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Forward-Looking Statements and Disclaimer

Statements in this Presentation that are not statements of historical fact are forward-looking statements within the meaning of Section 27A of the Securities Act of 1933, as amended, and Section 21E of the Securities 
Exchange Act of 1934, as amended. Such forward-looking statements include, without limitation, statements regarding BridgeBio PhŀǊƳŀΣ LƴŎΦΩǎ όǘƘŜ ά/ƻƳǇŀƴȅΩǎέύ ǊŜǎŜŀǊŎƘ ŀƴŘ ŎƭƛƴƛŎŀƭ ŘŜǾŜƭƻǇƳŜƴǘ ǇƭŀƴǎΣ ŜȄǇŜŎǘŜŘ 
manufacturing capabilities, commercialization and general strategy, regulatory matters, market size and opportunity, future financial position, future revenue, projected costs, prospects, plans, objectives of 
ƳŀƴŀƎŜƳŜƴǘΣ ŀƴŘ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ŎƻƳǇƭŜǘŜ ŎŜǊǘŀƛƴ ƳƛƭŜǎǘƻƴŜǎΦ ²ƻǊŘǎ ǎǳŎƘ ŀǎ άōŜƭƛŜǾŜΣέ άŀƴǘƛŎƛǇŀǘŜΣέ άǇƭŀƴΣέ άŜȄǇŜŎǘΣέ άƛƴǘŜƴŘΣέ άǿƛƭƭΣέ άƳŀȅΣέ άƎƻŀƭΣέ άǇƻǘŜƴǘƛŀƭΣέ άǎƘƻǳƭŘΣέ άŎƻǳƭŘΣέ άŀƛƳΣέ άŜǎǘƛƳŀǘŜΣέ 
άǇǊŜŘƛŎǘΣέ άŎƻƴǘƛƴǳŜέ ŀƴŘ ǎƛƳƛƭŀǊ ŜȄǇǊŜǎǎƛƻƴǎ ƻǊ ǘƘŜ ƴŜƎŀǘƛǾŜ ƻŦ ǘƘŜǎŜ ǘŜǊƳǎ ƻǊ ƻǘƘŜǊ ŎƻƳǇŀǊŀōƭŜ ǘŜǊƳƛƴƻƭƻƎȅ ŀǊŜ ƛƴǘŜƴŘŜŘ ǘƻ identify forward-looking statements, though not all forward-looking statements necessarily 
contain these identifying words. These forward-looking statements are neither forecasts, promises nor guarantees, and are based ƻƴ ǘƘŜ ōŜƭƛŜŦǎ ƻŦ ǘƘŜ /ƻƳǇŀƴȅΩǎ ƳŀƴŀƎŜƳŜƴǘ ŀǎ ǿŜƭƭ ŀǎ ŀǎǎǳƳǇǘƛƻƴǎ ƳŀŘŜ ōȅ ŀƴŘ 
information currently available to the Company. Such statements reflect the current views of the Company with respect to future events and are subject to known and unknown risks, including business, regulatory, 
economic and competitive risks, uncertainties, contingencies and assumptions about the Company, including, without limitation, risks inherent in developing therapeutic products, the success, cost, and timing of the 
