Apex Part 2 Trial in Progress: A Phase 2 Open-Label Clinical Study of Bezuclastinib in Adult Patients with Advanced Systemic Mastocytosis
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INTRODUCTION APEX CLINICAL TRIAL

Unmet Need Remains for Advanced Systemic Mastocytosis Patients Apex (NCT04996875): A Phase 2 Open-Label, Multicenter Clinical Study of Bezuclastinib in Patients with Advanced Systemic Mastocytosis
« Systemic mastocytosis (SM) is a rare heterogeneous disease characterized by the aberrant accumulation of neoplastic mast
cells (MC)'2 OPTIMIZED —  Apex Part 2
a
« In about 95% of adult patients, SM is driven by a gain-of-function mutation (D816V) in exon 17 of KIT"? FORMULATION — . .
L . . . . Study Objectives and Endpoints: Apex Part 2 Stage 2 Expansion
« Advanced SM (AdvSM) is a life-threatening form of SM and includes three subtypes: aggressive SM (ASM), mast cell leukemia Key Inclusion Criteria Determine the eff £ bezuclastinib at the selected ontimal dose in batients with AdvSM wh luable based on th
(MCL), and SM with an associated hematologic neoplasm (SM-AHN), which is the most common form of AdvSM; the AHN PART 1 Selected PART 2 Primary Objective me()Ce|il;c?;I(I|n|e\/VGe-|\e/|Rl-|c-?|§\(/:|(\)||\/| er:COaI‘\SSIen(IZI’itaeriae selected optimal dose in patients wi vSM who are evaluable based on the
component is typically of myeloid lineage’ and E / : P : — _ —
o o . o _ o _ Xposure STAGE 2 * ORR defined as the percentage of subjects classified as confirmed responders (complete response [CR], CR with incomplete
- Cfindings indicate organ damage by neoplastic mast cell infiltration; presence of C-findings helps determine AdvSM subtype PART 2 Dose: EXPANSION M SMALN o MCL Primary Endpoint hematologic recovery [CRh], partial response [PR], and clinical improvement [CI]) according to modified IWG-MRT-ECNM
« Response to treatment can be assessed using mIWG-MRT-ECNM Criteria or Pure Pathological Response Criteria STAGE 1 150mg QD WHO Cla';sifica’t(i)orn Per response criteria as assessed by Central Response Review Committee (CRRC)
DOSE OPTIMIZATION . Confirmed measurable Secondary Endpoints . ﬁ)eﬁjscigcr)]r(:zliir?g tc;fcr;lféér;:::giigf complete remission, complete remission with partial hematologic recovery, molecular complete
C-findings Per WHO, C-findings Per mIWG-MRT-ECNM, and Response Criteria and CONFIRMATION disease per mIWG-MRT- oL e . . —
ECNM (mIWG * Incidence of AEs, SAEs, AEs leading to dose modifications, and changes from baseline in laboratory results
( )
C-findi_ngs per WHO C-findings per mIWG-MRT-ECNM mIWG-MRT-ECNM Response Criteria | Pure Pathological Response Criteria « Prior therapies are allowed * Changes in skin lesions and skin tissue mast cell burden
(diagnosis) (response) — e Platelet count =50 x 10%/L Exploratory Endpoints * Changes in usage of concomitant medications as rescue therapy
Bone Marrow dysfunction Non-hematologic Organ Damage APEX PART 2 * Changes in spleen and liver size
caused by neoplastic mast cell Symptomatic ascites or pleural effusions v Absence of neoplastic MC aggregates | v" Absence of neoplastic MC » Changes in bone density and bone formation markers
infiltration evidence by =1 : : — in bone marrow aggregates in bone marrow
cytopenia Liver function abnormalities v' Serum tryptase < 20 ng/mL v' Serum tryptase < 20 ng/mL : : .
Pal : Hypoalbuminemia v" Remission of peripheral blood counts | v Remission of peripheral blood ~55 Patlents with measurable C'flndlngs
pable splenomegaly with v | ut £l
hypersplenism = weight loss + Marked symptomatic splenomegaly ?onjp ete resolution of all mIWG C- counts per mIWG-MRT-ECNM
hypalbuminemia Weight loss indings
: : Partial Remission (PR)
with pathologic fracture + bone : v Reduction of neoplastic MC in bone v Reduction of neoplastic MCin
pain Absolute neutrophil count (ANC) marrow by = 50% bone marrow by = 50% " - -
Nec : Anemia (transfusion-independent) v" Reduction of serum tryptase by = 50% | v~ Reduction of serum tryptase by * Evaluate the safety and tolerability of bezuclastinib administered
scites and elevated liver . . _ . . e . . . )
