achieving a 235% reduction in spleen volume (by MRI/CT) from baseline to Week 24 « At Week 72, there were similar proportions of evaluable pacritinib-treated pts who achieved SVR =235% by MRI/CT E - E a8 ee - rvee ) ) ©)
S . : : 0 S : (Figure 4) as were observed at Week 24 (24% vs 25%) > > Week 24 — Week 32 11/177 (6) 1/89 (1) 1172 (1) . L 0 g
— Secondary: proportion of pts with 250% reduction in total symptom score (TSS) from baseline to Week 24 on the _ _ o _ 3 02- 3 02 Week 32 — Week 40 12/157 (8 1/33 (3 3/65 (5 « In pts with MF, responses to pacritinib were durable and rates of SVR 235% were maintained from Weeks 24-72
Myeloproliferative Neoplasm Symptom Assessment Form v 2.0 — In patients crossing over from BAT to pacritinib SVR 235% was achieved by 16% of pts at both Weeks 24 and 72 eek oz —Tlee (8) (3) () s . . .
y y ' © Concore Week 40 — Week 48 4/140 (3) 1/13 (8) 2/61 (3) — Pts who crossed over to pacritinib achieved meaningful responses following crossover
* Median duration of SVR 235% was 80.9 wks for pacritinib and not applicable for BAT I;)Ag 1O4ensore 104 I;)A?' 104 01 101 9% 92 8 79 73 &7 4 26 12 2 0 Week 48 — Week 56 /131 (4 1/7 (1 1 2 « The most frequently occurring AEs with pacritinib were Gl events and incidence decreased over time
RE S U LT S  Pacritinib-treated pts consistently maintained a mean % change in spleen volume of approximately —20% through Week 72 SIS (L2 ak % PEE (L2 0 o B Gw B 5 &9 0B @ o A o Week - Week 54 2/121 ) 17 (14) 95 (2) : Y J o P o _ _ o _ _
0 12 24 0 12 24 36 48 60 72 84 96 108 120 132 144 156 — °
— Pts crossing over from BAT to pacritinib had substantial decreases in spleen volume observed as early as Week Survival Time (Weeks) Survival Time (Weeks) eek 56 eek 6 ) °(17) 3/48 (6) t:]p to 24_t\./v_ebe ks, dt%eprﬁ_ was nc]z S”t atl_stlcally S|gn|f|ctant d'ﬁi.r e.EC%ETthe tl_nm:jerr: cg of (_:ar_?lac atnd 1? Ieedl?g AEs between
Baseline Characteristics 12 post-crossover and a mean % change in spleen volume of —15% through Week 48 post crossover Al e BAT PACRITINIB R e T e BAT PACRITINIB M+ € pacntin .an - arrr?s, ollowing Crossover to pacritini a patients had a simiiar rate ot events
— Pts treated with BAT achieved only a mean 1% decrease in spleen volume through Week 24 *Pts who are alive at Week 24 BF/@%;Z?:Q(?]:&S%S:;@ « OS was not significantly different between arms, and potentially confounded by a large percentage (84%) of pts
* Most pts had poor-risk features including MF stage 2-3 disease and baseline thrombocytopenia and/or anemia (Table 1 BAT, best available therapy; OS, overall survival; PAC, pacritinib. _ _ _ o crossing over at 24 weeks
P g ! Hres INEHaing J ! ! ytoben! a ( ) Fi 3 Spl Vol Red ti At Week 723 T TR T e OTEE e * Incidence of bleeding events was highest between Weeks 1-24 for pacritinib (£9%) and BAT-treated (<15%) pts and N g _ . o _ _ .
Table 1. Baseline Characteristics Iigure o5. spieen voiume rneauction ee ’ . decreased to <3% between Weeks 48-72 for pacritinib-treated pts (Table 7) « Pacritinib-treated pts who achieved SVR 220% had significantly longer OS vs pts who did not achieve SVR 220%
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