/ƻƳǇŀƴȅΩǎ ǇǊƻŘǳŎǘ ŎŀƴŘƛŘŀǘŜ ǊŜǎŜŀǊŎƘ ŀƴŘ ŘŜǾŜƭƻǇƳŜƴǘ ŀŎǘƛǾƛǘƛŜǎ ŀƴŘ ƻƴƎƻƛƴƎ ŀƴŘ ǇƭŀƴƴŜŘ ǇǊŜŎƭƛƴƛŎŀƭ ǎǘǳŘƛŜǎ ŀƴŘ ŎƭƛƴƛŎŀƭ ǘǊƛŀls, the success and timing of preclinical study and clinical trial results, the success of its 
clinical trial designs, the fact that successful preliminary preclinical study or clinical trial results may not result in future clinical trial successes and/or product approvals, trends in the industry, the legal and regulatory 
ŦǊŀƳŜǿƻǊƪ ŦƻǊ ǘƘŜ ƛƴŘǳǎǘǊȅΣ ǘƘŜ ǎǳŎŎŜǎǎ ƻŦ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŜƴƎŀƎŜƳŜƴǘ ǿƛǘƘ ǘƘŜ ¦Φ{Φ CƻƻŘ ŀƴŘ 5ǊǳƎ !ŘƳƛƴƛǎǘǊŀǘƛƻƴ όάC5!έύ ŀƴŘ ƻǘherǊŜƎǳƭŀǘƻǊȅ ŀƎŜƴŎƛŜǎΣ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ƻōǘŀƛƴ ŀƴŘ Ƴŀƛƴǘŀƛƴ ǊŜƎǳƭŀǘƻǊȅ 
approval for its product candidates and FDA-ŀǇǇǊƻǾŜŘ ǇǊƻŘǳŎǘǎΣ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ǊŜŎŜƛǾŜ ŀǇǇǊƻǾŀƭ ŦƻǊ ŀƴŘ ŎƻƳƳŜǊŎƛŀƭƛȊŜ ƛts product candidates and FDA-approved products, the success of current and future 
ŀƎǊŜŜƳŜƴǘǎ ǿƛǘƘ ǘƘƛǊŘ ǇŀǊǘƛŜǎ ƛƴ ŎƻƴƴŜŎǘƛƻƴ ǿƛǘƘ ǘƘŜ ŘŜǾŜƭƻǇƳŜƴǘ ƻǊ ŎƻƳƳŜǊŎƛŀƭƛȊŀǘƛƻƴ ƻŦ ǘƘŜ /ƻƳǇŀƴȅΩǎ ǇǊƻŘǳŎǘ ŎŀƴŘƛŘŀǘŜǎ ŀƴŘFDA-ŀǇǇǊƻǾŜŘ ǇǊƻŘǳŎǘǎΣ ǘƘŜ ǎƛȊŜ ŀƴŘ ƎǊƻǿǘƘ ǇƻǘŜƴǘƛŀƭ ƻŦ ǘƘŜ ƳŀǊƪŜǘ ŦƻǊ ǘƘŜ /ƻƳǇŀƴȅΩǎ 
product candidates and FDA-ŀǇǇǊƻǾŜŘ ǇǊƻŘǳŎǘǎΣ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ŀŎŎŜǎǎ ŀŘŘƛǘƛƻƴŀƭ ŦǳƴŘƛƴƎ ǳǇƻƴ ŀŎƘƛŜǾŜƳŜƴǘ ƻŦ ǇƻǊǘŦƻƭƛƻ ƳƛƭŜǎǘƻƴŜǎΣ ǘƘŜ ŀŎŎǳǊŀŎȅ ƻŦ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŜǎǘƛƳŀǘŜǎ ǊŜƎŀǊŘƛƴƎ ŜȄǇŜƴǎŜǎΣ ŦǳǘǳǊŜ 
ǊŜǾŜƴǳŜΣ ŦǳǘǳǊŜ ŜȄǇŜƴŘƛǘǳǊŜǎ ŀƴŘ ƴŜŜŘǎ ŦƻǊ ŀƴŘ ŀōƛƭƛǘȅ ǘƻ ƻōǘŀƛƴ ŀŘŘƛǘƛƻƴŀƭ ŦƛƴŀƴŎƛƴƎΣ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ōŜ ŀ ǎǳǎǘŀƛƴŀblegenetic medicine innovation engine and to build the next great genetic medicine company, 
