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KRAS®12C js the most common mutated KRAS isoform found in NSCLC

Lung cancer is the second most
common cancer in the US with greater
than 235K in new cases and 130K
deaths a year
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KRAS®12¢-GDP Inhibitors target a “dead” protein with no signaling or
transforming potential

Adapting to a KRAS®12¢-GDP KRAS®12¢ prefers the GTP
inhibitor can be achieved by Increased RTK drive state. GTP levels are 10x

making small modifications / \ of GDP in cells
ﬂ Gene

Amplification
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JGDDC(I:Z;‘(!;G < New KRAS612¢
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JAB-21822 Mechanisms to adapt to KRAS®12¢-GDP inhibitors N R ‘
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KRAS®12¢ amplification and RTK-drive ensure that enough KRAS®2¢ js found in the
(ON) state rendering GDP inhibitors inactive

Patient #1
80 1

ope . . & KRASG1C
KRASC12¢ amplification is ® KRASAWP KRAS KRAS-GTP  B-Actin
associated with clinical ] ,.:*\ s owdPN o<IBR o<+ IBR N
progreSSion £ 401 I, Y 2 | e | | AcD
°° , \\ z — —— —
o ) e | | [N | G12CH
} L4 | G e | | —————
« Rapid loss of G12C amplification with 2 | }rl. . | | [= I | G12C1 + AcD
change in treatment suggest that it is a ol g™ § o o & o § 0
likely “adaptive mechanism” of cf T e Y% Newly synthesized KRASG12C is GTP-bound
resista nce to GDP inhibitors Preexisting alterations (point mutations) On treatment
Acquired alterations (point mutations) Off treatment
Acquired GCN alterations
Cetuximab doubled the 33328 ][ e 11
objective response rate to e e
adagraSib in CRC Adagrasib alone Adagrasib plus cetuximab inaciive Actve
KRAs‘E) =, Km@
* EGFR and other RTKs identified in 30% 19% 46% =
of resistant NSCLC 20
 EGFR and Her2 activation often T>8°%t No target
observed as quick response to GDP arge coverage

coverage — AdagraSib/ —

inhibitors

sotorasib
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Efficacy of KRAS®12¢-GDP inhibitors in the clinic is clearly suboptimal when
compared to other driver-targeted therapies in the pathway

KRAS®12€.GDP inhibitors RTK targeted agents
Sotorasib Adagrasib GDC-6036 | Selpercatinib | Alectinib | Osimertinib Capmatinib
2L+ KRAS G12C NSCLC 2L+ R,E;cl::‘csmm- 1|:I.SACLLI§:+ 1L EG'\I:gcTcutant 1L cIVll\IES'I;:(Eéon14
(o] :{ 41% 43% 53% 64% 79% 77% 68%

m 6.3 6.5 13.1 tbd 25.7 18.9 12.4

L Phase 3 CODEBREAK 200 — PFS 5.6 months; ORR 28%
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Optimal “target” coverage of mutant KRAS®!%¢ requires activity against
KRASS12¢ (ON)

No matter the drug exposure,
KRASC®12¢-GDP inhibitors cannot

provide optimal target coverage b/c / \ BBO-8520
they don’t inhibit the “active target” E

Offers first opportunity to
optimize “target”
coverage with a direct

inhibitor

KRASG12C.GDP
(inactive)

KRASG12C.GTP

: Tumor
(active) .
Progression
Sotorasib /\ via MAPK,
Adagrasib PI13K/Akt
D-1553 Pathways
ARS-1620 >
JDQ443 \
GDC6036 \
LY3537982 \
BI-1823911 \\ .
JAB-21822
\
\
Unable to achieve optimal “target” coverage Mo
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BBO-8520 is the only direct KRAS®!%C inhibitor that can show potent activity
against KRAS®12¢ (ON)

First-In-Class KRASS®12¢ dual brlcjge
inhibitor BBO-8520 Sotorasib Adagrasib GDC-6036
100 0 0 0
KRASGIZC GTP (ON) .............................................................................................................................................................................................................................................
0 0 0

% modified

KRASG12C GDP
(inactive)

KRASG12C : RAF1
Effector Binding IC., (nM)

