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Pelabresib !n corr]bir]a_tion wi_th ruquitinib KEY FINDINGS & CONCLUSIONS
for Janus kinase inhibitor-naive patients P
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with myelofibrosis: 72-week follow-up meaningtuldinioal bonefts, wih comelatve blomarkere supporing

potential evidence of ongoing disease modification, specifically:
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patients maintaining response
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INTRODUCTION METHODS

Dysregulation of the Janus kinase/signal transducer and activator of transcription « The MANIFEST-2 study is a global, randomized, double-blind, Phase lll trial (Figure 1) investigating the efficacy and safety of the
pathway, and bromodomain and extraterminal domain (BET)-mediated gene combination therapy of PELA+RUX versus PBO+RUX in JAKi-naive patients with MF78

modulation are associated with myelofibrosis (MF) pathophysiology*2
MF is a progressive and life-threatening disease, characterized by debilitating
symptoms, cytopenias (e.g., anemia), splenomegaly, and impairment of the Study population Treatment arms

Figure 1. Study population and design

bone marrow microenvironment (including fibrosis)3 N . . ~N
e e . S JAKi-naive patients with RUX Primarv endooint
— Reduction in spleen size is associated with improved OS* MF (N=430) PELA Per label with a ry endp
Janus kinase inhibitor (JAKi) monotherapy is the standard of care in (primary or post-ET/PV) ng g% + 5mgBID lower SVR35 response at Week 24
' iata. ‘h-ri 5 starting dosef :
intermediate- and high-risk MF DIPSS Int-1 risk or higher Day 1-14 Day%-21 Key secondary endpoints
Pelabresib (CPI-0610/DAK539) is an investigational, oral, small molecule drug Sl el (450 ar) Double-blind Absolute change in TSS from
that inhibits BET proteins and alters BET-mediated expression of genes that Platolot - — randomization 21-day cycles baseline at Week 24
: atelet count 2100 x : —
. . . . o > >
The MANIFEST-2 study met its primary endpoint, showing a statistically I/I?:SS ;\;ng—g)for LY S PBO I C I T Safety
significant improvement in SVR35 response at Week 24 with pelabresib- ' |, POQD + 5mgBID lower .
ruxolitinib (PELA+RUX) compared with placebo-ruxolitinib (PBO+RUX) in Peripheral blast count <5% Day 1-14 starting doset fies of allgrades and
JAKi-naive patients with MF” ECOG PS <2 Day 1-21 \_ )
Here, we present fO||OW-Up efficacy and safety outcpmes at We.ek 72; in addition, *Starting dose for pelabresib was 125 mg QD and protocol-defined dose modifications based on AEs and treatment response allowed a dose range between 50 mg and 175 mg QD. TRUX was started at
longer-term analyses were conducted for progression-free survival (PFS) and 10 mg BID (baseline platelet count 100-200 x 109/L) or 15 mg BID (baseline platelet count >200 x 109/L) with a mandatory dose increase by 5 mg BID after 1 cycle and a maximum dose of 25 mg BID
i F as per the label. AE, adverse event; BID, twice daily; DIPSS, Dynamic International Prognostic Scoring System; ECOG PS, Eastern Cooperative Oncology Group performance status;
IeUK_emla free survival (LFS)’ although the StUdy was not powered for ET, essential thrombocythemia; Int, intermediate; JAKI, Janus kinase inhibitor; LFS, leukemia-free survival; MF, myelofibrosis; MFSAF, Myelofibrosis Symptom Assessment Form; OS, overall survival;
survival outcomes PBO, placebo; PELA, pelabresib; PFS, progression-free survival; PO, orally; PV, polycythemia vera; QD, once daily; RUX, ruxolitinib; SVR35, 235% reduction in spleen volume from baseline;
TSS, total symptom score; TSS50, 250% reduction in total symptom score from baseline.
RESULTS Figure 5. Hemoglobin levels in the PELA+RUX arm continued to rise, approaching baseline

] . oo levels at Week 72 (safety population®)
Demographics and Clinical Characteristics