ǘƘŜ /ƻƳǇŀƴȅΩǎ ŀōƛƭƛǘȅ ǘƻ ƻōǘŀƛƴ ŀƴŘ Ƴŀƛƴǘŀƛƴ ƛƴǘŜƭƭŜŎǘǳŀƭ ǇǊƻǇŜǊǘȅ ǇǊƻǘŜŎǘƛƻƴ ŦƻǊ ƛǘǎ ǇǊƻŘǳŎǘ ŎŀƴŘƛŘŀǘŜǎ ŀƴŘ ŀǇǇǊƻǾŜŘ ǇǊƻŘǳŎǘs, ǘƘŜ ŎƻƳǇŜǘƛǘƛǾŜ ŜƴǾƛǊƻƴƳŜƴǘ ŀƴŘ ŎƭƛƴƛŎŀƭ ŀƴŘ ǘƘŜǊŀǇŜǳǘƛŎ ǇƻǘŜƴǘƛŀƭ ƻŦ ǘƘŜ /ƻƳǇŀƴȅΩǎ 
product candidates and FDA-ŀǇǇǊƻǾŜŘ ǇǊƻŘǳŎǘǎΣ ǘƘŜ /ƻƳǇŀƴȅΩǎ ƛƴǘŜǊƴŀǘƛƻƴŀƭ ŜȄǇŀƴǎƛƻƴ ǇƭŀƴǎΣ ǇƻǘŜƴǘƛŀƭ ŀŘǾŜǊǎŜ ƛƳǇŀŎǘǎ ŘǳŜ ǘƻ ǘƘŜ ongoing global COVID-19 pandemic such as delays in clinical trials, preclinical work, 
overall operations, regulatory review, manufacturing and supply chain interruptions, adverse effects on healthcare systems and disruption of the global economy, and those risks and uncertainties described under the 
ƘŜŀŘƛƴƎ άwƛǎƪ CŀŎǘƻǊǎέ ƛƴ ǘƘŜ /ƻƳǇŀƴȅΩǎ Ƴƻǎǘ ǊŜŎŜƴǘ !ƴƴǳŀƭ wŜǇƻǊǘ ƻƴ CƻǊƳ мл-K filed with the U.S. Securities and Exchange Commiǎǎƛƻƴ όά{9/έύ ŀƴŘ ƛƴ ǎǳōǎŜǉǳŜƴǘ ŦƛƭƛƴƎǎ ƳŀŘŜ ōȅ ǘƘŜ /ƻƳǇŀƴȅ ǿƛǘƘ ǘƘŜ {9/Σ ǿƘƛŎƘ ŀǊŜ 
ŀǾŀƛƭŀōƭŜ ƻƴ ǘƘŜ {9/Ωǎ ǿŜōǎƛǘŜ ŀǘ ǿǿǿΦǎŜŎΦƎƻǾΦ In light ofǘƘŜǎŜ Ǌƛǎƪǎ ŀƴŘ ǳƴŎŜǊǘŀƛƴǘƛŜǎΣ Ƴŀƴȅ ƻŦ ǿƘƛŎƘ ŀǊŜ ōŜȅƻƴŘ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŎƻƴǘǊƻƭΣ ǘƘŜ ŜǾŜƴǘǎ ƻǊ ŎƛǊŎǳƳǎǘŀƴŎŜǎ ǊŜŦŜǊǊŜŘ ǘƻ ƛƴ ǘƘŜforward-looking statements, 
express or implied, may not occur. The actual results may vary from the anticipated results and the variations may be material. You are cautioned not to place undue reliance on these forward-looking statements, which 
ǎǇŜŀƪ ǘƻ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŎǳǊǊŜƴǘ ōŜƭƛŜŦǎ ŀƴŘ ŜȄǇŜŎǘŀǘƛƻƴǎ ƻƴƭȅ ŀǎ ƻŦ ǘƘŜ ŘŀǘŜ ǘƘƛǎ tǊŜǎŜƴǘŀǘƛƻƴ ƛǎ ƎƛǾŜƴΦ 9ȄŎŜǇǘ ŀǎ ǊŜǉǳƛǊŜŘ ōȅlaw, the Company disclaims any intention or responsibility for updating or revising any 
forward-looking statements contained in this Presentation in the event of new information, future developments or otherwise. No representation is made as to the safety or effectiveness of the product candidates for 
the therapeutic use for which such product candidates are being studied.

