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Duvelisib Exposure in PRIMO-EP (N=123) All-Causality Grade 23 TEAEs Occurring in

o L]
Characteristic PRIMO-EP (N=123 25% of Patients
Median relative dose intensity (range), % 97.7 (2.7, 151.2%) IN= pR||\/|Q_Ep (N=123), n (%)

Mean treatment duration, weeks 19.2

Introduction and Objectives

* Peripheral T-cell ymphoma (PTCL) is a
heterogeneous group of aggressive lymphomas,
with a poor prognosis and historical median overall

i Alanine aminotransferase

?Fl;?F/el;/ilisO;a?egomhs for relapsed errelractory T 8.29 (0.1,160.0) | | Increased =0 (1D
- In North America and Europe, the most common Treatment duration categories, i (%) NEwEl Goulil (EeeRss 22 (17.9)

SUbePeS are PTCL-NOS (not otherwise specified), Treatment duration of <2 cycles 54 (43.9) ﬁi?g;fetz aminotransferase 21 (17.1)

ang|0|mmunoblast|c T-cell lymphoma (AITL), and Trealmentauratonior=2olAlycles o

anaplastic large-cell lymphoma (ALCL)? (57 to 112 days) 30 (24.4) Diarrhea 12 (9.8)
 Currently approved single-agent therapies for R/R Treatment duration of >4 cycles Platelet count decreased 11 (8.9)

PTCL have modest overall response rates (ORRS) (>112 days) 39 (31.7) Rash, maculopapular 10 (8.1)

(with the exception of brentuximab vedotin for Patients with any dose reduction, n (%) 42 (34.1) Lymphocyte count decreased 9(7.3)

clusters of differentiation (CD) 30+ ALCL)?! Patients with any dose hold, n (%) 59 (48.0) Anemia 7 (5.7)

« Duvelisib is a kinase inhibitor indicated for the
treatment of adult patients with R/R chronic
lymphocytic leukemia (CLL) or small lymphocytic
lymphoma (SLL) after at least 2 prior lines of
systemic therapy. Limitations of Use: Duvelisib is
not indicated or recommended for the treatment of
any patients with CLL or SLL as initial or second-

C, cycle; D, day.

*The dose was re-escalated to 75 mg BID after C3D1 in 8 patients; per protocol the
dose could be re-escalated based on response assessment and safety.

Dose hold is defined as dose held for duvelisib and dose interrupted for duvelisib.

Grade 23 Treatment-Related TEAEs Occurring
in 25% of Patients

PRIMO-EP (N=123),

Efficacy Outcomes

line treatment due to an increased risk of Efficacy Alanine aminotransferase increased 25 (20.3)
« PRIMO (NCT03372057) was an open-label, Neutrophil count decreased 18 (14.6)
0
single-arm trial that evaluated safety and efficacy of ORR, n (%) 59 (48.0) 23(62.2) 26(49.1) 3(150) Diarrhea 10 (8.1)
‘il i - CR, n (% 41 (33.3) 19(51.4) 16(30.2) 3(15.0
duvelisib in R/R PTCL patients from the US, EU, (%) ;9 ) 1(1 ; ) 24 ) (2 5 ) Rash, maculopapular 10 (8.1)
UK, and Japan® Median DOR (6..4 (7.3 NC) (2:0 (1:9 Platelet count decreased 7 (5.7)
Please note that the data presented may be subject to change because (95% CI), mo 21 0’) ’ NC)’ NC)’
of the ongoing data validation process. '
Median duration 7.9 11.7 (5.5, 7.4 2.0 )
PRIMO Study Schema of CR (95% ClI), (6.4, NC) (6.4,NC) (1.9, Adverse Events of Special Interest
mo 22.7) NC)
Dose Optimization Phase Dose Expansion Phase : PRIMO-EP (N=123
i (N:1§3 enrolled) Median time to 1.8 1.8 1.7 1.7 Adverse SHEI O Sl Any grade Grade =3
Duvelisib response (range), (0.5,3.7) (1.4,3.7) (0.5,3.0) (1.6, Interest n (%) n (%)
Duvelisib 75mg [/ Patients § Duvelisib mo 5-2) Alanine/aspartate 55 (44.7) 30 (24.4)
25 mg po BID start (n=20) poBID | withCR, | 25mg Median PES 3.4 8.3 3.4 1.6 aminotransferase elevation ' '
for 2 PR,SD 4 poBID (95% CI), mo (1.8,3.9) (37,133) (1.8,4.4) (1.1, Infections* 51 (41.5) 16 (13.0)
vi cycles ! 1.7) Cutaneous reactions 44 (35.8) 13 (10.6)
Di db : .
75 mg po BID start (n=13) S| Median follow-up o, _ _ : LI 41(333) 12(98)
and then after every 2 treatment cycles time for PFS, mo ' Eleutroper_na 4; 835?) 2; &71)9)
ice daily; CD, clusters of differentiation; CR, complete response; CT, computed tomography; PET, positron emission tomography; po, neumonla = =
Em;?srethp;aﬁiz}l?ﬂjdrizpﬁza:f;é;ggfgissgs:aard regimen and failed to achieve PR or better after 22 cycles or failed to achieve CR after Medlan OS (95% 2-82; 18|i|-é?6’ (5 113(()) 4) (?-g Pneumonltls 2 (1.6) 1 (0.8)
completion of standard therapy or progre;sed after initial responge.ﬂEach}(l:ycle was 2_8 days. An_eligﬁbrilei:tr);)(e:;itzirrigglgi;%szlag/cr’gﬁgc;zc;ysttz::sﬁzts Ty ey . O, .y . .
ifgér;yrgxgﬁea;gdiﬁgiéc;2;2eagorf:e§>;zén5|on phase. Pneumocystis jirovecii prophylaxis was required; CI), mo 227) 201) COI'tlS 4 (3 3) 2 (1 6)
. _ *There were no cases of Pneumocystis jirovecii pneumonia in study.
Methods ’I[\I/lr?]glfag:‘ fggo"xqu 35.5 : : :
 Eligibility criteria included adults with pathologically P— : TEAES R Iting in D Hold. D
confirmed R/R PTCL after =2 cycles of at least pR||v|aotErn o | €A | aEE) | IuEEs) ) S @il S Resulting In Dose Hold, Dose
1 prior standard regimen and a CD4 lymphocyte ! | Reduction, or Death
count of =50/mm3 SCTI-aIIoge/nem/ o) o ) o - Patients with TEAES resulting in dose hold: 55
. . . . autologous 15/2/2 4/0/0 71211 2/0/1
— Pneumocystis jirovecii prophylaxis was required,; ot dis%losed (44-_7%) _ o _
herpes simplex and varicella zoster virus - Patients with TEAES resulting in dose reduction: 12
prophylaxis were recommended CR, complete response; DOR, duration of response; mo, month; NC, not (9_8%)

