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Certain information contained in this Presentation relates to or is based on studies, publications, surveys and otheiadegd som thirdLJ: NJi @ a2 dzZNOSa |yR (KS /2YLIl yeQa 246y
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reliability of such assumptions. Finally, while the Company believes its own internal research is reliable, such respartiedaverified by any independent source.

The Company is the owner of various trademarks, trade names and service marks. Certain other trademarks, trade namésanarkserappearing 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 smchseteould 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 thé@olidiem 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 tiréisedaws of any such state or jurisdiction.

2 b



BridgeBio Executive Summary

A

ToJo Do Do Do I»  Doe  IoI»

BridgeBio Oncology is advancing 3 lead programs targeting the two most prominent oncogenes in human cancer (KRAS & PIK3
Dual KRAS2C 2) PI3K:RAS breaker, and 3) p&RAS.

Dual KRAS?Cinhibitor program has selected a Development Candidate (B&D).

BBQ8520 is a highly potent dual inhibitor of KRASwith 30-300x higher potency thasotorasibin vitroandin vivoincluding
differentiated activity in a PDX model.

Complete inhibition of the active and most prominent KR'ASorm should lead to deeper and longer lasting responses in patients.
BBQy p H n Qfdlinglislprejected for 2023.

PI3Ka:RAS breakeis highly differentiated in that it is a) tumor selective, b) targets both mutant andtydd PIK3CA, and c) does

not induce hyperglycemia

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

Our latest molecules produce dosesponsive pharmacodynamic data and display promising-tkagroperties.

Biomarker data shows that Her2/Her3 dependency, PIK3CA helical mutations arfd®RAGtions may be sensitive tumor types.
Development Candidate selection in 2023, and-fNiDg in 2024

panrKRASrogram targets KRASPand KRAS?Ymutations present in a large percentage of colorectal, pancreatic and NSCLC
tumors.

The Team has achiev@udvivotarget engagement and has identified leads with promising oral bioavailability.
The Team projects Development Candidate selection in the 2023.



BBIO pipeline attacks Ras mutant tumors from multiple angles

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

G12C G12D G1l2Vv PISKCA
>25K patients >50K patients >50K patients >20K patients
CRC, NSCLC, PC CRC, NSCLC, PC CRC, NSCLC, PC  BC, CRC, Endometrial

'\/ N

Dual G12C PanKRAS PanKRAS
inhibitor inhibitor Inhibitor
PIK3CA:RAS
Breaker
PIK3CA:RA PIK3CA:RA
Breaker Breaker

’ Cgf;;ﬁ?ﬂ/ . )

Novel Firstin-Class PI3Kbreaker has the potential to address PISKCA helical mutations, half of
KRASmutations and nearly all HER family driven cancers
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We have a world class oncology team and strategic partners driving
forward our targeted pipeline

Frank McCormick NATIONAL . 'l:ﬁ,";';.ﬁ?gfe
Chairman of Oncology CANCER National
INSTITUTE Laboratory

Richard Scheller
Chairman of R&D

Genentech xzsandnne

Eli Wallace

CSO, Oncology o ] . §
) o BT Pelo’rof;’:f‘:'; : Y Partnership with the National RAS Initiative, y HometoSierra:thé 2 NI RQa o NR ¥
o~ Nasand Feolon g includingc n 2 F GKS 62NI RQa T 2eBpathgsisttmOl RSYA O

: RAS researchers

Yy Enablesnulti-microsecond molecular dynamics

Yy Cutting edge RASructural biology expertise simulationsof protein complexes, and highly

Pedro Beltran efficient in silico docking simulations

SVP, Oncology

CONFIDENTIAL



BridgeBiois progressing multiple approaches against KRAS

A

To o

Dual KRAS2Cinhibitor program has selected a Development Candidate (BBZD) with projected IND
filing 2023

A Inhibits both KRASG12C GTP (active) and GDP (inactive) states; directly binds KRAS

A Differentiates from KRASG12C GDP (inaetiig) inhibitors

P13Ka:RAS breakeis highly differentiated in that it is a) tumor selective, b) targets both mutant and wild
type PIK3CA, and c) does not induce hyperglycemia

