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I NTRO D U CTIO N RES U LTS Baseline %HbF and Change from Baseline %HbF at Latest Time Point Demonstration of Dose Response; Cohort 4 (20 mg)'

Preliminary Results Show Improvement Over Cohorts 3a, 3b (12 mg)
Cohort 3b (12 mg)

27% 26% 26% Change from

Higher fetal hemoglobin (HbF) levels improve morbidity and mortality and Cohort 3b (12 mg) and Cohort 4 (20 mag) == Basolino %HbF
decrease vaso-occlusive crises (VOCs) in people living with sickle cell disease Baseline Demographics and Characteristics HEEBEE= % 19 e i
(SCD).1-4 Real-world data analyses linking HbF levels to clinical outcomes indicate

that incremental increases in HbF expression of as low as 1% are associated with O or Moan (0D) O or Mean (D)
a 4%—-8% reduction in VOCs.> Sex, % male 44% 17%

Age, years 34.3 (12.25) 32.3 (6.98)

POCiredir (formerly FTX 6058) iS an Oral Country 6 ! 8 d 10 1 12 ™3 14 15 “16 all patients enrolled (n=16) regardless of transfusions

United States 62.5% 58.3% Patient *Patients with multiple transfusions in the treatment period. . .
during treatment period.

O n Ce-d a i Iy H b F i n d u Ce r bei n g eval u ated i n th e South Africa 37.5% 8.3% . . . ; | | L 3. Previously-conducted incomplete cohort 3a (12 mg)
. . — * HbF increased in all 16 patients at day 84 70 84 91 105112 PP Analysis Set due to U.S. FDA full clinical hold for
PIONEER Phase 1b dose-escalation study in Nigeria 0% 33.3% [

pociredir on February 23, 2023, which was lifted August
Genotype

« 7 of 16 patients (44%) achieved a 220% absolute level of %HbF at day 84 23,2023
adult patients with severe SCD. b SS — P~ .

Study Visit (Days)
34% Cohort 4 (20 mg) « Mean fold change from baseline accounts for variability across cohort baselines to evaluate dose

« Patients with complete 12-week data (n=6) in coho mg) achieved >3.75-fold induction o .

— Observed € report Sa ety and € ICaCy resu tS or Co Ort 3b Hb SB* 8.3% === Change from Baseline %HbF at Day 84

" ‘ demonstrating a clear dose-response vs. prior cohorts 3a, 3b (12 mg)
" Model Predicton (12 mg dose) and cohort 4 (20 mg dose) from the Baseline HbF (%) 7.6% (4.7) 7.1% (4.4) % o o T Beselnerion

— T 1 20%  20%

10 20 30 ongoing PIONEER StUdy, with cohort 4 data as Base'f“e Hb (g/dL) 7.8(18) 7.3(12) 2 % R e 20% HbF Percentage of F-Cells (Exploratory Endpoint):
Imputed %HbF Baseline VOCs Erythroid cells containing HbF increased in both cohort 3b and cohort 4 (as of data cut),

of the November 11, 2025, data cut.? Reporting over 6 months 2.83 (n=6) 2.40 (n=5) 2% A2 as evidenced by %F-cells reaching 53% at day 42 in cohort 3b (12 mg) and 58% at day

i = = I Y
a Cohort 4 (20 mg) is fully enrolled; N=6 patients had completed the 12-week treatment period Reporting over 12 months 22U (=) S0 (=) 42 in cohort 4 (20 mg)' Cohort 3b (12 mg) approached pan-cellular ranges of %F-cells,
as of the November 11, 2025, data cut. a n=12 pharmacodynamic (PD) analysis set, which excludes the one patient who discontinued on day 1 of study. 65% after 12-weeks of treatment.

End of Treatment .
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Mean fold change from baseline calculated by taking the
mean of individual patients’ fold change from baseline at
each timepoint.

1. In progress cohort 4 (20 mg) PD Analysis Set (n=12).
Figure & analysis includes n=6 patients who completed
12 weeks as of data cut. No patients received
transfusions during the treatment period.

2. Cohort 3b (12 mg) analysis & figure includes data from
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Generally Well Tolerated, with No Serious Treatment-Related Adverse Events 10° 11* 12 1 o+ 7 8 6 3
Pociredir Polycomb repressive complex 2 Patient

u “limiti iciti In progress cohort 4 (20 mg) PD Analysis Set (n=12). No patients received transfusions during the treatment period.
. (PRCZ) Cohort 3b, Cohort 4, T_here "Yere _no dose “mltmg toxicities or dose *Patients yet to complete Day 84 treatment visit. Latest visit indicated and change from baseline %HbF from latest study visit included. Mean Chanae from Baseline (SD)
MeChan ISM Of n=16 (%) n=13 (%) discontinuations due to treatment-related AEs g

