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What’s new for
wild type and oncogene-addicted NSCLC?

oLy

= QOld target and resistance targeting
(sensitizing EGFR)
- TKI + antiangiogenic
- TKI + chemo
- HER3 Ab
- Bispecific antibody

= Uncommon old target (ex 20 EGFR)
- TAK-788

= New targets (MET muts and RET fus)
- Capmatinib, Tepotinib
- BLU-667

= |Oinneoa
- atezo
- NivOo VS. nivo+ipi

= Maintenance antiangiogenics

ant setting




Old target and new resistance targeting: EGFR

Gefitinib, Erlotinib, Afatinib

a No identification
- AR mechanism
EMT ~1-2% ~15-20%

HER2 amplification
~8-13%

Bypass BRAF ~1% .

tracks
-20% | MET amplification ~5%

PIK3CA ~1-2%
SCLC alone ~6%

SCLC with PI3K ~4%

402557

EGFR
T790M

with EGFR gt'g;‘mn
amplification ~60%

~10%

Other EGFR
point mutations
1-2%

Osimertinib

Acquired resistance mechanisms post-osimertinib (n=73)

Summary

¢+ Acquired EGFR mutations: 21%
¢ MET amp* 19%

¢ Call cycle gene atterations: 12%
¢ HER2 amp®: 5%

¢ PIK3CA amp" | mutation® 5%

* Oncogenic fusion: 4%

+ BRAF VB0OE: 3%

—Shequ denoles loss of
T790M: 36 (49%)

Loss of TT90M indcales stmnaion of
TTS0M-2arhounng celis

No known machansm
of resistance
dentified 60%

» BRAF VE0OE » FOFRI-TACCE 1N
* HERZ mvg’ » PWICA mrg” » COND? avg 1%
* HERD aevg” « MET v’ 1%
+ MET amp’ » BRAF VOOOE + COWS omp™ TS
* MET arg® + COKS amp + CONET amp”. YN
* MET avg’ + ARAS mutalion ™%
* MET amg™ 3%
PICICA perg” + NER2 pevg” « CONET amp™ 1S
PHOCA ESISK 18
MeTarg® 3%
g MET wrg’ « NTREL-TPMD 1%
NET arep” + CORB aen® 1%
CONEY - 1% MET weegt” + CONET v » COKS aesg™ 1%
NERD g™ 1N MET vy’ » CORNGA E270 %
FROCA prep” v%  MET amp® « CONDY aeng” ¢ CONE? amp” ¢ CONE am” 1%
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Secondary EGFR mutations:*
CTITX: T%. LTI8CCTHTS 1%

Osimertinib

WU ~

HER2 amplification: 2%
HER? matsent 1%

:ﬁ%
- <
[ Apaptosss |

ERIESMD

PIKICA mutations: 7% GRAF mutsorn (VEO00E) 3%

KRAS mutations (G120/C AMET) I%

[ Suet | e W

“REwTloe METRArs 1e0ed My (VETIaE T BRGNS *Tiwd DINSTIE N0 30 AIed TTI0MN matunons o DO Of whom) ore soguired CTOTE o ogrences

v' How to delay and target on-target resistance
mechanisms?(FLAURA, ARCHER1050, what else?)

v' Unmet need for off-target resistance bypass (and
for on-target after Osimertinib!)



First generation EGFR TKI + anti-VEGFR2: RELAY STUDY

Patient disposition and
treatment discontinuation:
PD: 47% EB vs. 64% EP
AE: 12% EB vs. 11% EP

7

Key inclusion criteria
-Stage IV NSCLC
«EGFR mutation-posiive
r=x 1900l OF EX <, - %58R)
*=COG PS 01

Primary end point:
Progression-Free
Survival

Key exclusion criterla Phy

*Known EGFR T790M
mutation

*Prior treatrment with EGFR
¥ of CReMDING: -

*8rain metastases

tion
+ EGFR status (axon 19 deletion vs. axon 21 LESER)
+ Sex

+ Reglon (East Asia vs. other)
+ EGFR lesting method (therascreen®cobas® vs. other)

"Phase 3 enrollment began after confirmation of dose and schedule in Phase 1b?