H358 pERK IC,, @ 30’ (nM)

Cellular H358

kinact/Ki (M*s)-1 | KRASG12€ GTP (ON)

| KRASG12¢ GDP (inactive) >1,500,000 NA 180,000 1,100,000

KRASC12¢-GDP inhibitors show no detectable activity against KRAS¢12C (ON) protein
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Biochemical selectivity and global cysteine proteomics

Biochemical Selectivity

KRAS SPR*
kd (um) L6120

G12C

WT
WT

KRAS:RAF1 -

PPI** | G12D
ICs0 (LM)

G1lz2v

Avi-KRAS-GppNHp ‘ Avi-KRAS-GDP
5.2 0.002
7.3 ND
19 ND
4
0.033 s
1.95 2-
1.07
3.2
4.3 0-

Global Cysteine Proteomics

BB0-8520 shows high selectivity for KRASG12¢

*Unable to determine a Kd for G12C due to extremely tight binding and covalent modification
**PP| assay is HTRF-based, using 50nM of KRAS protein and RAF1

! o
13L2J0_2326
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i ' o %
| P=0.000072 buse 12, %
: o ° oo
! &,
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4 0 4
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BBO-8520 drives an optimal SW-IIl interaction allowing modification of G12C in the
active state

Apo KRAS G12C GppNHp crystal structure Crystal structure of BBO-8520 in KRAS G12C
overlay with AMG510 GppNHp protein
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31p NMR peak shifts suggest that BBO-8520 stabilizes State 1 of active GTP-bound
KRAS, which disrupts effector protein binding

1D 3P NMR spectrum @ 5 °C

DMSO treated State 2 -
V2 -
JLM Iy /\ : ’Yl J\ Nttt e __.=.

B e e s

]

I
15

10

1
0 —IS

v1 population increases from < 5% to > 85% upon binding
BBO-8520 treated State 1

A (< 15% /jk j\ -
WWM/J WWNWNHA’\; \‘WN.\'; MWWMM\N "w‘.f\,\/- WW; =

[pprrl]

T
-5

BBO-8520 disrupts effector protein binding by shifting conformational
equilibrium of active GTP-bound KRASS®2¢ to State 1
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Experiments conducted on KRAS-G12C-C118S without inhibitor pre-incubation / modification



MAPK and PI3Ka signaling suppression in KRASG12C/A59G douyble mutant that is locked in

the active, GTP bound conformation

A59G is a 'transition
state' mutant that

abrogates GTPase activity

ERK

Vinculin

T — — — —

HELA G12C HELA G12C / A59G
__ AMG-510 (uM) BBO-8520 am  AMG-510 (uM) BBO-8520
OM3© 53 1 3 10 03 1 |3 10 PMO a4 (3 [10 03] 1| 3] 10
Impact of KRAS Mutations on
Nucleotide Turnover KRAS T B A e T S e . - - - - - - - - -
ot — ~— — — G
(o -— e — — — —— —
Gnm (S473) —
GDP AKT -—------- »‘.’-—-"—w-"
KRAS
(inactive) el QU ™ R —— b B B
\Agge/ VEK | o s s s n e 8 = el
5ERX SED b G=D SN S

- Ry -

Only inhibitors with the ability to inhibit KRAS®12¢ (ON), like BBO-8520, display potency against
G12C/A59G mutants
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Targeting KRAS®12¢ (ON) activity allows for rapid and complete signal inhibition

Rapid and total inhibition of KRAS%2¢ (ON)

120__ -~ AMG-510
100 = MRTX-849
S 80— ¥ GDC-6036 Maldi-TOF% Time (min)to | % of AMG510
o Compound GTP, 5min IC, Time to Iy,
%) _ —— BBO-8520
ke 60 AMG510 0 21.9
- MRTX849 0 20.5 100
R 404
GDC-6036 0 12.7 55.8
20— BBO-8520 94 5.4 13.5

0 1 ] + T T B ¢
0 10 20 30 40 50 60
Minutes
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Targeting KRAS®12¢-GTP activity allows for rapid signal inhibition and overcomes
RTK drive

GFs abundantly present in human tissues
render GDP inhibitors inactive (H358)