« The analysis included 214 and 216 randomized patients in the PELA+RUX and PBO+RUX groups, respectively, - W PELATRUX (v=212) PROTRUX (=219 ITT population
from the MANIFEST-2 study 3
— 212 (99.1%) and 214 (99.1%) patients were treated in the PELA+RUX and PBO+RUX groups, respectively g ] (N=214)
— Patients ongoing for study follow-up are 145 (67.8%) and 157 (72.3%), and those on double-blind treatment §= L2, Mean baseline N T S W Hemoglobin response,t % (n/N) 16.4 (351214) || 9.3 (20/216)
are 114 (53.3%) and 120 (55.6%), in the PELA+RUX and PBO+RUX groups, respectively E o W (95% Cl) (1142131 | (5.39-13.12)
« Patient characteristics were balanced as previously reported’ 5 Hemoglobin response,* in patients | 50 o /0. 169 (12171)
« Splenic response rates continued to be greater at Week 72 with PELA+RUX versus PBO+RUX (Figure 2) g rr’]‘lt:)a(‘gg,[z‘gl()base"“e <10g/dL).% | (11.16-30.63) | (8.18-25.62)
» Agreater number of patients maintained SVR35 responses with PELA+RUX (80%) versus PBO+RUX (73%) at S e e S
Week 72 data cutoff (Figure 3) @%‘%j % :%@4‘ ;&%46\@/&@% :G“é,%@»f,%@é,%@é \f&@é \_.,%‘-“f :ﬁ o ;‘5’ @fy%@f;&@f:@@é:@@é:@@f N
» Nearly twice as many patients achieved both SVR35 and TSS50 responses with PELA+RUX versus PBO+RUX T 7 ©
at Week 72 (Figure 4) Number of at-risk patients
«  Anumerically greater proportion of patients had a hemoglobin response, and fewer patients required red blood 212 204 200 199 193 189 185 185 104 181 71 169 162 156 140 144 139 136 |
Ce” (RBC) tranSfUSionS W|th PELA"‘RUX versus PBO+RUX over 72 WeekS (Figure 5) PBO+RUX | 214 206 211 209 207 205 204 199 196 195 185 179 175 170 161 152 145 139
y A greater proportion of patients had improvements in bone marrow fibrosis at Week 72 with PELA+RUX versus *Safety population received 21 dose of study drug. THemoglobin response is defined as a 21.5 g/dL mean increase in hemoglobin from baseline in the absence of
PBO+RUX (Figure 6) transfusions during the prior 12 weeks in the ITT population. ¥Baseline hemoglobin defined as the last assessment prior to or on Cycle 1 Day 1, regardless of blood
o Treatment-emergent adverse events were similar between treatment arms at Week 72 data cutoff (Figure 7) transfusions. Cl, confidence interval; ITT, intent-to-treat; PBO, placebo; PELA, pelabresib; RBC, red blood cell; RUX, ruxolitinib.
* An early imbalance in cases of leukemic transformation was observed with PELA+RUX compared with ] e e e ] ]
PBO+RUX. Over time, the imbalance in proportion of patients with transformation to blast phase decreased. Figure 6. Improvement of reticulin fibrosis grade™ with PELA+RUX versus PBO+RUX at Week 72

Overall, the observed frequency was in line with what is typically seen in MF (Table 1)
« Longer-term follow-up (Week 72 data cutoff) showed fewer PFS events in the PELA+RUX arm compared with
the PBO+RUX arm; LFS outcomes were similar between both arms (Figure 8)

PELA+RUX (n=74t) PBO+RUX (n=71%)