RELAY Primary Endpoint: PFS (Investigator-Assessed)

RAM+ERL
n=224

Events | 122
Median, mo 194 124
(85% Cl) (164-218) (11.0-13.5)
HR (95% CI) ‘ 0.591 (0.461, 0.760)
P-value <0.0001

PBO+ERL
n=225

158

1 yr PFS ratos;
71.9% vs. 50.7%

Vi 12 18
Time from Randomization (Months)

Fatents at Risk
M | 59 |
FEOCERL 225 15 § =3} 7 ) ) : '

Consistent PFS benefit by independent, blinded central review (HR 0.671, 95% CI 0.518 - 0.869; p=0.0022)

Ex19del

Events
Median, mo

{95% CI)
HR(@S%C) |

Ex21.L858R

Events
Median, mo
(95% CI)

HR(@5%Cl) |

M Tood

LM tmrageon
Foreoyte et teses|

STEP 9

RAM+ERL

(n=123)
B4
19.6

(15.1-22.2)

0,651 (0.469, 0.903)

RAM+ERL
(n=99)

58
194
(14.1-21

9)
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NOTCH

PBO+ERL
(n=120)
84
12.5

(11.1-15.3)

Benefit across all
subgroups: liver mets
yes 0.48 vs. no 0.65

PBO+ERL
(n=105)

74
1.2
(9.6-13.8)

0618 (0.437,0874)

Nakagawa K, ASCO 2019



First generation EGFR TKI + anti-VEGFR2: RELAY STUDY

Duration of response

RAM+ERL PBO+ERL

N=224 N=225

ORR % (95% Ci)
DCR % (95% Ci)

76 (71-82) 75 (69—80)
95 (92-98) 96 (93-98)

Duration of Response
Events

Median, mo
{95% CI)

HR (95% CI)

DO Probabiney

N=171 N=168
101 (59) 128 (76)

18.0 11
(13.9-19.8) (9.7-12.3)

0.619 (0.477, 0.805)

Events,
Censoring rate
Median, mo
HR (95% CI)

T fram Randorniration (NManihe )

PFS2 (Investigator-assessed)
RAM+ERL PBO+ERL
N=224 N=225

61 79
73% 85%

NR NR
0,690 (0.490, 0.972)

Interim OS Events
Censoring rate
Median, mo
HR (85% CI)

37 42
83% 81%
NR NR
0.832 (0.532, 1.303)

K
=)

. RAMER

B PEO<ERL

Rates (%)
o

30-Day FU Post-progression

30-Day FU Post-progression
RAM+ ERL PBO+ERL

T790M (+)/patients with results 19/a4 3875

T790M ratas (95% CI) (30‘353) [36‘758]

P-vaiue {.849

Nakagawa K, ASCO 2019




First generation EGFR TKI + anti-VEGFR2: RELAY STUDY

RAM+ERL (N=221) PBO+ERL (N=225)
Any Grade Grade1/2 Grade3 Grade4 |AnyGrade Grade1/2 Grade3
221(100) 62 (28) 142 (64) 11 (5) 225 (100) 104 (46) 111 (49)

155 (70) 139 (63) 160 (71) 157 (70) 3 (1) » SAEs 29% vs. 21%
Acneiform dermatitis | 149 (67) 116 (53) 33 (15) 153 (68) 133 (59) 20 (9)

» G23 TEAEs: 72% vs. 54%

. > TEAEs-> dose adjustment 85% vs. 71%
Paronychia 118 (53) 109 (49) 114 (51) 107 (48) 7(3)