Growth Factor Shift Assay Vehicle EGF (100 ng/ml)
120+ 1204
25 ] -~ AMG-510
% i m AMG-510 1009 100 = MRTX-849
o c v 807 x 807 -+ BBO-8520
8% 204 Bl MRTX-849 E:CJL o E'E o
ég 15_' Bl GDC-6036 . 8 404
SO - mm BBO-8520 20 . o
= Lu 0 I I = ] 1 0 | | | 1
U —_ 10_ 0.01 1 100 10000 1000000 0.01 1 100 10000 1000000
= g 7 nM nM
o D 5
L
o ]
o
— 0-
% pERK (IC;,,nM)
o Treatment Vehicle EGF (100ng/ml)
‘?‘Q AMG-510 355.4 >10000
MRTX-849 203.1 5650
BBO-8520 4.8 10.19
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Potency alone is not enough to maintain efficacy in the long-term clonogenic assay in
H358 cells. Data suggests KRAS®'2¢-GTP inhibition prevents fast adaptation

H358 Clonogenic Assay H358 Clonogenic Assay Potean;l ::ng?é:c:;no}:‘isii):; 0636

2 hr pERK

120+

100+
120 80

% pERK

100_ 60

404

20
60— 0 ° 0
0.01 1 100 10000
404

nM

% Confluence
% Confluence

20

O T T T |
0 10 20 30 40 1209

Day

-+ AMG-510
-+ BBO-8520
-+ GDC-6036

100

@ Vehicle
& 30nM AMG510 - 30nM MRTX849 - 3nM BBO-8520 -e- Vehicle -~ 1nM BBO-8520

£ 100nM AMG510 4 100nM MRTX849 & 10nM BBO-8520 = 30nM AMG510 -4 1nM GDC-6036

@
o
1

40

% 3D Viability (CTG)
3
L

0.01 01 1 10 100 1000 10000
nM

* Clonogenic assay suggests inhibition of GTP-bound KRAS%12¢ may reduce development of resistance

 GDC-6036 shows similar loss of potency as other GDP inhibitors in EGF assays (data not shown)
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BBO-9866: Back-up compound with similar properties to BBO-8520



BB0O-8520’s potency and selectivity in KRAS®1%¢ cell lines

BBO-8520 pERK
100000 (IC50,nM) (IC50,nM)

Calu-1 0.3 16.4
10000~— ° KYSE-410 0.8 1126.4
EA LU-65 2.5 86.6
@) C.. 1000_ ® LU-99 0.8 122.4
ch“) 8 MiaPaca-2 0.7 48.2
[ )

Gl g/ 1004 . ‘ KRASGIZC NCI-H23 1.1 78.7
8 < NCI-H2030 0.5 18.3
m XX 10— ¢ [ NCI-358 0.7 40.0
UCJL PY SW1463 1.4 51.0
1- SW1573 0.8 66.3
SW837 0.5 66.0
0.1 I I 1 I I I | UM-UC-3 0.4 13.3

O QO N o K @ KRASG12D GP2d 19.3

N Y § QQQ/Q'\?’
S5 65 S5 S Qy X0 5 KRASG125 A549 63.2
Qy Qy Qy Qy Y Qy G12v SW480 212.9
EEEE T 6 KRAS

%) <0'\/ KRASWT NCI-H1993 646.3

v@O BRAFV600E A375 10000 10000
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BB0O-8520 shows superior potency and selectivity on viability in KRAS®12¢
Cell Lines

BBO-8520 3D Viability (IC55,nM) AMG-510
(1C5o,nM)

100000-

Calu-1 0.2 11.4
s KYSE-410 0.8 1875
= 100004 o °
c LU-65 0.5 46
o
LU- :
8 dﬂ 1000_ o | U-99 0.2 13.8
g = P MiaPaca-2 0.4 5.5
h a 100_ [ ) KRASG12C NCI-H23 1.2 235
8 = NCI-H2030 0.2 50
mn 3 10- z NCI-H2122 0.6 12,7
S NCI-358 0.4 3.7
0O 1 - SW1463 0.6 19.8
™ SW837 0.8 91
0.1 T 1 1 1 1 1 ] UM-UC-3 0.2 15.0
O 0O H©&H N O G12D '
0'3/ O\/q, Cf)& O\/q, 5 QQ/Q'\/Q/ KRAS GP2d 129.5
S S5 9 9 K5 4@0 S KRASG12S A549 641.4
F XX I E ¥
E L Qy E KRASG12V SW480 10000
AN KRASWT NCI-H1993 147.3
?90 BRAFV600E A375 10000 10000
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Single digit nM potency across multiple KRAS®'%¢ resistant mutations