: —— v" Resolution of = 1 mIWG C-finding > 50% « Eastern Cooperative Oncology Group (ECOG) concomitantly with azacitidine or hydroxyurea in subjects with SM-AHN
enzymes + hepatomegaly or Anemia (transfusion-dependent) . . .
T _ _ . Performance Status O to 3 * Assess the pharmacokinetics (PK) and Pharmacodynamic (PD) of
cirrhotic liver + portal Thrombocytopenia (transfusion- Clinical Improvement (C1) » ECOG Performance Status O to 3 i o - - i
: \/ P . .. . ) ) ° Demonstrate Centra” Conﬁrmed AHN ro ression and beZUC|aSt|n|b adm|n|sterEd Concom|tant|\/ W|th azaC|t|d|ne or
hypertension independent) v" Resolution of =1 mIWG C-finding in the Not a part of PPR Criteria o _ y con Progre o  Currentlv receiving or indicated for : . .
Malab on with . ) absence of CR. CRh. PR, or PD require immediate AHN-directed therapy while receiving LY &0 Exploratory hydroxyurea in subjects with SM-AHN
" Iba absorption wit ot Thrombocytopenia {transfusion- — AT petrEmie wiilnan bezuclastinib during either Part 1 or Part 2 of the study. azacitidine as AHN-directed therapy Objectives |+ Evaluate the preliminary efficacy of bezuclastinib administered
ypoalbuminemia + weight loss dependent) aCR for PPR includes molecular CR, which is undetectable KIT P L . Have received bezuclastinib for at least 5 cycles during » Pathologic diagnoses of SM-AHN via concomitantly with azacitidine or hydroxyurea in subjects with SM-AHN
measurable C-findings per bone marrow assessment . - -
Part 1 or Part 2 o Evaluate AHN histopathologic response
» Despite improvement in disease control with the approval of tyrosine kinase inhibitors (TKIs), there is still unmet need mMIWG-MRT-ECNM . Have demonstrated beneficial reductions in mast cell » Have clinically acceptable laboratory + Evaluate effect of concomitant therapy regimen on ability to undergo
for imprqved tolerabi.lity and efficacy in AdvSM treatments, as well as therapies for patients with SM-AHN who have markers from previous bezuclastinib therapy screening results HSCT
progression of myeloid neoplasms. « Have clinically acceptable laboratory screening results
— Reported inferior response rate, lack of durability, and poor tolerability with midostaurin3-4 * Incidence of AEs, SAEs, AEs leading to dose modifications, and changes
— Reported toxicities for marketed D816V-targeted tyrosine kinase inhibitor (TKI) therapies also include nausea, vomiting, diarrhea, gl(;?n:);iilr:r;irlwr‘grlaatti)c())rr\a;r?crjvlgﬁspue{:Zmeters
- - - iti 5-6 * Have not demonstrated acceptable tolerability of . . . )
edema, intracranial bleeding, and cognitive effects Srevious bezudlastinib therapF\)/ 25 defined by }c/he « Previously treated with investigational » Change from baseline in serum tryptase and K/TD816V
following: therapy for AdVSMf » Pure pathologic response.
. i . o . e - : e Persistent tOXiCit\/ Fom prEViOUS Exploratorv e Overall response rate
Bezuclastinib: Highly Selective and Potent K/T D816V Inhibitor Jrgoing =brade 3 adverse eventatleast possibly approved therapy for AdvSM Endpoints | Duration of response
« Oral, selective type | tyrosine kinase inhibitor (TKI) that potently inhibits KIT D816V CURRENTLY ENROLLING + Bezuclastinib dose reduced by 2 or more dose levels | z’irsecvc;?];illxj/;;ejjgcjt;/v+t£Aa|Ezac|t|dme and . progrellssion_free survival (PFS)
- : : : : : : _ * Overall survival
« Minimal brain penetration and favorable PK properties. Spares closely related kinases, including PDGFR, CSF1R, FLT3, and KDR’ . Pac’gjeen:i: \t/\:ietitg“cii‘; r:We\l/ZTEiddalgl\J/E;Sr’T?ig\gernvElsho . * Received any cytoreductive therapy  Change in pathologic findings related to AHN
« Inhibition of closely related kinases have been linked to off-target toxicities: bleeding, edema, pleural effusions®? appropriate for hematopoietic stem cell transplantation |~ Patients with AML orwho are * Cytogenetic response, as data permit
aThe original formulation was modified to improve bioavailability. are excluded. appropriate for HSCT are excluded. * Proportion of patients receiving HSCT, time to HSCT
Kinase Inhibition Profile of Clinical Stage and Approved KIT D816V Agents; Cell IC;, (nM)