Hypertension 100 (45) 48 (22) 27(12)  15(7) (5) > TEAEs = death 1% vs.0%
Increased ALT 94(43) 75(34) 17(8) 2(1) | 70(31) 53(24) 14 (6)
Increased AST 92(42) B81(37) 11{5) 0 58 (26) 48(21) 9(4)

Stomatitis 92 (42) 88 (40) 4(2) 0 82 (36) 79 (35) 3(1)

PBO+ERL
N=225

n (%) Any Grade Grade 23 Any Grade Grade 23
Bleeding/Hemorrhage Events 121 (55) 4(2) 59 (26) 4(2)

Epistaxis 74 (34) 0 27 (12) 0

Gl Hemorrhage Events® 23 (10) 3(1) 6 (3) 1(<1)

Pulmonary Hemorrhage Events 15 (7) 1(<1) 4(2) 1({<1)
Hypertension 100 (45) 52 (24)* 27 (12) 12 (5)

Proteinuria® 76 (34) 8 (3) 19 (8) 0
Liver Failure/Liver Injury 140 (63) 31 (14) 120 (53) 28 (12)
Increased ALT 94 (43) 18 (9) 70 (31) 17 (8)
Increased blood bilirubin 88 (31) 3(1) 70 (31) 2 (1)
Infusion-related reactions 6(3) 4(2) 0
Other TEAE of interest:

Nakagawa K, ASCO 2019

ILD events® 4 (2 3 3 (1)



First generation EGFR TKI + chemotherapy

Gef VS Gef + C - Gefitinib 250mg daily

ELIGIBILITY CRITERIA =, -Pem 500 mg/m? +
+ Age > 18 yrs n=1749 Carbo AUC5Q21d x 4
- Histologic/ cytologic NSCLC - Pem 500 mg/m?
= Stage llIB not amenable to Q21d

radical therapy or Stage IV STRATIFY * Primary endpoint: PFS

First-line palliative intent Randomized * Events for PFS: radiologic PD tom deterioration. death
+ ECOG PS (071 v.2) vents for PFS: radiologic PD, symptom deterioration, dea
* Activating EGFR mutation o : g 1:1 without documented PD, lost to follow-u

(exon 10/ 247 42) * EGFR mutation Open Label ‘ 1

ECOGPSOto2 (exon 19 v. other)
AGoguate nrean £5ction I i N *» Secondary endpoints:

No h/o ILD, radiation
pneumonitis that required
steroids or IPF

*0S

* Toxicity

* Response rate
* QolL*

Evaluation: Clinical- Q 3 wks in Gef + C (pre-chemo), Q 2mth (gef); Radiologic-Q 2-3 mnth
Duration of Therapy: until PD, unacceptable toxicity or consent withdrawal.

Noronha V, ASCO 2019



First generation EGFR TKI + chemotherapy

Gef + C (n=174) Gef (n=176) Gef + C (n=174) Gef (n=176)

Age in years: Median (Range) 54 (27-75) 56 (27-78)
Male sex-No. (%) 88 (51) 93 (53)
Smoeking history-No. ()

* Never 145 (83) 150 (85)
* Former 19 (17) 21 (12)
« Current 10 (6) 5(3)
ECOG PS-No. (%)

s 0 1(1) 7 (4)
1 137 (79) 130 (74)
s 2 36 (21) 39 (22)
Comorbidities-No. (%)

* None 97 (56) 81 (46)
* Hypertension 21 (12) 32 (18)
» Diabetes mellitus 9(5) 9 (5)
* COPD/ emphysema 8 (5) 5(3)
* Prior tuberculosis 4(2) 5(3)
* Multiple (>1) 23 (13) 35 (20)
» Other 12 (7) 9 (5)

Histology-No. (%)

+ Adenocarcinoma 170 (98) 170 (97)
« Adenosquamous 3(2) 4(2)
» Squamous cell CA 1(1) 1(1)
» Sarcomatoid CA 0 1(1)
Disease stage-No. (%)

L\ 171 (98) 171 (97)
« B 3(2) 5 (3)
Metastatic site-No. (%)