Certain information contained in this Presentation relates to or is based on studies, publications, surveys and other data obtained from third-ǇŀǊǘȅ ǎƻǳǊŎŜǎ ŀƴŘ ǘƘŜ /ƻƳǇŀƴȅΩǎ ƻǿƴ ƛƴǘŜǊƴŀƭ ŜǎǘƛƳŀǘŜǎ ŀƴŘ ǊŜǎŜŀǊŎƘΦ ²ƘƛƭŜ 
the Company believes these third-party sources to be reliable as of the date of this Presentation, it has not independently verified, and makes no representation as to the adequacy, fairness, accuracy or completeness of, 
any information obtained from third-party sources. In addition, all of the market data included in this Presentation involves a number ofassumptions and limitations, and there can be no guarantee as to the accuracy or 
reliability of such assumptions. Finally, while the Company believes its own internal research is reliable, such research hasnot been verified by any independent source.

The Company is the owner of various trademarks, trade names and service marks. Certain other trademarks, trade names and servicemarks appearing in this Presentation are the property of third parties. Solely for 
convenience, the trademarks and trade names in this Presentation are referred to without the ® and TM symbols, but such references should not be construed as any indicator that their respective owners will not 
assert, to the fullest extent under applicable law, their rights thereto.

This Presentation is for informational purposes only. This Presentation shall not constitute an offer to sell or the solicitation of an offer to buy these securities, nor shall there be any sale of these securities in any state or 
jurisdiction in which such offer, solicitation or sale would be unlawful prior to registration or qualification under the securities laws of any such state or jurisdiction.
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BridgeBio Executive Summary

Å BridgeBio Oncology is advancing 3 lead programs targeting the two most prominent oncogenes in human cancer (KRAS & PIK3CA): 1) 
Dual KRASG12C, 2) PI3Ka:RAS breaker, and 3) pan-KRAS. 

Å Dual KRASG12Cinhibitor program has selected a Development Candidate (BBO-8520). 
Å BBO-8520 is a highly potent dual inhibitor of KRASG12Cwith 30-300x higher potency than sotorasibin vitro and in vivo including 

differentiated activity in a PDX model.
Å Complete inhibition of the active and most prominent KRASG12C  form should lead to deeper and longer lasting responses in patients.
Å BBO-урнлΩǎ Lb5-filling is projected for 2023. 

Å PI3Ka:RAS breaker is highly differentiated in that it is a) tumor selective, b) targets both mutant and wild-type PIK3CA, and c) does 
not induce hyperglycemia

Å Our compounds demonstrate robust efficacy in multiple mouse xenograft models including those with HER2/HER3 dependency, KRAS 
mutation and PIK3CA helical mutation

Å Our latest molecules produce dose-responsive pharmacodynamic data and display promising drug-like properties. 
Å Biomarker data shows that Her2/Her3 dependency, PIK3CA helical mutations and KRASG12Xmutations may be sensitive tumor types. 
Å Development Candidate selection in 2023, and IND-filling in 2024

Å pan-KRASprogram targets KRASG12Dand KRASG12Vmutations present in a large percentage of colorectal, pancreatic and NSCLC 
tumors. 

Å The Team has achieved in vivo target engagement and has identified leads with promising oral bioavailability. 
Å The Team projects Development Candidate selection in the 2023.



BBIO pipeline attacks Ras mutant tumors from multiple angles

4

G12D G12VG12C PI3KCA
>50K patients
CRC, NSCLC, PC

>50K patients
CRC, NSCLC, PC

>25K patients
CRC, NSCLC, PC

>20K patients
BC, CRC, Endometrial

Pan-KRAS
inhibitor

PIK3CA:RAS
Breaker

Pan-KRAS
Inhibitor

PIK3CA:RAS
Breaker

Dual G12C
inhibitor

PIK3CA:RAS
Breaker

PIK3CA:RAS
Breaker

BBIO oncology programs address the 2 most mutated oncogenes in human cancer and potentially 
enable tolerable and simultaneous inhibition of the MAPK and PI3K signaling pathways