1000

AMG-510 R68S Y96D
800
MRTX-849 1207 120-
600 100~ — MRTX-849
LY3537982- o 1007 — LY3537982
400 % 807 80- — RM-018
RM-018+ £ 60 60 BBO-8520
200 3 404 — AMG-510
BB0-8520 > 407
0 S 20- 20
E O 0 o I W o Q0
2 3233928 8 Y nMm 0 0 !
O < 0 o x > O 0.0001 0.01 1 100 10000 1000000 0.0001 0.01 1 100 10000 1000000
& & 8§ R’ R nM nM
— - — — —
o 0o o 0 0
IC;, % Viability CTG
WT G12C G12C/A59G G12C/G13D G12C/Q61H G12C/R68S G12C/Y96D G12D
AMG-510 1000.0 27.8 152.4 1000.0 39.1 995.6 1000.0 1000.0
MRTX-849 1000.0 8.7 26.0 371.1 8.9 745.6 1000.0 994.9
RM-018 880.3 7.8 75.8 46.5 63.8 17.7 7.8 780.6
BBO-8520 29.9 0.2 1.0 5.3 0.2 5.6 3.5 83.4
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Dose- and time-dependent inhibition of pERK correlates well with target
engagement in the MIA PaCa-2 model

MIA PaCa-2 CDX
(6 hours post BBO-8520 dose)

MIA PaCa-2 Matrigel Plug MIA PaCa-2 Matrigel Plug % 1o 0
(6 hours post BBO-8520, AMG510) (30 mg/kg BBO-8520 time course) = g z
= = 140- 100 %o 80 *k *k 1 =
< 140- 100 S SB[ R Ak AR 5
S e > ° == oode & 01 o
_ 1204 e & 607.B........ ? ............. of......| &
o 120 (@] 10 — o E *% 0.01 a1
= 10 ‘@ ; o8] £S5 40 ’ S
g 100qp » 5 g 1997 * a o gé A X ..foool =
= Y = ! _ <
T 80 . . S 1 & g 801, ; ok * 1 % ég 20 ﬂ 0.0001 =
o i ol ° ) IS =X
£ - o o - ¢ N S 60+ 4 o S ol . : : —L 0.00001
o 60 0.1 o 01 = S
> ] : = pd ° — & Veh 1 3 10 30
; /T B I O B B '% o oL Kl EEEEE] K EEET TP RRRE ; ;-.--. ---------- '% Dose (mg/kg)
X 504 R bid 001 = X 504 2 0.01 = * % pERK: BBO-8520 * PK © PK,
Lg_ [ ] ; % Lg_ A One-way ANOVA with Dunnett's test vs vehicle: *p<0.001, *p<0.0001
A: pERK ICsp ( me bound), B: pERK FF adj IC50 ( m
o\c 0 1 1 I | | 0.001 OQ 0 I I I I I 1 0.001 boﬂnd to 10%1535;1), 3; ;;RK FF aZj IC50 (azsjume unabsosuund?
Vehicle 3 10 30 100 Vehicle 2 6 24 48 72
Dose (mg/k Hours 3T 100+
(mg/kg) 5 R% 0.84
= o0
0, . - [ ] — -
® % pERK: BBO-8520 ® 9% pERK: AMG510 ® PK ¢% PERK: BBO-8520 PK ES %
—~ N
=% 604
SE
One-way ANOVA with Dunnett's test vs vehicle *p<0.01, *p<0.0001 ) , . £ e _
One-way ANOVA with Dunnett's test vs vehicle: *p<0.01, **p<0.0001 (</() < 40
......... pERK FF adj IC50 (assume bound to 10% FBS) . o %
......... pERK FF adj IC50 (assume bound to 10% FBS) ¥ o 204
X a
8
* 0 T T T T 1
0 20 40 60 80 100