« Pleura/ pericardium 30 (17) 25 (14)
« Opposite lung 20 (12) 18 (10)
* Non-regional LNs 2(1) 5(3)

* Baones 24 (14) 25 (14)
* Brain 2(1) 13 (7)
» Liver/ adrenal/ omentum 3(2) 2(1)

* Multiple (>1) 90 (52) 83 (47)
= Non-metastatic 3(2) 5(3)
Presence of brain metastases-No. (%) 30 (17) 34 (19)
Presence of pulmonary embolism-No. (%) 7 (4) 2 (1)

Noronha V, ASCO 2019



First generation EGFR TKI + chemotherapy

Amm = Gefitimb ~= Gefitneb+Pem/Carbo

1004 mPFS 8 months vs. 16 months (HR 0.51)

-

1

g
i

o
N
on

Progression free Survival (%)
2
I
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o
o

v ol

6 9 12 15 18
Months after Enroliment

1.00 1

(=4
-~
w

Overall Survival (%)
< ©
X 8

g

Am — Gefitimb — Gefitib+Pam/Carbe

mOS 17 months vs. NR months (HR 0.45)
o b

0 3 6 9 12 15 18 21 24

Months after Enroliment

Gef + C arm (n=174) Gef arm (n=176) P-
value

No. of pts who had restaging scans-No. (%)
Best radiclogic response-No. (%)

» CR

» PR

« SD

» PD

ORR (CR + PR)
Median depth of response

162 (93)

5 (2.9)

126 (72.4)
22 (12.6)

9 (5.2)
75.3% (95% ClI, 68.3 to 81.1) 62.5% (95% Cl, 55.1 to 69.3)  0.01
-56.4 (IQR, -41.2 to -69)

161 (92)

1(0.6)
109 (61.9)
39 (22.2)

12 (6.8)

-43.5 (IQR, -25.2 to -60) 0.002

Noronha V, ASCO 2019



First generation EGFR TKI + chemotherapy

OVERALL TOXICITIES Gef + C arm (n=164) Gef arm (n=170)

All > grade 3 toxicities 123 (75%, 95% Cl, 67.8 to B1) B4 (49.4%, 95% Cl, 42 to 56.9) <0.001

Clinically relevant > gr 3 toxicities 83 (50.6%, 95% Cl, 43 t0 58.2) 43 (25.3%, 95% Cl, 19.4to0 32.4) | <0.001
(excluding asympt lab abnormalities)

Fatal toxicities 1 (0.6%)-FN 1 (0.6%)-ILD 1.0
Discontinuation due to toxicities

« Pemetrexed 30 (16.7%) N/A

« Gefitinib 0 2 (1.1%)

= Anemia, thrombocytopenia, neutropenia
* Hypokalemia
= Nephrotoxicity

Noronha V, ASCO 2019



EGFR TKI Resistance Creates a Significant Unmet Need
in Metastatic EGFR-mutant NSCLC

First-line Second-line Subsequent
EGFR TKils EGFR TKis LLEETIES

First- or

‘Second-
Generation
- EGFR TKis

Resistance Chemotherapy

Resistance or
,lmmunéthér’apy

S Osimertinib

GEFITINIB+CT

Resistance

Overall survival is approximately 22-36+ months?

sEstimates of patients who have progressed on EGFR TKis and chemotherapy from Tan CS, et al. Mol Cancer. 2018;17:29. References: Planchard D, et al. Ann Oncol. 2018;29:iv192-iv237. Ettinger DS, et al. J Nat! Compr Canc
Netw. 2017:15:504-535. Janne PA, et al. Lancet Oncol. 2014:15:1433-1441. EGFR, epidermal growth factor receptor: NSCLC, nonsmall cell lung cancer: TKl, tyrosine kinase inhibitor.



