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Longitudinal changes in circulating tumor DNA in a phase 1 dose escalation study of micvotabart pelidotin,
a first-in-human ADC targeting EDB+FN
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Background Reduction in ctDNA TF was observed after MICVO treatment Minor decrease in bTMB was observed after MICVO treatment
* Micvotabart pelidotin (PYX-201, aka MICVO) is a first-in-concept EDB+FN targeting mAb o ) . . . . . . . . .
antibody-drug conjugate (ADC) targeting ex’r)rddomqin-B of fibronectin Heavy Participants with HNSCC across dose levels showed a median reduction of 35.3% in All participants with HNSCC showed a reduction (median = 10.7%) in
(EDB+FN), a non-cellular structural component within the tumor ::'i"%':; ctDNA tumor fraction around C3D1 bTMB around C3D1
extracellular matrix (ECM) that is highly expressed in tumors compared _ _ _
to normal adult tissues'. Valine Pancreatic Cancer Thyroid Cancer NSCLC Sarcoma Cwvarian Cancer Pancreatic Gancer Thyroid Cancer NSCLC sarcoma Ovarian Cancer
Citrulline
* MICVO is composed of a fully human IgG1 monoclonal antibody » linker 151
conjugated to an optimized Auristatin-0101 payload via a cleavable 0.3 —
linker (DAR of 4)%3, g 10- A
o . . . . o o . . Aur-0101 0.2
MICVO is designed to achieve anti-tumor activity via three mechanisms vayload (x4) .///f' - \ A\‘ 0\.
of action: 1) the cytotoxic, cell-permeable Auristatin-O101 payload - 0 :>| ——=
directly kills tumor cells through disruption of microtubule formation, 2) Engineered 0.1 \ -.E‘. e
the payload promotes additional tumor cell killing via the bystander Cysteine LA 2 » »
effect, and 3) release of neoantigens from dying tumor cells induces L 0 ot-o--- &ﬁ ____________ A\‘ ______________________________ E — .
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Baseline On-treatment Baseline On-treatment Baseline On-treatment Baseline On-treatment

MICVO designed to bind to EDB and releases Tumor cell diesl' fe':ﬂf-iﬂg P“‘Ji':‘:(ﬂltll for additional Tumor death and exogenous antibody | , | | . . i .
s t illi N - . . . .
Immune cells payload within tumor ECM cyeies o Tumor e HTing fragments lead to T-cell activation Baseline On-ireatment  Baseline On-dreatment  Baseline On-reatment  Baseline On-treatment
Tumor vasculature Payload Driven : : T, : .
. . Co . L Figure 4: bTMB values at baseline and on-treatment by indication. Paired samples from the same participant are
coe* . Proteases Cleaved & actve payload = goy- . . o Figure 1: ciDNA TF values at baseline and on-treatment by indication. Paired samples from the same participant are . : . .
Key @ phote € (g, cathepsin faurstatin] EDB'FN pelinad] g ENVD L UmmmE i connected by a solid line between the baseline and on-treatment timepoints. Dot shape represents the best overalll

connected by a solid line between the baseline and on-treatment timepoints. Dot shape represents the best overall response for .. ,
. , , o o , response for the participant and color represents the dose of MICVO received.
the participant and color represents the dose of MICVO received. Dashed red lines signify the limit of detection of ctDNA TF.

*PYX-201-101 is a first-in-human, open-label, multicenter, Phase 1 clinical study (NCT05720117) to evaluate the