calculated; OS, overall survival; PFS, progression-free survival; SCT, stem

cell transplant.

*There were 11/12 with planned SCT at time of duvelisib treatment discontinuation
plus 8 additional patients who received SCT.

« Patients with TEAESs resulting in discontinuation: 41

PRIMO-EP
(N=123), n

« Based on dose optimization phase results, optimal
dose was determined as duvelisib 75 mg twice daily
(BID) for 2 cycles (to maximize disease control),
then 25 mg BID (to mitigate late toxicities) until
progressive disease (PD) or unacceptable toxicity

(33.3%) (excluding PD)

TEAE* resulting in death (excluding PD)

Progression-Free Survival (PFS) By Histology
Cryptococcosist 1

« The primary endpoint of the dose expansion phase 100 ) Epstein-Barr virus—associated A
was ORR by independent review committee —.— PRIMO-EP (N=123) lymphoproliferative disordert
assessment (Lugano 2014 criteria) —L— AITL (n=37) Pneumonitist 1
~ Secondary endpoints: safety, DOR, PFS, DCR 80+ —L— PTCL-NOS (n=53) Sepsist 1
(CR+PR+3D 28 yveeks), 0sS, P|_< < —L— ALCL (n=20) Cardiac arrest 1
— Exploratory endpoints: PD and biomarkers > 60— Gastrointestinal hemorrhage 1
» Here we report the outcomes .of the 123 patients = Hepatic failure 1
from the PRIMO dose expansion phase (PRIMO-EP) = Hvboxia 1
CR, complete response; DCR, disease control rate; DOR, duration of response; 'E yp
OS, overall survival; PFS, progression-free survival; PK, pharmacokinetics; = 40+ Suicide 1
PR, partial response. P )
iy . Vascular dementia 1
Patient Disposition _y AE, adverse event.
— 20- ; Ll J *TEAE: AE that emerges or worsens in the period from date of first dose to 30
PRIMO-EP (N=123 L u days after the date of last dose.
Patients withdrawn from treatment 123 (100) TTEAEs with a relationship of possible, probable, or definite per investigator are
PD 50 ( 40.7) considered related to study treatment.
Adverse event 27 (22.0) 0 5 ;_} llﬂ 1|5 EI{] 2|5 E-ID 3:5 .ql[)
Other* 19 (15.4) ] -
Clinical deterioration due to PD 11 (8.9) Time (months) Conclusions _ _
Death 10 (8.1) « The outcomes of the 123 patients in PRIMO-EP
Termination of study by sponsor 3 (2.4) o I Survival (OS) By Histol demonstrated an ORR of 48%, a complete
Withdrawal of informed consent 2 (1.6) verall Survival (OS) By Histology response (CR) rate of 33%, and a median duration
Study drug interruption >42 days due 1(0.8) 100 of response of 7.89 months, with 15% of patients
to duvelisib-related toxicity —L— PRIMO-EP (N=123) continuing to stem cell transplant; these results
CR, complete response; SCT, stem cell transplant.
*QOther: Intent to undergo SCT (total n=12: allogeneic, n=6; autologous, n=1; - AITL |:I'I=3?:I C_Ompare favoralgly to Currently approved
SCT type not disclosed, n=5), lack of efficacy (n=3), CR (n=1), patient decision 20 - I PTCL-NOS _531 smgle-agent OptIOI’]S
(n=1), encephalopathy (n=1), second malignancy (n=1). i n= - Notably, efficacy in the AITL subgroup stands
Baseline Characteristics = ALCL (n=20) out with ORR 62%, CR 51%, median
PRIMO-EP (N=123 - 60- progression-free survival (PFS) 8.34 months,
Median age (range), years 65 (21-92) = and median overall survival (OS) 18.07 months
>65 years, n (%) 66 (53.7) - « Adverse events were generally manageable with
Male, n (%) 67 (54.5) "é 40- per-protocol dose modifications and were
Race, n (%) 2 consistent with those observed previously
White 92 (74.8) & o : « PRIMO-EP results confirm duvelisib to be a
gf'aﬂ African Amer 13 (%43;6) 50 promising agent for this disease with a high unmet
- e e =) need, poor prognosis, and limited effective
Other/missing 3 (2.4)/1 (0.8) .
Ep— PR - treatment optionst?
Median time from initial diagnosis L
(range), mo 18.20 (0.2, 195.5) 0  Based on these results, the sponsor is initiating a
Median time from most recent R/R 0 é 1ID 1'5 2'[] 2'5 E-ID 3'5 4'D randomized phase 3 study in the EU/UK to