. i} Patients with adverse events (AEs) regardless of causality 15 (94) 11 (85) = Cohort 3b (12 mg)  As of data cut, 7 of 12 patients (58%) achieved a 220% absolute level of %HbF at their _ Treatment Period Safety Follow-
ACtIOn (MO A)7 11 En:b;yonic _— @ —| @ Treatment-related AEs 3 (19) 3 (23) = 3 patients reported treatment-related AEs; all latest study visit Baseline (SD) Up (Off Drug)
ectoderm : : . . . . S@ B0 - .
development Grade 3 AEs 8 (50) 4(31) V\_/ere grade 1 in severity All patients in cohort 4 (20 mg) achieved a 26.5% absolute HbF increase from baseline Day 42 Day 84 Last Data

All related AEs resolved during the treatment Collection
/\ l H bF H bF Grade 23 treatment-related AEs 0 (0) 1(8) J
Pociredi

-~ Fetal hemoglobin gene HBG
Reduced H3K27me3 propagation J g AEs with treatment interruption 1(6) 1(8) = Cohort 4 (20 mg)

” AEs with treatment discontinuation 0 (0) 1(8)c = 3 patients reported treatment-related AEs : Mean lactate Ofe)glolu el MU PANI)M 514.6 (385.9)
- All related AEs resolved during the treatment ; dehydrogenase
AEs >10% of Patients (n) with Event¢ Treatment-Related AEs® period : (U/L) Cohort 4 (20 mg) 609.7 (377.2)

Hiohest Hiohest - Grade 3 reticulocytopenia alongside broader
AE, Preferred Term n (%) Ggr]ade n (%) Ggrade AE, Preferred Term n Grade n Grade complete blood count (CBC) reductions in the

M ET H O D VOC 8 (50) 5 (38) Headache context of a viral infection (presumed
5 (31)

Pain (back, extremity) 2 (15) Nausea parvovirus B19) and amoxicillin treatment.
Fatigue 4 (25) 3(23) Paresthesia (face) Treatment was interrupted for 14 days. CBC
Arthralgia 4 (25) 2 (15) Diarrhea values continued to normalize following re-
Diarrhea 3 (19) 0 (0) Rhinorrhea exposure to pociredir

P I O N E E R: A P h aSe 1 B Stu dy i n Ad u It Patie ntS With Seve re SC Da Constipation . . Refioulocytopenia (ARC) = Atotal of 6 VOCs were reported on study at data —-@— Cohort 3b (1 2mg)§

Vomiting 2 (13) 0 (0) Insomnia
Headache 3 (19)
Nausea 2 (13)
u - Urinary tract infection 2 (13)
Study Design (Open Label, Dose Escalation) Cougn 2(13)
Dyspnea 2 (13)
Rash 2 (13)
Acne 2(13)

Cohort 1 (6 mg; N=10®: Cohort 2 (2 mg; N=2)®: Edema peripheral 2 (13)

Bone pain 0 (0) NA 2 (15) an event such as a VOC. 12 mg pociredir increased %HbF by 8.6% (p<0_0001) through week 12 Cohort 3b (12 mg) includes data from all patients enrolled (n=16) regardless of transfusions during treatment period.

[ )
. —_— b i ¢ Includes AEs deemed possibly related, probably related, or definitely . . . Cohort 4 (20 mg) in progress. PD Analysis Set (n=12). Analysis includes data through visits with complete laboratory data. No patients received transfusions durin
Cohort 3a (1 2 mg, N_4) 4-Week mzf;:s — 2 (gg)) N2A 30((203)) related. - 20 mg pociredir increased %HbF by 9.9% through week 6 e oot ek ysis Set (n=12). Analy g P Y ’ d
P a Day 91 last study visit with data collection bDay 112 last study visit with data collection

Changes in Markers of Hemolysis and Erythropoiesis

- Serious adverse events (SAES) 5 (31) 4 (31) perioc . o SR N O 56.3 (30.3) -13.6 (20.1) -20.9 (19.0) -17.9 (15.1)
" Atotal of 12 VOCs were reported on study Mean Absolute %HbF Change from Baseline Mean indirect e P=0.0161 P=0.0005 P=0.0004 2

&S
L&& XpOOOOOOOOA — SAES consistent with VOC/SCD complications 5 (31) 4(31) - 3 of the 12 VOCs occurred off drug during the bilirubin 202 (274)

- HbF HbF Treatment-related SAEs 0 (0) 0(0) study follow-up period (HmoliL) Cohort 4 (20mg) e P=0.0114

End of Tfeatment
: -129.4 (146.9) -171.5(135.6) -133.3(163.2)
P=0.0031 P=0.0001 P=0.0069 2

-238.2 (301.6)
P=0.0256

Mean absolute 147.8(155.3) -121.8(133.6)  -59.1 (128.8)
reticulocyte Cohort 3b (12 mg) EEeEasls) P=0.0024 P=0.0024 P=0.0972 2

count (103 -127.9 (164.7)
cells/L SN Pl 386.6 (204.8) g Yt

5.6% .5.0 (2.8) 5.6 (2.6) 5.0 (3.1)
Mean red cell  [CRUSEECIGALYN 21-1(3.5) P<0.0001 P<0.0001 P<0.0001 b

distribution
-4.7 (2.6)