% pERK Inhibition
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BB0O-8520 exhibits strong efficacy in KRAS®12¢ models

Potency

Deeper Efficacy
H358 - NSCLC

10/10 complete regressions at 10 mg/kg QD

MIA PaCa-2 — Pancreatic Cancer

800+

= 1400+ |
E 12004 -~ Vehicle 600 -~ Vehicle
Q -e- 0.3 mg/kg
=
= -e- 0.1 mg/kg 400-
g -o- 1.0 mg/kg
E o 03mglkg 200 et T B e
2 -~ 3.0 mg/kg -~ 3.0 mglkg

01 T T T 1 0 T S—gb—=0—9 -o 10 mg/kg

0 7 14 21 28 0 7 14 21 28

Days on Treatment

Days on Treatment

0.13 mg/kg 0.4 mg/kg 0.61 mg/kg 1.6 mg/kg
4.6 nM 9.9 nM 14.1 nM 33.6 nM

Differentiated
LUNO55 (PDX) - NSCLC

2000=
1600+ —— Vehicle
1200
800- AMG510
100 mg/kg
400=
BBO-8520
0 I I I I 1 30 mg/kg
0 7 14 21 28 35

Days on Treatment

Regression AUCo "
(ng*hr/ml)

BBO-8520 100% 23% (7/10) 59

AMG510 71% - (1/10) 1563

BB0-8520 is efficacious in cell line and PDX models with greater potency, efficacy and differentiated activity
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BB0O-8520 shows ~60% tumor regression in the KCP GEMM at 10 mg/kg QD

2 27/ LsL-ps3Rrom
]
)
KCP

LSL — KRAS6G12¢

Tumor Volume - % Change
4 weeks

Tumor Volume - % Change
2 weeks

100 ¢
7
5

Tumor Volume - % Change
6 weeks

- .
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BBO-8520 demonstrates >50x more potency than AMG 510 (and MRTX849)
in the MGH series of KRAS®1?¢C mutant NSCLC cell lines

igg’gbgg’ H358 LU65 MGH1112 | MGHI114 : MGH1088  MGH1062  MGH1138  MGH1143

KRA8G12C/WT KRA8G12C KRASGlZC ; KRAsGlZC ; KRAsGIZC KRA8G12C KRA8G12C KRA8G12C
BBO-8520 0.22 0.52 0.42 0.09 0.23 0.21 0.18 0.13
AMG 510 18.15 28.04 28.29 65.20 22.16 16.92 14.42 13.37
AMG 510/BB0O-8520 83 53 67 725 95 81 78 86
R . R
P s § Clonogenic assay In vivo Efficacy
s
g E' E % 60001 Vehicle o 47 % 1004
§ig:2 9 5000- AMG 510 (1 mM) = 3
- : - S © - 501
PEGFR b--ﬂ - % 4000+ BBO-8520 (100 nM) % ?l Eg
——: O 3000 BBO-8520 (1 mM) S o . 42 > 0
EGFR | _— - - 3 o g g e .
. = N ’ [ -501
o T D 14 @
MET __.-- 0 2 4 6 8 1012 14 16 18 20 > AMG 510 BBO-8520 BBO-8520
P Time (days) (100 mg/kg) (10 mg/kg) (30 mg/kg)

)

Mass General Brigham

Mass General Cancer Center Data generated in Aaron Hata’s Lab at MGH
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BBO-8520 can drive deep responses in sotorasib-resistant MiaPaCa-2 tumors