diagnosis (range), mo 1.15(0, 142.9)

Baseline histology, n (%)

investigate duvelisib in R/R nodal follicular helper

Time (months
': ) T-cell lymphoma (TERZO™: NCT06522737; EU

PTCL-NOS 53 (43.1) ) CT: 2024-516605-23-00)
AITL 37 (30.1) All-Causality Treatment-Emergent Adverse
ALCL 20 (16.3) Events (TEAEs) Occurring In 215% of Patients References N -
Other* 13 (10.6) 1. Horwitz SM, Koch R, Porcu P, et al. Activity of the PI3K-8,y inhibitor
Median no. of prior anticancer 2 (1, 9) TEAE PRIMO-EP (N=123), n (%) duvelisib in a phase 1 trial anq preclir?ical models of
therapies (range) ’ - Patients with any TEAE 120 (97.6) 1| T-cell lymphoma. Blood. 2018;131(8):888-898. .
Stage at baseline, n (%) . . 2. Bachy E, Broc_:coll A, Dearden C, et al. Controversies in the
9 ’ Alanlne aminotransferase 46 (37.4) treatment of peripheral T-cell lymphoma. Hemasphere. 2020:4(5):e461.
| 5(4.1) increased ' 3. Vose J, Armitage J, Weisenburger D. International T-Cell Lymphoma
Il 5(4.1) Aspartate aminotransferase Project. International periphe_ral _T-ceII and _na_ttural killer/T-cell _
1] 41 (33.3) increased 44 (35.8) lymphoma study: pathology findings and clinical outcomes. J Clin
\Y, 71 (57.7) _ Oncol. 2008;26(25):4124-4130.
Missing 1(0.8) Neutrophil count decreased 41 (33.3) 4. COPIKTRA. Package insert. Secura Bio, Inc; July 2024.
Type of prior anticancer therapy, n (%) Diarrhea 41 (33.3) 5. Data on file, Secura Bio, Inc.
CHOEP/EPOCH 42 (34.1) Platelet count decreased 32 (26.0)
CHOP/R-CHOP 44 (35.8) Fatigue 32 (26.0) Acknowledgments
BV/BV-containing chemotherapy 47 (38.2) A : 31 (25.2 . : : .
Salvage chemo after CHOP/R- nemia (25.2) We would like to thank our patients and their families, the
CHOP or CHOEP/EPOCH 43 (35.0) Pyrexia 31 (25.2) faculty, and research staff of our various institutions.
Stem cell transplant 25 (20.3) Nausea 30 (24.4) This stud 4 and Jby S B0, |
BV, brentuximab vedotin; CHOEP, cyclophosphamide + doxorubicin + White blood cell count 25 (20.3 IS_S'[U y .V\./aS Sponsore a.n Suppor.te y secura bio, inc.
vincristine + etoposide + prednisone; CHOP, cyclophosphamide + doxorubicin + decreased ( . ) Medical writing support prowded by Michelle Olsher, PhD.
vincristine + prednisone; DLBCL, diffuse large B-cell ymphoma; EPOCH, ) )
etoposide + prednisone + vincristine + cyclophosphamide + doxorubicin; mo, Constipation 20 (16.3) FOR FURTHER |NQU IRIES OR
month; R-CHOP, rituximab + CHOP; TCL, T-cell ymphoma. Serum lactate dehvdrogenase
*Other histologies: follicular helper T (n=4), Epstein-Barr virus-related PTCL (n=2), ) ydrog 19 (15.4) INFORMATION ABOUT THE
natural killer cell lymphoblastic lymphoma (n=2), intestinal TCL (n=2), 1 each of increased PRIMO STUDY. PLEASE SCAN THE
primary cutaneous gamma delta TCL, subcutaneous panniculitis-like TCL, and Maculopapular rash 19 (15.4) !
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DLBCL. One DLBCL was not in alignment with inclusion criteria.
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