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Therapeutic targeting of CDK12 in cancer "3 PB-0316 shows high efficacy in HER2 low breast cancer patient microtumors ex viv
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Our Development candidate PB-0301 is a best-in-class molecule Mo A : nhibiting CDKL 2perfarge qn gFRE-qmpeddas intestpagient tissues from v BE_EEEgE:z4 UK-P0000538 54.21 49.81 162.7 178.95
UK-P0000539 36.38 51.89 109.1 217.86

exhibiting high on-target potency, low off-target inhibition (non- ) _ . your b The scorn method emploved in this stud
transcriptional CDKs e.g., CDK2, CDK4, CDK6) and high in vivo efficacy. h ypemanscription | l;st(;ane?lﬂalttedébased ;ngnumber and ZtaTnlng; |nteln5|t)l/J O)]C UK-P0000547

UK-POOO0SAS UK-P0000540 75.27]  230.72 2258  >6000
UK-P0000544 48.29 141.09 144.9 1836
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PB-0316 and PB-0301 are potent and selective CDK12 inhibitors. PB-0316 UK-P0000588 UK-P0000565 2229 89.14 1059 26307
. . . . . UK-P0000589 C05-01-003 31.95 47.41 95.84 131.05
svnergizes with Trodelvy in HER2 low breast cancers in vitro PE-0316 [Log, ni] 576 11781 2628 780.1%
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|  PBO316 Synergy with Approved Therapies
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Selectivity profiling using AssayQuant assay ? - Trodivy Exvivod o srees potn@®®0 3 1a6CDK 2 nhi biin oir médmry acsatn csear mp | A)A single cell suspension was generated from fresh breast cancer tumor samples (surgical resection or core needle biopsy). These cells were encapsulated in a hydrogel to form
MDA-MB-231 ‘ i

== Gemcitabine a primary 3D e w i weutture system and treated with PB-0316. B )Dose response curve at 96 hours post-treatment, measured by CellTiter-Glo. 3 technical repeats graphed for each concentration/patient. C )Absolute IC75 of PB-0316 treatment of e w i 8Dbbreast cancer
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Syros-143 amm Enhertu cultures, separated by hormone receptor (HR) expression and HER2 expression, determined through clinical IHC staining. D )Table of relative and absolute IC50 and IC75 values from the curve in B).

Compound ID PB-0316-00-01|PB-0301-00-01|PB-0325-00-01 PB-0338-00-01|(PB-0047-00-
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P PB-0301 shows best-in-class tumor efficacy in vivo
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A.Sel ectpirvoiftdye e asde r i Gmparison of our lead series molecules, PB-0301, PB-0316, PB-0325 and PB-0338 with competitor benchmark compound, SY-143. Determination of
biochemical on-target potency and off-target inhibition on non-transcriptional CDKs (e.g., CDK2, CDK4, CDK6) was performed using AssayQuant at high ATP concentration [1TmM ATP].
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t her a.mBi)aDgdose response curves to (i) TNBC and (ii) HER2 low breast cancer cell lines. Data generated at 96 hrs of treatment and analyzed with Incucyte SX5. n=3 per cell line. C )PB- Invivoef casy udwenogr aBfAtLeBdhiccseh o WCSDK 2P BO3 0flr eat nceanuts @ s sceependeentogit aifmareducindmut €s poath € gdho s & )Efficacy study design. B )Body weight change in each treatment group (measurements

0316 synergy with panel of approved breast cancer therapies was was assessed in the cell lines identified in 2A,. Cells were treated for 96 hrs and cell number was assessed on the Incucyte were made thrice a week) C )Tumor volume over time on daily treatment with PB-0301, Olaparib or vehicle control. D) Waterfall plot demonstrating 100% response rate to 15 mg/kg of PB-0301. E )Representative photographs of mice showing xenograft tumors in
SX5, n=3 per cell line. Synergy was determined by % inhibition when combining IC50 doses (i) or using the Bliss model of SynergyFinder (ii). vehicle control group and after treatment with PB-0301.

Days post tumor inoculation

Vehicle control
Olaparib 50mpk QD -
PB-301 5mpk QD -
PB-301 10mpk QD -
PB-301 15mpk QD

PB-0316 and PB-0301 (oral dose) show good PK/PD profile in vivo @ Conclusions

In summary, we identified a novel series of CDK12 inhibitors which have drug-likeness and high therapeutic potential in solid tumors. Our lead compounds have been assessed and carefully selected using our
precision medicine platform to highlight drug molecules that can treat fresh tumor samples as a monotherapy and in combination with standard of care therapeutics. These molecules will be investigated
further to commence IND-enabling studies.
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1. Pear Bio’'s molecules have low nanomolar potencies and a clean selectivity profile.

2. Our lead series demonstrates improved safety and PK properties compared to competitor molecules, addressing common ADMET issues like hERG (heart) toxicity and high liver clearance.

3. Pear Bio molecules have demonstrated high efficacyine w i patient microtumors, particularly in HER2 low breast cancer.
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study in BALB/c mice —=erosm tumor bearing BALB/c mice Dose (mg/kg) 10

—=@==PB301 (PO 10mpk)

——G3PO_15mpk : Dosing frequency Once daily

, N—\ ——G4 P0:1 Ompk
| : —_ Tumor concentration at 24h (nM) 531

<+

ntration (ng/ml)

—_
o
I

Plasma concentration at 24h (nM) 629

Conce

—_
L

Dose (mg/kg) 15

N

0.25 05 1 2 4 8 16 24

Time (hours) Tlme (hr)

PN parameters | PES1S | £ PK parameters [10mpk PO__|15mpk PO Tumor concentration at 24h (nM) 758 61: Vehicle1 control, single dose
(h) - . T1/2 (h) 16.1 12.6 G2: Olaparib 50 mg/kg, single dose

Ti (h) 0.75 0.50
Cnoxogii) | 741 1840 e onre e Plasma concentration at 24h (nM) 849 G3: PES01.00-03 15 mgh, sge cose
Cmax (ng/mL) 2675 3808

F (%) 20 91 ® G4: PB301-00-03 10 mg/kg, single dose
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Female BALB/c mice (4 per group) were treated once daily with PB-0316 or PB-0301 in DMSO vehicle, compound concentration was measured at stated time-points by LC-MS. B )P K/ Rila t: BB-0301

showed a better PK profile than PB-0316 and was chosen for in vivo PK/PD and efficacy testing i. Female BALB/c mice (4 per group) with SUM149PT xenografts were treated once daily with PB-0301 in Find ES ath Special thanks to the Pear Bio R&D, software, clinical trials and business teams, We want to acknowledge and thank all our hospital sites, clinical collaborators
- i i ime-poi ] i inati i i ificati Duleek Ranatunga, CEO duleek@pearbio.com AACR boot , , : :
DI\./ISO+cycIodextr|n. vehicle, compound concentration was measured. at stated tlmg points by LC MS. i .iSummary of key pharmacokinetic parameters for PB-0301 i i Quantification of cPARP (PD marker) Chandan Seth Ngnda, VP of Target & Drug Discovery chandan@pearbio.com #3356 and patients who contributed to this research. Image copyright Pear Bio ©, visualizations made in Imaris, illustrations made with BioRender and Tllustrator.

using western blotting method shows dose-dependent cleaved PARP increase (e w i tumor analysis of SUM149PT xenografts). Data analysis performed in GraphPad, R and Python.

e
=

0

Plasma Concentration (ng/mL)

8 12 16

o

Dosing frequency Once daily

cleaved PARP /| GAPDH %Vehicle




	Slide 1