Treatment of sotorasib resistant MiaPaPa-2 tumors with BBO-8520 led to 50% cures

— 500 Dosing Change
é 400+ Individual Tumor volumes (day 92%*)
£ 300 G510 (10 mg/k
- AMG510 (10 mg/kg, ND ND
E ) 429 433 315 323 673 731 893 1122 1280 3520
@]
S 2009 : AMGS10 (10 mg/kg, ND
B ( QDx36) > AMG510 433 443 60 201 357 358 451 666 952 1833
& 100+ 4 (100 mg/kg, QD)
= i
Or- r—rTTT T T T T T TT1T1 AMG510 (10 mg/ke, ND ND ND ND ND ND
0 7 14 21 28 35 42 49 56 63 70 77 84 91 98 QD(X:(f) 9/5'3%'3?20 422 433 450  d54 461 ggg 432 497 523 3200
mg/Kg,
Days on Treatment
*Day 75 for AMG-510 alone group, ND: not detectable, d: first day of non-detectable tumor
-0~ Vehicle (QD for whole stud <
(Q y) > 40 Dosing Change
-~ AMG510 (10 mg/kg, QD for whole study) % :
20 !
o AMG510 (10 mg/kg, QDx36), 5 8 ;
BBO-8520 (30 mg/kg, QD rest of study) ;_—:) .
_._ AMGSlO (lo mg/kg’ QDx36), '%_) 0_ ............... E ..............................
AMG510 (100 mg/kg, QD I’eSt Of Study) % N i ..............................
8'20||||||||||||||

0 7 14 21 28 35 42 49 56 63 70 77 84 91 98
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BridgeBio has designed first-in-class, potent and selective PI3Ko:RAS breakers

© RAS

® pi3ka

Breaker

= Structural insights provide a novel approach to
develop PI3Kat:RAS breakers

= Small molecules covalently bind to a new
induced pocket in PI3Ka

= PI3Ko:RAS breakers selectively bind to PI3Ka

— PI3Ko amino acid sequence in the region of
the binding pocket is unigue amongst all
the isoforms

— No binding affinity to KRAS

= PI3Ko:RAS breakers do not affect kinase
activity

Multiple series of potent PI3Ka:RAS covalent inhibitors have been identified
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Breaker activity can optimize target (pAKT) coverage of KRAS inhibitors

Combination of Breaker and RASi should optimize Homogenous inhibition of pAKT amongst NSCLC
target coverage for AKT pathway KRASS12€ cell lines
Breaker BBO-8520 (KRAS®1%¢)

120- 1209
100 ~——— 100
g 801 — Luss 7
'8 601 — A375 60-]
& 404 — H2122 40+
204 T H358 20+
0 — SW1573 o

0.01 Ofl i 1I0 1(I)0 10IOO 10(I)OO 001 01 1 10 100 1000 10000

120

] S

% pAkt

No Tumor Growth ? 0 —— 0

0.01 01 1 10 100 1000 10000

T T T T T 1
0.01 01 1 10 100 1000 10000

Breaker (nM) BBO-8520 (nM)
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Strong combination benefit is also observed in the KRAS®12C resistant H2122

NSCLC model

Clonogenic Assay (in vitro)

100001

Cell count

Days
-~ \ehicle -- AMG-510 + Breaker
-~ AMG-510 AMG-510 -> AMG510
-~ Breaker + Breaker

Efficacy model (in vivo)

o 1400~

=
N
o
o
1

Tumor volume (mm

Days on Treatment
*p<0.0001 compared to monotherapy group

-o- Vehicle (QD, po)
-o- Breaker (100 mg/kg)

-~ BBO-8520 (30 mg/kg)
-o- Breaker + BBO-8520

H2122 KRASG12C / KEAP1mut / STK11mut

BBO-8520: Direct KRAS®2¢ (ON) inhibitor, *RMANOVA

Body Weight Change (%)

Body Weight (in vivo)

0 7 14 21 28
Days on Treatment
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well tolerated
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BridgeBio has designed a first-in-class, direct inhibitor of KRAS®12¢ (ON)

 BBO-8520is a first-in-class direct inhibitor of KRAS®12¢ (ON) and inactive (GDP-bound) forms
* Inhibition of the (ON) GTP-state is necessary to realize the full potential of KRAS inhibition

* Inhibition of the (ON) state results in rapid and complete inhibition of KRAS activity independent of
growth factor stimulation or KRAS amplification

 BBO-8520 drives strong tumor growth inhibition in multiple models of KRAS¢12C even after resistance
to sotorasib

 Multiple opportunities for combination in the clinic, including with BBOT’s internal pipeline assets
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