Projected Development Candidate selection in 2023

A Blocks specific interaction between RAS and PI3Ka

A RAS driver agnostic

A Blocks PI3Ka / AKT effector signaling

pan-KRA program targets multiple KRAS mutants including KRABd KRAS2Y
Projected Development Candidate selection in the 2023

A Potent panKRAS inhibitor

A Directly binds KRAS



Agenda

BBO8520: A KRAB2Dual Inhibitor

PI3Ka:RAS Breaker

PanKRAS program



Mutant KRAS is the most common oncogene in canC&RAS2C

a b
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Figure from: Moore, Rosenberg, McCormick, Malek Nat Rev Drug Disc 2020
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A Lung cancer is the second most

common cancer in the US with
greater than 235K new cases and
130K deaths a year

KRAS2Cmutant found in ~15% of
all NSCLC (~35K pys)

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

KRAS2D/G12¥nytant found in D%
of pancreatic cancers (~43K ptg/
and 25% of colorectal cancers

(~53K ptsyr)



KRAS°CGDP inhibitors do not directly inhibit the active form of KRAS-
allowing for the emergence of resistance

@

KRAS12CGDP
(inactive) Tumor _
Progression
KRAS2CGTP via MAPK,
i, PI3K/Akt

Sotorasib /\ Pathways
Adagrasib
ARS1620 \ /
JDQ443
GDC6036
LY3537982
BI1823911
JAB21822 N _Newly made RASP

{ K2 | disto%eiy led to an explosion of KRAR-GDP inhibitors; led bgotorasih these will change the treatment
paradigm for people with KRAS2Cdriven cancers



Efficacy of KRAS?«GDP inhibitors in the clinic is clearly suboptimal when
compared to other drivertargeted therapies in the pathway

KRASY?CGDP inhibitors RTK targeted agents
Sotorasib Adagrasib | GDCG6036 | Selpercatinib | Alectinib | Osimertinib | Capmatinib
2L+ RET Fusion+ 1L ALK+ 1L EGFRwutant 1LcMETexon14
2L+ KRAS G12C NSCLC NSCLC NSCLC NSCLC NSCLC
ORR 41% 43% 46% 64% 79% 17T% 68%

PFS

. . e be 257 189 124
L Phase 3 CODEBREAK 26¢S 5.6 months; ORR 28%
ORRobjective response rate; PFS, progresdiee survival
Sources: Sotorasib data from registrational Ph2 CODEBREAK 100 & Ph3 CODEBREAK 200 results presented at 2022 ES@rasidttegyfrom KRYSTALresults presented at 2022 ASCO 10 b

Meeting; GD&036 data from 2022 WCLC meeting; Analog data taken from product labels



Alterations associated with clinical resistance to KFRRASSGDP inhibitors

BBO8520
KRAS2C Independent RTK 2" in CisKRAS 2Y KRAS mutation &
amplification activation mutations lineage plasticity
/ ’ \ / E;F \ 'A - o \ / \
£ "'/‘:-} zcsy’,fpgfgz:;3ng233323333323333333323 r'f m ' GlZ(ﬁ G].ZD
- D D
W L 'Y GDP & T
New KRAS!2C G12Ci 22% \ N SCLCT "
. on- ransition
\_ GTFoound / \_ GL2Ci €GFRi 45% / \ RS soM )\
Fast Fast Emergent Emergent
adaptation adaptation resistance resistance

L hQa R¥mhibitoran!address 3 of the 4 most prevalent mechanisms of resistance to
current clinical KRAZCinactive inhibitors b