Novel First-In-Class PI3Kabreaker has the potential to address PI3KCA helical mutations, half of 
KRASG12Xmutations and nearly all HER family driven cancers 



CONFIDENTIAL

We have a world class oncology team and strategic partners driving 
forward our targeted pipeline

5

SVP, Oncology

Pedro Beltran

Chairman of Oncology

Frank McCormick

Chairman of R&D

Richard Scheller

CSO, Oncology

Eli Wallace

ƴ Partnership with the National RAS Initiative, 
including сл ƻŦ ǘƘŜ ǿƻǊƭŘΩǎ ŦƻǊŜƳƻǎǘ ŀŎŀŘŜƳƛŎ 
RAS researchers

ƴ Cutting edge RAS structural biology expertise

ƴ Home to Sierra: the ǿƻǊƭŘΩǎ оǊŘ ŦŀǎǘŜǎǘ 
computing system

ƴ Enables multi-microsecond molecular dynamics 
simulations of protein complexes, and highly 
efficient in silico docking simulations
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BridgeBiois progressing multiple approaches against KRAS

Å Dual KRASG12Cinhibitor program has selected a Development Candidate (BBO-8520) with projected IND-
filing 2023
Å Inhibits both KRASG12C GTP (active) and GDP (inactive) states; directly binds KRAS
Å Differentiates from KRASG12C GDP (inactive)-only inhibitors

Å PI3Ka:RAS breaker is highly differentiated in that it is a) tumor selective, b) targets both mutant and wild-
type PIK3CA, and c) does not induce hyperglycemia

Å Projected Development Candidate selection in 2023
Å Blocks specific interaction between RAS and PI3Ka
Å RAS driver agnostic 
Å Blocks PI3Ka / AKT effector signaling

Å pan-KRAS program targets multiple KRAS mutants including KRASG12Dand KRASG12V

Å Projected Development Candidate selection in the 2023
Å Potent pan-KRAS inhibitor
Å Directly binds KRAS



Agenda

7

BBO-8520: A KRASG12CDual Inhibitor

PI3Ka:RAS Breaker

Pan-KRAS program



Mutant KRAS is the most common oncogene in cancer ςKRASG12C

8

Figure from: Moore, Rosenberg, McCormick, Malek Nat Rev Drug Disc 2020

Å Lung cancer is the second most 
common cancer in the US with 
greater than 235K new cases and 
130K deaths a year

Å KRASG12Cmutant found in ~15% of 
all NSCLC (~35K pts/yr)

Å Other common human cancers 
with KRAS mutations are colorectal 
and pancreatic adenocarcinomas 
with a combined 168K new cases a 
year in the US

Å KRASG12D/G12V mutant found in 70% 
of pancreatic cancers (~43K pts/yr) 
and 25% of colorectal cancers 
(~53K pts/yr)

8



KRASG12C-GDP inhibitors do not directly inhibit the active form of KRASG12C 

allowing for the emergence of resistance
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{ƘƻƪŀǘΩǎdiscovery led to an explosion of KRASG12C-GDP inhibitors; led by sotorasib, these will change the treatment 
paradigm for people with KRASG12C-driven cancers

KRASG12C-GDP 
(inactive)

KRASG12C-GTP
(active)

Tumor 

Progression 

via MAPK, 

PI3K/Akt 

Pathways

Intrinsic
hydrolysis

GEFs

Sotorasib
Adagrasib
D-1553
ARS-1620
JDQ443
GDC6036
LY3537982
BI-1823911
JAB-21822 Newly made RASGTP



Efficacy of KRASG12C-GDP inhibitors in the clinic is clearly suboptimal when 
compared to other driver-targeted therapies in the pathway
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Sotorasib Adagrasib GDC-6036 Selpercatinib Alectinib Osimertinib Capmatinib

2L+ KRAS G12C NSCLC
2L+ RET Fusion+ 

NSCLC
1L ALK+ 
NSCLC

1L EGFRmutant 
NSCLC

1L cMETexon14 
NSCLC

ORR 41% 43% 46% 64% 79% 77% 68%

mPFS
(mo.)