safety, tolerability, pharmacokinetics, pharmacodynamics, and preliminary antitumor activity of MICVO Key
mono;h:rcnpy in participants v;i’rh ao:lvqnced sc:::id ’rumorsi. The study comzrisess’rxépar’rs: P;gé] dose escalation and Participants across multiple indications receiving the 5.4 mg/kg dose of MICVO showed a Many participants receiving the 5.4 mg/kg dose of MICVO across BOR
Part ion. Dat the Part 1 tion i ted inE Post P. . . . . i fon i
ar ©se expdnsion. Ldtd from the Fdr ose escaldrion Is reported in oster > median reduction of 68.50/0 in ctDNA tumor fraction around C3D1 indications showed a minor reduction in bTMB around C3D1 ® PR
* Longitudinal circulating tumor DNA (ctDNA) profiling is increasingly being utilized as an aid to monitor treatment A <p
response, with changes serving as a quantitative measurement of molecular response®. 0.3 mg/kg 1.2 mg/kg 2.4 mg/kg 3.6 ma/kg 0.3 mg/kg 1.2 mglkg 2.4 mglkg B D
* Objective: Changes in ciDNA were evaluated as a pharmacodynamic biomarker of response to MICVO in this ./I 15
heterogeneous population consisting of different tumor types treated at different dose levels. 0.3 Dose
10 = k//‘ 0.3 mg/kg
Study Design 027 = L 4 ./ & 12mgkg
. . . . . 8. 2.4 mgkg
* Treatment with MICVO IV Q3W until unacceptable toxicity or disease progression - o] * 36 mgka
_ g _
* As of 040ct2024, a total of 77 participants were treated with MICVO across 9 dose levels 2 £ A A 4.4 malkg
ranging from 0.3-8.0 mg/kg Q3W IV during the dose-escalation part of the study. D e | e | e et I -- Ao E 36 mgkg 4.4 mglkg 5.4 mg/kg 5.4 mglkg
. . ofe . . " ' — A__———ﬂ
* Dose escalation study identified the range of potentially effective doses to be 3.6-5.4 mg/kg %: Baseline  On-reatment 2 15 p = 0.053 8 mg/kg
Part 1 Dose Escalation © - l'n.z_j H‘?" Indication
5 o - o <10 A—— 4 :
Key Eligibility Criteria Eligible Tumor Types Objectives & Endpoints %~ Pancreatic Cancer
& &~ Thyroid Cancer
* All-comers with no biomarker Primary e ’ F‘;;’. 4 * A - N;CLC
act HCC HNSCC * Safety & tolerability e = — & Sarcoma
o HR+ Breast " MTD o Basel On-treatment Basel On-treatment B ‘| 0 t"kt t - QOvarian Cancer
P . . - reas daselne n-treatmen daselne n-treatmen daselne n-treatmen
HIST:|OgIZIG||);.2I‘1-C)'1'O|OQICCI”)’ Cancer NSCLC * Determine dose(s) for next phase & TNBC
confirmed solid tumors
of development 0.0 | | | , | | o HR:BC
* Locally advanced . Baseline  On-treatment Baseline  On-treatment Baseline  On-treatment Figure 5: bTMB values at baseline and on-treatment by MICVO dose received. Paired i
o di Ovarian PDAC Secondary las from th A tod b id line bet e baseli q - HNSCC
recurrent/metastatic disease » Cancer » < ORR, DCR, DOR, TTR per RECIST Figure 2: ctDNA TF values at baseline and on-treatment by MICVO dose received. Paired samples from the same participant >ampies Trom the same parficipant are connected by @ sofid fine between the baseline and on- & Hce
, , , : : .
progressed on SOC Renal 1.1 by fvestfiereies are connected by a solid line between the baseline and on-treatment timepoints. Dot shape represents the best overall response freatment timepoints. Do.’r shqp? represents the best overall response for the participant and
* RECIST v1.1 measurable disease C . Sarcoma PK: C T half-life. total for the participant and color represents cancer indication. Dashed red lines signify the limit of detection of ctDNA TF. color represents cancer indication.
ancer * P Cloxr Tmaxe -lire,

"ECOG PS O-1 . antibody, free payload . . . . L .
s Adequate organ function Thyroid TNBC Reductions in ciDNA tumor fraction were observed in all participants who had Summary & Conclusions

SCrrerdle B9 meueEary o s e ol Exploratory a partial overall response at the first radiological scan

* Blood & tumor tissue biomarkers

*Plasma cfDNA was profiled from a heterogeneous population consisting of different tumor types,

PR SD PD : : : :
*No participant with renal cancer was dosed in this Phase 1 study and treated with MICVO at different dose levels, at baseline and with treatment.

* Blood was collected from trial participants at baseline, within +/- 7 days of pre-dose cycle 3

* Reductions in ctDNA TF, around C3D1 of treatment compared to baseline, occurred both in
participants with HNSCC and in the cohort dosed at 5.4 mg/kg.

>< » Supports a positive molecular response to MICVO, as ctDNA TF is a surrogate for tumor
e

L
day 1(C3D1) of treatment, and at the end of treatment. :;D-E‘ hurd
2 urden.
* Plasma cell-free DNA (cfDNA) was extracted and analyzed using Tempus’ xF+ liquid biopsy S
assay and associated algorithms 0 » Provides further support for the 5.4 mg/kg dose, the dose level determined to be safe and
« Paired (n = 37 of 65 efficacy evaluable participants with measurements for both timepoints) ;}/ il well tolerated with preliminary signs of efficacy that has been selected for Part 2 of the study.
Y . . . . g & g . oyl o - 5
samples were assessed for longitudinal changes in ctDNA tumor fraction (ctDNA TF), as well as N3 S A | SR, e U | SR == S *bTMB showed decrease with treatment within the HNSCC cohort and a trend of reduction in the
blood tumor mutation burden (bTMB) with MICVO treatment. Baseline  On-treatment Baseline  On-treatment Baseline  On-treatment cohort dosed at 5.4 mg/kg.
* Best overall response (BOR) and overall response at first on-treatment scan were per RECIST Figure 3: ctDNA TF values at baseline and on-treatment by overall response at first scan. Paired samples from the same » Further exploration of the implication of this signal will be investigated.
v1.1 criteria and as of October 4Th, 2024. participant are connected by a solid line between the baseline and on-treatment timepoints. Color represents cancer indication.

* Further characterization of ¢ctDNA as a minimally invasive liquid biomarker of pharmacodynamic
. . . . ‘@ I . . Dashed red lines signify the limit of detection of ctDNA TF. First radiological scan occurred around the same time period as the N Y 9 P Y
* Paired samples Wilcoxon test with alternate hypothesis as “greater” (i.e., baseline values higher

on-treatment ctDNA sample collection. response to MICVO will be performed in tumor specific expansion cohorts.

than on-treatment) was used to test for significant reduction in measurements with treatment.
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