2 (15) Iron overload cut Cohort 4 (20 width (%
0(0) - AEs in table are treatment-emergent AES - 1 of 6 VOCs occurred in the safety follow-up = ohort 4 (20mg) : (%) Cohort4 (20 mg) EPACMEERS P=0.0001

20((105)) b Safety Analysis Sets = AE profile consistent with severe sickle cell disease 1.0 (0.6) 0.9 (0.8) 0.7 (0.7)
° One discontinuation occurred due to death (grade 5 SAE). Death was = Following this cohort 4 (20 mg), pociredir has been 14 28 42 56 70 84 91 Mean Cohort 3b (12 mg) A&AXEE:)) P<0.0001 P=0.0004 P=0.0023 b

0 (0) determined by the investigator to be unrelated to treatment following .
0 (0) complications from VOC reported on day 1 of study. Participant had dosed in 148 adults to date hemoglobln

0(0) g:ﬁ)\/rict'):?gal{[rrﬂiilosed hospital admissions for VOC on days -7 and -1 - 103 healthy adults StUdy VlSIt (DayS) (g/dL) Cohort 4 (20 mg) 7.3(1.2) F(>)=Z)((§)O(5))5

0(0) d AEs could be reported multiple times as individual symptoms during = 45 patients with SCD

-—
=

-
N

-
o

w

8:6%

(Mean +/- SE)

Change from
Baseline %HbF

NINININI=2(WININI=INININININ

Follow-Up
Cohort 3b (12 mg; N=16) Completed Period

Cohort 4 (20 mg; N=13)°

CONCLUSIONS REFERENCES

- Patients with SCD aged 18-65 years Primary Secondary Exploratory

» Discontinued HU for 260 days » Safety and tolerability - HbF induction » Globin gene expression Doses of 12 mg and 20 mg each of pociredir have been generally well tolerated with no dose-limiting toxicities or treatment-related SAEs, - ;‘"’t‘;a(;SSDRt’ elt [a\l"EB'OI"f'I\; 9341;%%:52313'(%239 1644
« Severe SCD defined by 24 VOCs over assessments - H lysi . % F-cells : : JURRE : a , €t al. ng ea. , 00U. - :
emolysis consistent with findings from cohort 1 (6 mg), cohort 2 (2 mg), cohort 3a (12 mq) _ Akinsheye I, et al. Blood. 2011:118:19-27.

12 months or 22 VOCs over 6 months e PK parameters « Anemia ¢ Incidence of VOCs St o Vb Cl Med. 2050:0.3789
s  — As of November 11, 2025 data cut, treatment with 20 mg of pociredir resulted in a more rapid and robust increase in HbF (+9.9% at week 6) Non'S ot al F'{WD'Qemeoristratir;g'the cmantitative correlation betwoen

CAdaptod fom Al . ot o1, ick Call Dis. 2025,2(s0ppl T1yea0iB004 T - - compared to treatment with 12 mg pociredir (+8.6% at week 12), with 58% (7/12) of patients in cohort 4 (20 mg) achieving 220% HbF at their latest *increased HbF levels and reduced VOC rates in SCD. ASCAT 2025.
CGohort 4 (20 mg) s full emolid: N26 pationts had compieto he 12-wosk roatment pariod a5 of the Nov 11, 2025, da@ st o e e Presemes study visit, compared to 44% (7/16) in cohort 3b (12 mg) at week 12. . Bruun-Rasmussen P, et al. Blood. 2024;144(suppl 1):1124-1125.

d U.S. FDA placed a full clinical hold on pociredir on February 23, 2023, which was lifted on August 23, 2023. Inclusion criteria prior to the hold allowed enroliment of patients on concomitant HU (n=5) and those Qm K. et al. Blood. 2023:141:2756-2770
with VOC frequency of 22 per year. . y . . , . .

F-cells, cells expressing fetal hemoglobin; HU, hydroxyurea; PK, pharmacokinetics; QD, once daily. Consistent with the MOA of pociredir, patients demonstrated improvements in markers of hemolysis, anemia, and erythropoiesis . Stuart B, et al. Blood. 2020;136(suppl 1):12.
Matson D, et al. Blood. 2021;138(suppl 1):2018.

Fewer on-study VOCs were reported in both cohort 3b (12 mg) and cohort 4 (20 mg) than were projected based on the reported annualized rate 0. Han S, et al. Blood. 2023;142(suppl 1):3870.

: : - - - : ; _ : . Alan S, et al. J Sick Cell Dis. 2025;2(suppl 1):yoaf013.001.
prior to enroliment. Fifty percent (8/16) of patients in cohort 3b (12 mg) did not experience a VOC during the 16-week study period. As of data cut, ' Minniti C. et al. Interim results of a Phase 1b study (PIONEER) of an oral HbF

five VOCs had been reported in four patients in cohort 4 (20 mg) during the treatment period. Data generation is ongoing. inducer, pociredir, in SCD. EHA 2024 Congress.
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Thank you to the people living with SCD and their caregivers for Pociredir administered once daily at either 12 mg or 20 mg induces a dose dependent increase in HbF in patients with SCD, reaching ranges where
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