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BET, bromodomain and extraterminal domain; NFkB, nuclear factor B. 15.5 23,3

15.0 e Baseline Hgb <10 g/dL N=30
Pelabresib monotherapy in myelofibrosis patients with 3 145 eBaseline Hgb 210 g/dL WK 24
N 14.0
u n m et m ed |Ca| n eed ¥ 13.5 BMF: bone marrow fibrosis grade by central pathology review; maturing data with central review ongoing.
- 13.0 *Exploratory endpoint: Patients evaluable if non-missing baseline bone marrow assessment.
Q@ 12'5 TSecondary endpoint: Post-baseline mean Hgb increase of at least 1.5g/dL for any 12 wks RBC transfusion free period.
MANIFEST Arm 1: Refractory/resistant, intolerant or ineligible for JAKi treatment S e BMF, bone marrow fibrosis; Hgb, haemoglobin; RBC, red blood cell; Wk, Week.
5 :
i Arm/Cohort Endpoints g 11.5 ' ' : :
. Study Population P g 110 Changes in plasma levels of myelofibrosis-associated /
i = No longer on ruxolitinib Transfusion TD cohort (1A) 8 105 I I .
: | | Dependent (TD) . . = 10 Inflammation-related cytokines
. = DIPSS Int-2 or higher* | (Cohort 1A) Primary Endpoint Key Secondary g 10.0
= Platelet {275x 100 | N=36/60, Ongoin = 95 : . : : : :
| et o * » e TDtoTl SVR35, TSS50 9.0 = 21 cytokines, involved in TNFR2 non-canonical NF-kB pathway, IL-10, IL-4, IL-13, IL-18 signaling and
; = TD cohort: 22 units of RBC | 85 Weeks associated with myelofibrosis pathogenesis were the most strongly downregulated by pelabresib
,  transfusions/mo for 12 wks Non-transfusion Non-TD cohort (1B) 1 4 710131619 2225 28 3134 37 40 43 46 49 52 55 58 61 64 6770 73 : -
| | Dependent (Non-TD) = Downregulation was rapid (14 days) and durable (through 24 weeks)
; = Non-TD cohort must have | Primarv Endpoint Kev Secondar @ 3323292 2 21 19 17 16 16 15 14 15 13 11 10 10 10 10 7 8 7 7 7 5
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*Patients with DIPSS Int-1 were allowed to enrol prior to the protocol amendment. *The TD to Tl conversion (primary endpoint for TD cohort) defined as absence of RBC transfusions over any 12-week period. Cohort JAKiI 5 Intolerant & O _ N o N | 2
DIPSS, Dynamic International Prognostic Scoring System; SVR35: Spleen volume response defined as =35% reduction from baseline enrolment ongoing. Patients evaluable if non-missing baseline, ongoing and received 12 wks of treatment or discontinued at any time R/IR E < - ) - - . m-_ " Zra " aa | P =0
(MRI or CT) after 24 wk; TSS50, Total symptom score response defined as 250% total symptom score reduction from baseline after 24- point. TI duration: Longest duration between transfusions for Tl pts; Time to Tl conversion: Time to last transfusion prior to conversion e 5 d %%é 2 iz d PV LEE: d8§8ELd E:Ec 55d ik i g bzdbbd z35eztezafabozo Eé QLiy ,'glﬁ 5 S3g
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TD to TI: Conversion from Transfusion Dependent (TD) to Transfusion Independent (TI), defined as absence of RBC transfusions over THaemoglobin response (secondary endpoint): Post-baseline mean Hgb increase of at least 1.5g/dL is required for any 12 wks RBC
any consecutive 12-wk period. transfusion free period. 3 ost-Baseline
JAKI, Janus kinase inhibitor; MF, myelofibrosis; RBC, red blood cell; SVR35, 235% spleen volume reduction from baseline; TD, *Median time between prior JAKi therapy and study entry is 17 months; 3 patients (2 JAKi R/R, 1 JAKi IN) received ruxolitinib within 3 . E‘f
transfusion dependence; TI, transfusion independence; TSS50, 250% total symptom score reduction from baseline. months of study entry. Ineligible N 12w
SMean Hgb over time: Hgb values within 2 wks after transfusion are excluded; 3 patients non-evaluable due to missing baseline. = = n L f::’
Hgb, haemoglobin; IE, ineligible; IN, intolerant; JAKI, Janus kinase inhibitor; pts, patients; R/R, refractory/resistant; RBC, red blood cell; . m ﬂ il 6w
SEM, standard error of the mean; TD, transfusion dependence; Tl, transfusion independence; wks, weeks. JAKI = Intolerant E_IL-L i .;f B i o
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Disposition, Demographics and Disease RIR T
L 24w %
C h aracteristics Spleen volume percent Change at week 24 A panel of 68 cytokines was evaluated in 9,948 plasma samples obtained at baseline and at 4
time points during treatment up to wk 24, cytokines were clustered in 6 groups based on their
60 overexpression pattern at baseline compared to healthy donors and downregulation by
- pelabresib
: . .- 50 ® Ineligible
P 1en Dl Ition Exploratory endpoint: ELISA analysis of plasma cytokine levels at baseline compared to healthy donors, and response of cytokines to
@ Intolerant
40 treatment longitudinally after 14 days, and 6, 12, and 24 weeks of treatment.