Compound mr\(asl\;)ccﬁn;wv PDGFRa PDGFRf CSF1R FLT3 “ _ oo _ ;
; Sites? Participating in the Apex Study
Bezuclastinib >10,000 >10,000 >10,000 >1000 >1000 S U M M A RY
Elenestinib 6 21 6 161 345 >1000 ctanford Cancer Inctitute. USA « Apex is a global, multicenter, Phase 2 open-label study evaluating
Adapted from Guarnier et al. 2022. Medical University of Vienna AKH Wien, Austria AOU Caregg, Italy Dana-Farber Cancer Institute. USA the safety and efficacy of bezuclastinib in adult patients with AdvSM
. . University Medical Center : - :
5 CHU Liege, Belgium _ Huntsman Cancer Institute, University of Utah, USA . . o
Dose selection for APEX Part 2 CEREMAST Toulouse Toulouse Universit Groningen, Netherlands Cleveland Clinic Taussig Cancer Center, USA * The selected dose for Part 2 is 150 meg dally of optlmlzed
. o . . - . ulouse, Toulou iversity L . : : : C
In I.’art 1, bezuclastinib demonstrates an encouragmg.sqfety profile qnd;;lurable responses, with optimal Hospital, France Oslo University Hospital, Norway UCLA Health, USA formulation, which delivers similar exposures to 100 mg BID of
efficacy and safety outcomes at 100mg BID dose of original formulation CHU de Poitiers, France Medical University of Lublin, Poland Emory University School of Medicine, USA Original formulation, demonstrated to provide optimal Safety and
- Efficacy at 100mg: 83% overall response rate per mIWG-MRT-ECNM and deep reductions across biomarkers of mast cell CEREMAST Necker Hospital, France Hospital Universitario Ramon y Cajal, Spain MD Anderson Cancer Center, USA efficacy outcomes in part 1
activit —_ Institut Catala d'Oncologia de L'Hospitalet - City of Hope, USA '
y Uniklinik RWTH Aachen, Germany . . — _
- Safety at 100mg: The majority of 0 Hospital Duran | Reynals, Spain Mayo Clinic Arizona, USA : : : : :
y . & J y Mean (CVA) Stead\I'State (C\ICIE 2 Da\l 1) Exposures University Hospital Mannheim, Germany University Hospital Vall d'Hebron, Spain Universitv of Alabama at Birmineham. USA ¢ EnrO”ment IS OﬂgO'ﬂg fOI’ patlentS Wlth AdVSM tO Apex Pa rt 2 and N
hematological adverse events were low — — . . — . . Y gham, o ; oo : :
srade, reversible, and did not require Study Part (Formulation) Part 1 (Original Formulation) ~ P2rt 2 Stage 1 (Optimized University Hospital Freiburg, Germany University Hospital Basel, Switzerland MUSC Health University Medical Center, USA additional cohorts evaluating bezuclastinib with concomitant AHN
. : : Formulation?) . . . . . The Leeds Teaching Hospital, NHS Foundation : -
dose reduction; no reported intracranial - University Hospital Schelswig-Holstein, Germany Tuet UK University of Alberta, Canada therapy
bleeding events or treatment-related Bezuclastinib Dose 100 mg BID (N=7) 150 mg QD (N=10) RCCS Azienda Ospedaliers-Universitaria ' St. Michael's Hospital, Canada
deaths Cmax ss(r(‘g/ ”;L)/ 561 (2(6'8) ) 830 (2(9'9) ) di Bologna, Italy Guy's and St. Thomas’ NHS Foundation Trust, UK ~ Rollover Cohort: open to patients enrolled in Part 1 or 2 with proven
« 150 meg QD of the Optimized formulation AU 0-24hr,ss nghr/mL 18,900(30.8 17,600(31.3 _ S _ : : _ “ AHN ro re55|on re u|r|n Concomltant AHN thera h dI’OX urea or
delivers similar exposures to 100 mg BID °The original formulation was modified to improve bioavailability. AOU 5an Giovanni di Dio e Ruggi d'Aragona, Italy University College !_Oﬂdon Hospitals, NH5 Peter MacCallum Cancer Centre, Australia . p . g q g py ( y y
. 0 Foundation Trust, UK — . . azacitidine)
of original formulation Azienda Ospedaliera Universitaria Integrata University of Sydney Nepean Hospital, Australia
di Verona, Italy Gold Coast University Hospital, Australia

Enrollment to Part 2 is ongoing

« Enrollment continues in an additional cohort evaluating bezuclastinib with concomitant AHN therapy

— High Risk Cohort: open to patients with high to very-high risk AHN who
require treatment with concomitant azacytidine

aVisit https://clinicaltrials.gov/study/NCT04996875 or contact trialinfo@cogentbio.com for up-to-date site information.
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