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

GDPidoes not achieve complete Growth factors rendeiGDPi KRASCprefers the GTP state:
AYKAOAUGAZY 21 G Ol A @@npletefinadtive GTP levels are 10x GDP levels
: G
GDPI Veh . GDPi GTPi KRiﬁft:izt(;gDP RTK drive Amp”;giﬂon
Drug (h) 0 4 24 48 72 PMET N —— J_ \l /
KRASGTP | - | PERK = g | .
PAKT — — - ‘ PR
] KRASS12C.GDP
GTPl GAPDH -ﬂ-’—— / (
Drug(h) 0 4 24 48 72 -+ -+ -+ HGF New KRAS®12C Tumor
KRASGTP [ I synthesis Progression
A A mechanism of resistance was not identified for most NSCLC patients that became refracteotdmsib ' I
A Among patients with identified resistance mechanismssotorasih the majority were driven by RTK factivation

[ We believe efficacy of targeting of KRAS can be improved by targeting the oncogenic active GTP forﬂ1
12 b

*Ryan et al. Cell Reports 2022; **Li BT, et al. Journal of Clinical Oncology 40, no. 16_suppl (June 01;2022) 102



BB(G8520 completely modifies both GTP (active) and GDP (inactive) forms of KKAS
and is exceptionally potent

bridge AMGEN MIRATI

BBO8520 Sotorasib Adagrasib GDG6036
KrasizecgTP | MP 9 e o o o
(active) 100 0 0 0
G MOdIfed T e
KRAS?2CGDP | " 7 S 91 _______________________________________________________ 80 _________________________________________________________ 73 _________________________________________________________ 77 _____________________________
(inactive) 100 82 84 84
KRAS!2C: RAF1 |
Effector BindindGo (M) . S Sem e, e
H358 pERKICX onQ oyabv 4 50 310 8
H358kinact/Ki (M*s)-1 43,000 776 1064 27,000

U High degree of protein modification supports high affinity binding to GTP state
U Potent inhibition of effector binding and oncogenic signaling
U Superiorkinact/Ki



Cysteine proteome selectivity and mechanism of action

-log10("P-Value’)

Global cysteine proteomics shows
high degree of selectivity for G12C

3P NMR peak shifts suggest that BB520 stabilizes State 1 of active GTP
bound KRAS, which disrupts effector protein binding

p=0.000072
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Targeting KRAS?*<GTP activity allows for rapid signal inhibition and overcomes RTK di

GFs abundantly present in human

Rapid and complete inhibition of tissues render GDP inhibitors inactive

KRASICGTP
120+
@ AMG510
100 & MRTX849 40
20000 ]
= 807 ¥ BBO-8520 A_% % . B AMG-510
o ° = T 10000+ g 307 BN MRTX-849
5:(@ 7 " =20 e mE BBO-8520
o LW -
S 40- © = 1000 £ 207
- xS 750- g
20 = 8 5004 > 107
S o ]
250 ™
—rrrrrrr . 0- 0- | —
40 60 Qd O > O 2 2 N 2 2 D e 2 N
” éo'& @v N Qg,)‘l/ é\&\ & q\@ Q\J('\\C} N Q\@ é('\\(} AN
inutes W £ & o WA WA NS
N X P S S
Pk P s
_ : Q NS B
Compound MALDITOF% | Time (min)to | % of AMG510 GDPi GTPi
GTP, 5min I(‘so Timeto IG,
AMG510 100
MRTX849 O 118

BB(G8520 94 3.0 14 b




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

10x increased potency is observed in viability assays H358 Clonogenic Assay suggeStsPi
may reduce development of resistance
120+ 120+
‘,,2\ 1004 g 1007 :;e;isPaCa-Z
9; 80— % 80— -~ A375 100+
% 60 % 60
8 S 80
> 404 > 404
[m) oDa ©
S 201 e 207 S 60+
0 1 0 1 %
0.000001  0.0001 0.01 1 100 0.000001 0.0001 0.01 1 100 S 40-
AMG510 (nM) BBO-8520 (M) S
20

1G5, (NM)
Compound
H358 MIAPaCa2
2 5

0 10 20 30 40
Day

@ Vehicle
AMG510 B 30nM AMG510  -& 30nM MRTX849 @ 3nM BBO-8520
BB(G8520 0.2 0.3 £ 100nM AMG510 A 100nM MRTX849 -©- 10nM BBO-8520

BB0O8520 retains singlaligit nM activity against reported GDihhibitor active-site mutants, including
G12C/R68S, G12C/Y96D, G12C/G13D, G12C/Q61H, and G12C/A59G
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BBQ8520 exhibits strong efficacy in KRAS-models

High Potency Deep Efficacy Differentiated

1600+ MIA PaCa-2 800= H358 2000 LUNO55 (PDX) - NSCLC

& 1400+ .