@ Refractory/Resistant IL, interleukin; JAKi, Janus kinase inhibitor; NF-kB; nuclear factor kappa b; R/R, refractory/resistant; TNFR2, tumour necrosis factor
30 receptor 2; Wk, week.
# of patients treated 20
- - - Cohort 1A Cohort 1B
Discontinuations . Overall* )
Baseline | 86 | \ D Non-TD 2 Summary of adverse events
L"_‘g'AZE“ pts Enrolled (n) 35 50 86 0
. N=2 PD Ongoing with pelabresib 3 All Grade Grade 3 Grade 4
N=16 Ongoin " 15 (43) 24 (48) 40 (47) <
not yet regchegd wk 24 }4‘ NfG P1 decision m_onOth_erapé/ [n I(o/;)] v e -10 N=862 N=862 N=86T
N=5 Withdrew JSEEmAet TelkcEs 20(57)  26(52) 46 (54) 2 Treatment-Emergent Adverse Events* n (%) n (%) n (%)
N=5 Other; 1 missing treatment [n (%)] o -20 i
Week 24 [ 46 1 ) . Primary reason for pelabresib g Haematological Events
fT — discontinuation [n (%)] S -30 Thrombocytopenia* 33 (38%) 16 (19%) 3 (4%)
otal: 7 pts _
Ne3 PD. PD 7200 4®  11(13) S a0 Anaemia 21 (24%) 13 (15%) 0
N=12 Ongoi _ L .
not yet e wkas | m—i gltr(]jeusmn AE or lab abnormality 2 (6) 4 (8) 6 (7) S 50 Non-haematological Events
= er - . .
L ) Withdrew consent 1(3) 6 (12) 7 (8) 60 Gastrointestinal Events
. - . . i 0 0
Week 48 [ 27 } —— \ E:_d_:ns;on S 5(14) 74 12014 20 Arm 1B Non-TD cohort primary endpoint: ﬁ:&:;ea 22 8;1;3 5 (g ? 8
otal: 5 pts
N=1 Trarr)ls lant t ~ (|3 Otr S o8 0 1(2) 1(D) SVR35 at week 24 -
N=2 Ongoing - N2 PD P eliSplian -80 = = Constipation 18 (21%) 1 (1%) 0
not yet reached wk 60 N=2 Withdrew Other 309 3 (6) 6(7) 90 18% (7/38) Other Non-haematological Events
° Missing’ 2 (6) 1(2) 3(3) 00 Asthenic conditions® 28 (33%) 2 (2%) 0
Week 60 [ 20 1 -1 i 0
» Median duration of follow-up*: 22 months (95% CI:10, 25) Dysg_eu&a _ _ 20 (23%) 0 0
Respiratory tract infection” 20 (23%) 4 (5%) 0
*For one patient TD status unknown; tPending data entry; fReverse Kaplan Meier estimate. Arm 1 (TD and Non-TD) Pruritus 19 (22%) 2 (2%) 0
AE, adverse event; Cl, confidence interval; PD, progressive disease; PI, principal investigator; pts, patients; TD, transfusion N=64
dependence; wk, week. = 78 patients (91%) reported at least one TEAE, 21 patients (24%) reported at least one SAE,
SVR35 11% (7/64) and 51 patients (59%) reported at least one = grade 3 TEAE
Baseline Demggraphics and Disease Characteristics SVR25 31% (20/64) =  The most common (220%) haematologic TEAEs were thrombocytopenia and anaemia