PELA+RUX
Safety o . o (N=741)
o o . . . . . 36.5% improved unchanged improved
« 98 (45.8%) and 94 (43.5%) patients discontinued double-blind treatment in the PELA+RUX and PBO+RUX unchanged Improved by 21 grade 514 282
groups, respectively at Week 72, %
« Treatment-emergent adverse events (TEAEs) were similar between treatment arms and most frequent were 12.9% 36.6% Worsened by 21 grade 122 36.6
Grade <3 worsenec vorsened at Week 72, % ' '
+ By Week 72 data cutoff, there were fewer deaths in the PELA+RUX arm compared with the PBO+RUX arm
Figure 2. Sustained improvements in spleen volume (a) and TSS (b) with PELA+RUX versus *By central read. tn=145 evaluable patients (patients with non-missing baseline and non-missing Week 72 BMF data); n=74 in the PELA+*RUX arm and n=71 in the
PBO+RUX arm. n=285 (66%) missing data. BMF, bone marrow fibrosis; ClI, confidence interval; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib.
PBO+RUX at Week 72 (06%) missing P P
B PELA+RUX (N=214) PBO+RUX (N=216) _ _
a Figure 7. The most frequent TEAEs in both treatment arms were low grade (Grade <3)
% ITT population PELA+RUX (N=212) PBO+RUX (N=214)
"'; PELA+RUX TEAESs reported in 210% of patients in either arm* Eglrgéaed:‘,i = E‘ :;: élrlfdr:d:;
‘E (N=214) Hematologic Anemia 51.4 \ ] 58.4
s events Thrombocytopenia 57,5 ‘ T
g SVR35 response Non-hematologic arthea 4 I .
& at Week 72 46.3 29.2 events ConEtipa:on 204 21.2 _: : 201| 24.8
% Dysgeusia® 10.3 I ] 3.7
z Difference’ (95% Cl) 16.7 (7.9-25.4) ot 70— 00
y - Nausea I — X
g Mean % change in spleen _57.2 (n=114) ~34.9 (n=119) Fatue 14.6 I— ] 20.1
5 volume at Week 72} : ) Headache . —— 107
§ 95% Cl —-61 .0, -53.3 _39.0, -30.7 Alanine aminotransferase inﬁf:;es':: 1-1122.3 | — 12.616.4
b Upper respiratory tract infection 11.8 I ] 134
) .Anhralgia 11.8 7168
b ITT population Aspartate aminotransferase g:;ia:aei: :gg [ |e— 10.:3_1
Dyspnea 108 N 7140
701 Urinary tract infection 104 N7 103
PELA+RUX Pyrexia LR — P X
60 Pruritus 75 BN 11341
(N=214) Patients (%)
01 Absolute change in TSSS at *Safety population: received 21 dose of study drug. TEAEs are regardless of relationship to study drug. A TEAE for the double-blind treatment period is defined as an
Week 72. LSM -15.42 -13.19 adverse event that has a start date on or after the first dose of PELA/PBO and before 30 days after the last dose of PELA/PBO or before the start of alternative (off-study)
o ] ’ treatment for MF, whichever occurs first. TDysgeusia was successfully managed in most patients by dose reductions of pelabresib.
Fo LSM difference (95% CI) at COVID-19, coronavirus disease 2019; MF, myelofibrosis; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib; TEAE, treatment-emergent adverse event.
-2.23(-4.73,0.27)
Week 72
20 | . . . .
TSS50 response at Week 72, % 121 352 Table 1. Leukemic transformation: accelerated and blast-phase progression
10 A
i 1 o -
i | | | | | | | Differencef (95% CI) at Week 72 6.3 (-2.6,15.3) PELA+RUX
Baseline Week 12 Week 24 Week 36 Week 48 Week 60 Week 72
e of st sk peients Week Accelerated and| Accelerated Blast Accelerated and Accelerated Blast
214 o1 184 165 154 Tat 29| blast phase* phase phase blast phase* phase phase
PBO+RUX 216 199 193 169 157 151 133
As of March 29, 2024,
Spleen volume assessed by central read. *Waterfall plots represent patients who have baseline and Week 72 data. tCalculated by stratified Cochran-Mantel-Haenszel (Week 48) data cutoff, 6.1 (13/213) 0.9 (2/213) 5.2 (11/213) 2.3 (5/214) 1.4 (3/214) 0.9 (2/214)
test. *Patients without Week 72 assessment are considered non-responders. STSS assessed by MFSAF v4.0 and using an MMRM analysis of absolute change from % (n /N)T,t
baseline in TSS. TDifference in treatment groups analyzed by stratified Cochran-Mantel-Haenszel test (weighted 95% Cl adjusted across strata).
Cl, confidence interval; ITT, intent-to-treat; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib; SVR35, 235% reduction in spleen volume from baseline; As of August 30, 2024,
TSS, total symptom score; TSS50, 2507% reduction in total symptom score from baseline. (Week 72) data cutoff, 6.1(13/214) | 0.9(2/214) | 51(11/214) | 4.2(9/214) 1.4 (3/214) 2.8 (6/214)