£ 1200~ -~ Vehicle 600 ~- Vehicle 1600+ - Vehicle

-~ 0.3 mg/kg

Q1000+

£ 1200

= 800 -~ 0.1 mg/kg 400-

o

> 600+ ~*- 1.0 mg/kg 800 AMG510

g 400+ -e- 0.3 mg/kg 200" o= 400= 100 mgfkg

ERE = S I G e 3.0 mglkg -~ 3.0 mg/kg . BBO-8520
0=t T T T 1 0 T S—gfeet—9 -o 10 mg/kg 0 T T T T 1 30 mg/kg

0 7 14 21 28 0 7 14 21 28 0 7 14 21 28 35

Days on Treatment Days on Treatment Days on Treatment

10/10 CRs at 10 mg/kg

Group Day 35
| ED, | EDQo EQ, EDQo (n=10) - FF ,i\rl]J(/Zo "
0.13 mg/kg 0.40 mg/kg 0.61 mg/kg 1.6 mg/kg (ng*hr/ml)
BBO-8520 100%  23% (7/10)

4.6nM 9.9nM 14nM 34nM AMG510  71% - (1/10) 1563

[ BB0O8520 is efficacious in cell line and PDX models with high potency, deep efficacy, and differentiated aqt
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BBO8520: G12C Dual Inhibitor Development Candidate

ABBGy pHn Aad I -dDb Sy¥ak !l RRAHB DG w! {
A Completely modifies both GTP (active) and GDP (inactive) forms o RRAS
A Exceptionally potent and selective with supetkamactKi
A Binding stabilizes GTund KRAS2Cin state 1 which cannot bind effectors
A Overcomes RTK drive
A Strong efficacy in KRES models

A IND projected 2023

A Therapeutic opportunity in KRE&SBCmutant NSCLC, CRC and other Gl tumors in bothHKRBS2C
inhibitor naive and experienced patients
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Agenda

BB0O8520: A KRASG12C Dual Inhibitor

PI3Ka:RAS Breaker

PanKRAS program
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PI13Ka:RAS Breaker is a novel, potent and differentiated therapeutic approach that can
deliver efficacy in multiple common tumor genotypes as monotherapy or in combination

AFirstin-class molecular mechanism targeting the second most mutated oncogene in human cancer
AMolecular mechanism provides tumor selectivity and prevents-lwedhwn target liability (hyperglycemia)
AProven activity in common tumor genotypes (KRASPIK3CA helical and HER2/HER?3)
ADifferentiated activity from Her2 and KRAS approved inhibitors (tucasptbyrasih etc)

KYSEI10 CDX esophageal carcinomdER2™ KRAS12C

PIK3CA inhibition KRAS2Cnhibition Her2 inhibition
- _ 1600+
oﬁg 97 o Venicke o 197 - veicle <5£ -~ Vehicle
isi S -e- Sotorasib (100 mg/ki i
E 12004 ~*- Alpelisib (20 mg/kg) £ 1200- ( g/kg) E 12004 * Tucatinib (50 mg/kg)
© -~ BBO (100 mg/kg) o ()
S = £
S 800- S 8004 S 8004
S 2 S
S 400- S 4001 2 a00-
S S £ ongoing
=) =} b T 7 e
[ = =
0 T T T 1 0 1 I 1 1 0 T T T 1
0 7 14 21 28 0 7 14 21 28 0 7 14 21 28
Days on Treatment Days on Treatment

Days on Treatment

Tucatinib is a HER? inhibitentorasibis a KRA&12C inhibitoralpelisibis a PI3K inhibitor. All groups dosed PO, QD, *p<0.05 RM ANOVA vs vehicle



