6.3 6.5 tbd tbd 25.7 18.9 12.4

ORR, objective response rate; PFS, progression-free survival
Sources: Sotorasib data from registrational Ph2 CODEBREAK 100 & Ph3 CODEBREAK 200 results presented at 2022 EMSO meeting; Adagrasibdata from KRYSTAL-1 results presented at 2022 ASCO 
Meeting; GDC-6036 data from 2022 WCLC meeting; Analog data taken from product labels

KRASG12C-GDP inhibitors RTK targeted agents

Phase 3 CODEBREAK 200 ςPFS 5.6 months; ORR 28%



Alterations associated with clinical resistance to KRASG12C-GDP inhibitors
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2ry in cis KRAS 
mutations

Independent RTK 
activation

KRASG12C

amplification
2ry KRAS mutation & 

lineage plasticity

..LhΩǎ Řǳŀƭ Yw!{G12Cinhibitor can address 3 of the 4 most prevalent mechanisms of resistance to 
current clinical KRASG12Cinactive inhibitors 

G12C      G12D

Non-NSCLC Transition

CRC Tx ORR

G12Ci 22%

G12Ci + EGFRi 45%

2ry mut BBIO IC50 

Y96D 3 nM

R68 5 nM

New KRASG12C

is GTP-bound

Emergent
resistance

Fast 
adaptation

Emergent 
resistance

Fast 
adaptation

BBO-8520



A compound that inhibits both GTP (active) and GDP (inactive) forms of KRASG12Cwill 
be superior to one that only inhibits the latter

GDPi

GTPi

Drug (h)
KRAS-GTP 

Growth factors render GDPi
completely inactive

GDPidoes not achieve complete 
ƛƴƘƛōƛǘƛƻƴ ƻŦ άŀŎǘƛǾŜέ Yw!{G12C*

KRASG12Cprefers the GTP state: 
GTP levels are 10x GDP levels

KRASG12C

-GTP

Tumor 

Progression

KRASG12C-GDP 

inhibitors

KRASG12C-GDP

GDPi GTPiVeh

HGF- +      - +     - +

RTK drive
Gene 

Amplification

New KRASG12C 

synthesis

Å A mechanism of resistance was not identified for most NSCLC patients that became refractory to sotorasib**

Å Among patients with identified resistance mechanisms to sotorasib, the majority were driven by RTK re-activation**

Drug (h)
KRAS-GTP 

We believe efficacy of targeting of KRASG12Ccan be improved by targeting the oncogenic active GTP form

*Ryan et al. Cell Reports 2022; **Li BT, et al. Journal of Clinical Oncology 40, no. 16_suppl (June 01, 2022) 102-102 
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BBO-8520 completely modifies both GTP (active) and GDP (inactive) forms of KRASG12C

and is exceptionally potent

BBO-8520 Sotorasib Adagrasib GDC-6036

% modified

KRASG12CGTP 
(active)

мрΩ 100 0 0 0

слΩ 100 0 0 0

KRASG12CGDP 
(inactive)

мрΩ 91 80 73 77

слΩ 100 82 84 84

KRASG12C: RAF1 
Effector Binding IC50 (nM)

33 >100,000 20,000 4,200

H358 pERK IC50Ϫ олΩ όƴaύ 4 50 310 8

H358 kinact/Ki (M*s)-1 43,000 776 1064 27,000

ü High degree of protein modification supports high affinity binding to GTP state 
ü Potent inhibition of effector binding and oncogenic signaling
ü Superior kinact/Ki 13



Cysteine proteome selectivity and mechanism of action
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31P NMR spectrum @ 5 oC

G12C/C118S
KRAS-GTP- DMSO

G12C/C118S 
KRAS-GTP-BBO 2
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Dd

(< 15%)

g1

g1 population increases from < 5% to > 85% upon binding

State 2

State 1

DMSO treated

BBO-8520 treated

Global cysteine proteomics shows 
high degree of selectivity for G12C

31P NMR peak shifts suggest that BBO-8520 stabilizes State 1 of active GTP-
bound KRAS, which disrupts effector protein binding

p=0.000072



Targeting KRASG12C-GTP activity allows for rapid signal inhibition and overcomes RTK drive