Median spleen volume % change -24% = The most common (=20%) non-haematologic TEAEs were diarrhoea, nausea, asthenic
conditions, taste changes, RTIs, pruritus and constipation
Characteristic Cohort 1A: TD*  Cohort 1B: Non-TD Overall* Mean spleen volume % change -17% J P P
N=35 N=50 N=86 Patients evaluable if non-missing baseline and wk 24 spleen assessment or discontinued at any time without wk 24 spleen = SAEs reporte_d in 22 pts were dyspnoe? (4 pts), anaemia, RTIS’ h_yperkalaemla and
Age (years) Mean (SD) 73 (8) 69 (9) 70 (9) assessment. 22 patients non-evaluable: 4 pts due to missing baseline and 18 ongoing pts without wk 24 assessment. 23 pts hyponatraemia (3 pts each), and pyrexia, syncope, acute kidney injury and pulmonary edema
Gender Male, n (%) 23 (66) 23 (46) 47 (55) discontinued without having wk 24 assessment included as non-responders. Patients evaluable for SVR at wk 24: JAKi ineligible (2 pts each)
Int-1, n (%) 0 7 (14) 7 (8) (n=10); JAKIi intolerant (n=15); JAKi refractory/resistant (n=38); 1 patient with unknown subgroup.
o JAKI, Janus kinase inhibitor; Non-TD, nontransfusion dependence; pts, patients; SVR, spleen volume reduction per local review; = 16 pts (19%) reported TEAES that led to pelabresib discontinuation
DIPSS |n.t'2, n (%) 22 (63) 31 (62) 54 (63) SVR25, 225% spleen volume reduction from baseline; SVR35, 235% spleen volume reduction from baseline; TD, transfusion
High, n (%) 12 (34) 10 (20) 22 (26) dependence; Wk, Week. = There were no on-treatment deaths
Primary MF, n (%) 21 (60) 33 (66) 54 (63) _ _ . _ _
Post PV MF, n (%) 5 (14) 10 (20) 15 (17) *TEAESs of all grade that occurred in 220% of patients; TSafety evaluable_ populatlon: Received at least one dose of study drug as of the
MF subtype data cut; ¥fIncludes TEAE platelet count decrease; SInclude TEAEs of fatigue, malaise, lethargy; Tincludes TEAEs of upper respiratory
P(_)St_ETTMF’ n (%) 7(20) > (10) 12 (14) TSS percent Change at Week 24 tract infection (RTI), lower RTI, viral upper RTI, influenza, laryngitis, bronchitis, sinusitis, nasopharyngitis, pneumonia, COVID-19.
Missing', n (%) 2 (6) 2 (4) 5 (6) pts, patients; RTI, respiratory tract infection; SAE, serious adverse event; TEAE, treatment-emergent adverse event.