. . ] . % (n/N)S1
Figure 3. Durable splenic response persists with PELA+RUX versus PBO+RUX at Week 72
data CUtOff *Assessment based on local laboratory results, adverse events, and documented disease progression. Leukemic transformation confirmed by a bone marrow blast count
of 220% or a peripheral blood blast content of 220% associated with an absolute blast count of 21 x 109/L that lasts for at least 2 weeks. TMinimum of 48 weeks of
B PELA+RUX (N=214) PBO+RUX (N=216) leukemia-free survival follow-up; median follow-up 17.1 months. ¥The denominator of 213 includes 1 patient who crossed over from placebo + ruxolitinib. $Minimum of 72
100 {o—sa, o Coneored weeks of leukemia-free survival follow-up. The last adjudication in March 2025, with the cutoff as of August 30, 2024, showed a ratio of 11:6. TThe denominator of 214 for
%] ITT population PELA+RUX includes 2 patients who crossed over from PBO+RUX. MF, myelofibrosis; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib.
o PELA+RUX : _ : ) ) ) _
g (N=214) Figure 8. Progression-free survival, leukemia-free survival and overall survival (ITT population)
z 0 Loss of SVR35 response and >25% W PELATROX(N=RID - PROTRLX(N=RE)
E 20 increase in spleen volume from 22.7 (40/1 76) 25.8 (34/1 32) Progression-free survival® Leukemia-free survival Overall survival
I nadir, % (n/N) ~ 100{7es — — o Consore __ 1o wa‘%M © Censored P O Censored
01, , , , , , , , , , , , , , l ] S 90q . 2\‘1 %0 § 90
Duration of splenic response by central read (weeks) g 807 i? 80 é" &
Number of at-risk patients _a 704 = 70 — 70
I R g :s .
' 5, 5 . E
Based on a minimum treatment duration of 72 weeks for the last patient enrolled. Spleen volume assessed by central read. Duration of the splenic response is defined S w0 § 30 § %
as the time from when the criterion for splenic response is first met (i.e., a 235% reduction from baseline spleen volume) until the time at which there is a <35% E 207 g ey ; 2
reduction in spleen volume from baseline and also an increase of >25% from nadir as measured by MRI or CT is first documented. ITT, intent-to-treat; MRI, magnetic @ *Z: » “Z » v
resonance imaging; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib; SVR35, 235% reduction in spleen volume from baseline. 0 12 2 % P 0 12 2 % P i 2 2 % @
Progression-free survival (months) Leukemia-free survival (months) Overall survival (months)
Figure 4- Dual SVR35 I TSSSO responders at Week 72 Number of at-risk patients Number of at-risk patients Number of at-risk patients
+ + 214 172 2 0 PELA+RUX 214 174 73 7 0
PELA+RUX (N=214) PBO+RUX (N=216) a = > : ° | . . ° |
SVR35 response: TSS50 response: SVR35 response: TSS50 response: 216 176 62 5 0 216 194 7 ! 0 216 194 ” ° 0
99 patients (46.3%) 90 patients (42.1%) 63 patients (29.2%) 76 patients (35.2%)
PELA+RUX PELA+RUX PELA+RUX
(N=214) (N=214) (N=214)
Both on Both SVR35 on Total events, n (%) 21 (9.8) 27 (12.5) Total events, n (%) 25 (11.7) 28 (13.0) Total events, n (%) 23 (10.7) 27 (12.5)
SVR35 and TSS50: . SVR3S: and TSS50: T5850:
n=67 . o n=38 % Hazard ratio (95% CI) 0.87 (0.49-1.56) Hazard ratio (95% CI) 0.99 (0.57-1.72) Hazard ratio (95% Cl) 0.93 (0.53-1.66)
31.3% LEES 17.6% e
PBO, placebo; PELA, pelabresib; RUX, ruxolitinib; *Defined as time from randomization until documented progression or until death from any cause for patients without documented progression, whichever comes first.
SVR35, 235% reduction in spleen volume from Progression was defined as progressive splenomegaly (enlargement of spleen volume by MRI or CT of 225% vs baseline by central radiology review) or leukemic
baseline; TSS50, =50% reduction in total symptom transformation (confirmed by blast of 220%), whichever comes first. Cl, confidence interval; CT, computed tomography; ITT, intent-to-treat; LFS, leukemia-free survival;
score from baseline. MRI, magnetic resonance imaging; PBO, placebo; PELA, pelabresib; PFS, progression-free survival; RUX, ruxolitinib.
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