Compound
MALDI-TOF%

GTP, 5min
Time (min) to 

IC50

% of AMG510 
Time to IC50

AMG510 0 22 100

MRTX849 0 26 118

BBO-8520 94 3.0 14

Rapid and complete inhibition of 
KRASG12C-GTP
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GFs abundantly present in human 
tissues render GDP inhibitors inactive

0 20 40 60

0

20

40

60

80

100

120

Minutes

%
 R

a
s
-R

a
f

AMG510

MRTX849

BBO-8520

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

0

10

20

30

40

3
D

 V
ia

b
il
it

y
 (

IC
5
0
,n

M
)

AMG-510 MRTX-849 BBO-8520

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

0

10

20

30

40

3
D

 V
ia

b
il
it

y
 (

IC
5
0
,n

M
)

AMG-510 MRTX-849 BBO-8520

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

0

10

20

30

40

3
D

 V
ia

b
il
it

y
 (

IC
5
0
,n

M
)

AMG-510 MRTX-849 BBO-8520

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

V
eh

ic
le

D
oxy

cy
cl

in
e

H
G
F (1

00
ng/m

l)

0

10

20

30

40

3
D

 V
ia

b
il
it

y
 (

IC
5
0
,n

M
)

AMG-510 MRTX-849 BBO-8520

GDPi GTPi

15



Cellular data support hypothesis that targeting the GTP form yields greater potency 
and deeper responses

H358 Clonogenic Assay suggests GTPi
may reduce development of resistance
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10x increased potency is observed in viability assays
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BBO-8520 retains single-digit nM activity against reported GDP-inhibitor active-site mutants, including 
G12C/R68S, G12C/Y96D, G12C/G13D, G12C/Q61H, and G12C/A59G 



BBO-8520 exhibits strong efficacy in KRASG12Cmodels
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BBO-8520 is efficacious in cell line and PDX models with high potency, deep efficacy, and differentiated activity
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BBO-8520: G12C Dual Inhibitor Development Candidate
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Å BBO-урнл ƛǎ ŀ ǇƻǘŜƴǘƛŀƭ άŦƛǊǎǘ-in-Ŏƭŀǎǎέ ŘƛǊŜŎǘ Yw!{G12Cdual inhibitor

Å Completely modifies both GTP (active) and GDP (inactive) forms of KRASG12C

Å Exceptionally potent and selective with superior kinact/Ki

Å Binding stabilizes GTP-bound KRASG12Cin state 1 which cannot bind effectors

Å Overcomes RTK drive

Å Strong efficacy in KRASG12Cmodels

Å IND projected 2023

Å Therapeutic opportunity in KRASG12Cmutant NSCLC, CRC and other GI tumors in both GDP-KRASG12C

inhibitor naïve and experienced patients



Agenda
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BBO-8520: A KRASG12C Dual Inhibitor

PI3Ka:RAS Breaker

Pan-KRAS program



PI3Ka:RAS Breaker is a novel, potent and differentiated therapeutic approach that can 
deliver efficacy in multiple common tumor genotypes as monotherapy or in combination
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ÅFirst-in-class molecular mechanism targeting the second most mutated oncogene in human cancer

ÅMolecular mechanism provides tumor selectivity and prevents well-known target liability (hyperglycemia)

ÅProven activity in common tumor genotypes (KRASG12x, PIK3CA helical and HER2/HER3)

ÅDifferentiated activity from Her2 and KRAS approved inhibitors (tucatinib, sotorasib, etc)

KRASG12Cinhibition Her2 inhibitionPIK3CA inhibition

KYSE-410 CDX esophageal carcinoma - HER2amp KRASG12C
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Tucatinib is a HER2 inhibitor, sotorasibis a KRAS-G12C inhibitor, alpelisibis a PI3Kh inhibitor. All groups dosed PO, QD, *p<0.05 RM ANOVA vs vehicle
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