# of prior lines of therapy Median (Min-Max) 2(1,9) 21,7 2(1,9) ® Inelidi
: : neligible
Haemoglobin (a/dL) Median (Min-Max) 9 (6, 10) 9 (6, 15) 9 (6, 15) 30 o Int lg :
g g <10 g/dL, n (%) 31 (89) 34 (68) 65 (76) 20 ntoleran _ _
Platelet (x10%/L) Median (Min-Max) 163 (79, 1262) 185 (68,895) 168 (68, 1262) 0l ® Refractory/Resistant CO nc | usions
Spleen volume (cc) Median (Min-Max) 1356 (281, 8352) 2046 (525, 9155) 1837 (281, 9155) o Unknown
TSS Median (Min-Max) 16 (1, 56) 25 (8, 52) 21 (1, 56) D
HMR?*, n (%) 21 (60) 18 (36) 39 (45) 2 .10
ASXL1, n (%) 16 (46) 14 (28) 30 (35) < 20
Mutations JAK2 VB17F, n (%) 22 (63) 30 (60) 52 (61) -
CALR, n (%) 7 (20) 11 (22) 19 (22) wqt) -30
MPL, n (%) 4 (11) 3 (6) 7(8) D -40 Pelabresib monotherapy in advanced myelofibrosis patients evaluated to date that are
Triple negative, n (%) 1(2.9) 2 (4.0) 3 (4) 8 50 refractory/resistant, ineligible or intolerant to JAKIi treatment:
*For one patient TD status unknown; TPending data entry; *tHMR: High molecular risk mutations; ASXL1, EZH2, IDH1/2, SRSF2, U2AF1. o
DIPSS, Dynamic_lnternational Prog.nosti_c Scoring System; ET, essential thromchythemia; HMR, high-molecular risk; Int_—l, intermediate- X -60 . C|inica| activity Observed based on pre"minary resu|ts Of Sp|een V0|ume reduction’
1; Int-2, intermediate-2; MF, myelofibrosis; PV, polycythaemia vera; QD, once daily; SD, standard deviation; TD, transfusion dependent; . . . . . .
TSS, tumour symptom score. -70 symptom reduction, haemoglobin benefit and warrants further investigation
-80 : : .. .
%0 « Exploratory analysis showed bone marrow fibrosis improvement in a subset of
Patient Popu|at|on ) patients and plasma cytokines involved in myelofibrosis pathogenesis were reduced
-100 during treatment with pelabresib
Patient Subgroups (Cohort 1A TD and 1B Non-TD) N=86 Arm 1 (TD and Non-TD) « Majority of the most common treatment-emergent adverse events were low grade
. N=64 . . : C
‘]AtK' 'ne_“g'zle o JAK th 14 (16%) - Additional clinical and translational updates from MANIFEST Arm 3 (JAKi naive 1%t
notrecelved any prior JUISED- TSS50 28% (18/64) line MF pts) and Arm 2 (2" line MF pts with suboptimal response to ruxolitinib) will be
JAKi intolerant 21 (24%) _ presented during the BSH22-OR18 oral
received at least one prior JAKi therapy and discontinued due to AET Median TSS % change -40% _ _ _ _ o
DR ——— VIR 200 « MANIFEST-2, a Phase 3 randomized double-blind trial of pelabresib + ruxolitinib vs
ean o change - 0 T . . . . .
received at least one prior JAKi therapy and had suboptimal response 48 (56%) placebo + ruxolitinib in JAKI naive MF patient populat.lon, h_a§ beep initiated and is
or progression open for enrolment (NCT04603495; https://www.manifestclinicaltrials.com)
Patients evaluable if non-missing baseline and week 24 TSS assessment or discontinued at any time without wk 24 TSS assessment.
Subgroup unknown 3 (3%) 22 patients non-evaluable: 7 pts due to missing baseline and 15 ongoing pts did not reach wk 24 as of data cut-off. 20 patients
discontinued without wk 24 assessment are included as non-responders. Patients evaluable for TSS at wk 24: JAKIi ineligible (n=8);
*i.e., due to anaemia, thrombocytopenia, history of severe infections or other considerations by the treating investigator; fi.e., due to JAKI intolerant (n=18); JAKi refractory/resistant (n=37); 1 patient with unknown subgroup.
anaemia, thrombocytopenia. JAKI, Janus kinase inhibitor; Non-TD, nontransfusion dependence; pts, patients; TD, transfusion dependence; TSS, Total Symptom _ _ o _ _
AE, adverse event; JAKi, Janus kinase inhibitor; TD, transfusion dependent. Score; TSS50, 250% reduction in total symptom score from baseline; Wk, Week. JAKI, Janus kinase inhibitor; MF, myelofibrosis.
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Pelabresib (CPI-0610) is an investigational new drug and has not been approved by any regulatory authority. Data cut-off 10 Sep 21
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