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BBO-8520, a first-in-class direct dual inhibitor of GTP-bound (ON)
and GDP-bound (OFF) KRAS®12C exhibits robust efficacy in non-
small cell lung cancer preclinical models
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Inhibition of KRAS®12C (ON) is necessary for

optimal target coverage and prevention of adaptive

mechanisms of resistan

ce
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BB0O-8520 inhibits both the
ON and OFF states of
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BB0O-8520 modifies GTP-bound KRASG12C

and inhibits effector binding
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Unique ability to fully modify
KRASG12¢ when GTP-bound
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BBO-8520: Demonstration of differentiated

cellular KRASG2C (ON) activity
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BB0O-8520: Consistent, sub-nanomolar effect in

multiple KRASS?C models
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*In vitro ICs, adjusted for free fraction in 10% FBS (Sotorasib=75%, Adagrasib=31%, RMC-6291=76%, BBO-8520=10%)
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2D Viability

{4 Day Tx) H358 LU65 MGH1112 MGH1114 MGH1088 MGH1062 MGH1138 MGH1143
y KRAsGIZC/WT KRASGIZC KRASGIZC KRASGIZC KRASGIZC KRAsGIZC KRASGIZC KRASGIZC
BBO-8520 0.02 0.05 0.04 0.01 0.02 0.02 0.02 0.01
Sotorasib 13.67 21.13 21.31 49.12 16.70 12.75 10.86 10.07
Sotorasib/BBO-8520 622 406 507 5458 726 607 604 775

*In vitro ECy, adjusted for free fraction in 10% FBS (Sotorasib=75%, BBO-8520=10%)
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Source: Data generated in Aaron Hata’s Lab at MGH
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KRASC12C, Trp53R270H (K CP) LUNO55 PDX NCI-H358 Sotorasib-Resistant CDX Model
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; Sotorasib (10 mg/kg QDx110) -->
- Sotorasib (100 mg/kg) " BBO-8520 (30 mg/kg, QD rest of study)
Perimutter
CancerCenter

KCP, LUNO55 PDX efficacy study statistical analysis: Two-way repeated measures ANOVA with Dunnett’s multiple comparison test vs vehicle: *p<0.0001
NCI-H358 sotorasib-resistant CDX model statistical analysis: Two-way repeated measures ANOVA between indicated groups: *p<0.0001 8
Abbreviations: CDX-=Cell line-derived xenograft, GEMM=Genetically engineered mouse model, PDX=Patient-derived xenograft, RET=Rearranged during transfection
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BBO-8520 offers superior in vivo potency to KRAS

G12C (OFF) inhibitors
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NCI-H358 CDX (KRASG120)

QD Dose Response

AUC drives activity
QD vs BID Dosing

800" 1200
™ ™
= g 10004
E 600- S
0 0 8004
S 4004 3 600+
S Z 400+
S -
S 200- S
g g 2004
= =
O | 1 1 ) 4 O
0 7 14 21 28 0

Days on Treatment
-e- Vehicle (QD, po)
-e- BBO0-8520 (0.3 mg/kg)
BBO-8520 (1 mg/kg)
-~ BBO0-8520 (3 mg/kg)
-~ BB0-8520 (10 mg/kg)

B]

t e

T T
7 14 21 28

Days on Treatment

Vehicle (QD, po)
BBO-8520 (0.5 mg/kg, BID)
BBO-8520 (1 mg/kg, QD)
BBO-8520 (5 mg/kg, BID)
BBO-8520 (10 mg/kg, QD)

BBO-8520

NCI-H358 CDX efficacy study statistical analysis: Two-way repeated measures ANOVA with Dunnett’s multiple comparison test vs vehicle: *p<0.0001
Abbreviations: AUC=Area Under Curve, BID=Twice a day, QD=Once a day, REG=Regression, TGI=Tumor Growth Inhibition

Free Drug AUC,,

Compound Fr(f]fngyn?sz“ Efficacy
0.3 mg/kg 0.12 20% TGl
1 mg/kg 0.45 71% TGI

3 mg/kg 1.4 19% REG

10 mg/kg 4.8 100% REG
100 mg/kg Sotorasib 2090 96% REG
100 mg/kg Adagrasib 630* 79% REG
15 mg/kg Divarasib 67.2* 61% REG

* published

BBO-8520 achieves deeper regressions in the NCI-
H358 model than OFF inhibitors at a fraction of the
free drug concentration.

Enroliment of patients with KRAS®12¢ mutant non-small cell lung cancer in the ONKORAS-101 trial ongoing (NCT06343402)



BB0O-8520 demonstrates positive preclinical

activity in combination with anti-PD-1 therapy
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CT26-KRASG12C
Syngeneic Subcutaneous Model
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- Anti-PD-1 (10 mg/kg, BIW, ip) -= BBO-8520 + Anti-PD-1

Potency and ON state inhibition designed to enable monotherapy and combination activity at low drug concentration in preclinical models
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Days on Treatment

- Vehicle (QD, po) - BBO-8520 (10 mg/kg, QD, po)
- Anti-PD-1 (10 mg/kg, BIW, ip) -= BBO-8520 + Anti-PD-1

May lead to better clinical activity and improved tolerability profile with pembrolizumab in NSCLC patients

24004486
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Combined treatment with BB0O-8520 and BBO-
10203 leads to tumor regression in the NCI-H2122
CDX model by inducing G1 arrest and apoptosis
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Cleaved caspase-3 IHC statistical analysis: One-way ANOVA with Dunnett’s test vs vehicle *p<0.05, **p<0.0001
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BBO-10203 currently enrolling KRAS mutant advanced CRC or NSCLC in the BREAKER-101 trial (NCT06625775)

Efficacy study statistical analysis: Two-way repeated measures ANOVA combination group vs each monotherapy group *p<0.0001
BrdU IHC statistical analysis: One-way ANOVA with Dunnett’s test vs vehicle *p<0.01, **p<0.0001

24004486
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Completely modifies both the GTP (active) and GDP (inactive) forms of
KRASGlZC

Demonstrates rapid inhibition of effector binding and maintains activity in the
GTP bound state

Exhibits sub-nM in vitro potency on pERK and viability

Shows strong in vivo activity at low free drug concentrations across NSCLC
KRASC12C models both sensitive and resistant to GDP (OFF) inhibitors

Displays combination activity with anti-PD-1 and the RAS:PI3Ka breaker
BBO-10203

Enrollment of patients with KRAS®12¢ mutant non-small cell lung cancer in
the ONKORAS-101 trial ongoing (NCT06343402)
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