Old target and new resistance targeting

1 Gefitinib/Erlotinib/Afatinib

Unknown, 15%

¥

T790M, 60%

HER2 amp, 10%
MET amp, 5%
PIK3CA, 2%

/
" _BRAF, 1%
/ - SCLE
' ~

transformation, 5%

EMT, 2%

2 Osimertinib second-line

Unknown, 25%

N

C797X, 15%

' HER2 amp, 5%

\

7

SN

N\

MO

T790M
loss,
49%

™ BRAF, 3%

“Ncell cycle, 12%

%
W//////////,,\\

) Other EGFR, 6%
Fusions, 3%

/
/
A____MET amp, 19%

3 Osimertinib first-line

C797X, 7%

!

HER2 amp, 2%

- amp, 15%
/ 7
___PIK3CA, 7%
Unknown, -~BRAF, 3%
67% ‘
\ cell cycle, 1
~Other EGFR, 3%

Fusions, 1%
KRAS, 3%

Cell m«



U3-1402

U3-1402, a Novel Antibody Drug Conjugate Desighed
to Target HER3 Expression in EGFR-mutant NSCLC

U3-1402
Design Features Anti-HER3 antibody Proprietary drug-linker and payload

Payload MOA: Topo | inhibitor

High potency of payload

o]
o oM
A : ” !
High drug-to-antibody ratio e . Ly o
, , o{,

(~8:1)

Payload with short 4@—

systemic half-life 8 Cysteine residue

Drug-linker i’
Stable linker-payload [

]

Conjugation chemistry ono
Tumor-selective The drug-linker is conjugated to the Payload (DXd)
cleavable linker antibody via cysteine residues Exatecan derivative

Bystander effect Topoisomerase | inhibitor

Pasi Janne, ASCO 2019



U3-1402

U3-1402 Phase 1 Dose Escalation and Expansion Study

Dose Escalation?® Dose Expansion

Received 21 dose of U3-1402 1V Q3W: N = 23

6.4 mg/kg, n =5

Eligibility
Metastatic/unresectable
EGFR-mutant NSCLC and:

* T790M-negative after
progression on erlotinib,
gefitinib, or afatinib; OR

* Progressed on osimertinib

Stable brain metastases allowed

Pretreatment tumor tissue (after
progression on TKI) required for
retrospective analysis of HER3
expression

4.8 mg/kg, n =

3.2mg/kg, n =4

5.6 mg/kg, n=6 |
8

Study
Objectives

Primary: Secondary:
Safety and tolerability Antitumor activity
of U3-1402 of U3-1402

Will enroll additional
patients at the
recommended dose
for expansion

Ongoing
=16

Discontinued®
n=7

Exploratory:
Biomarkers of U3-1402
antitumor activity

Pasi Janne, ASCO 2019



U3-1402
TEAEs and DLTs in Patients Treated with U3-1402

Percentage of patients with TEAEs (210%; N = 23) Dose-limiting toxicities (N = 23)
% of patients

20 40 60 80 100
Nausea 3.2 mg/kg ﬁ @ @ @
Fatigue
Vomiting 4.8 mg/kg @ @ @
Decreased appetite

Platelet count decreased L
Alopecia 5.6 mg/kg '
o

Epistaxis
Gastroesophageal reflux disease 6.4 mg/kg ' @
Diarrhea

Constipation

Skin ulcer " Grade <3 I No DLT reported

Memory impair nens m Grade 23 U1 DLT evaluation ongoing
Dysarthria M Grade 3 febrile neutropenia

) Hypokalemia M Grade 4 platelet count decreased
Weight decreased

Data cutoff date of February 25, 2019, TEAE analysis used the safety analysis set, which includes all patients who received 21 dose of U3-1402 (N = 23). For TEAEs in <10% of patients, there were five Grade 3 events: ALT
increased n = 1; troponin increased n = 1; confusional state n = 1; hypoxia n = 1; febrile neutropenia n = 1. DLT, dose-limiting toxicity,

TR-AEs: 95% TEAEs-> drug discontinuation: 4.3%
TR-SAEs: 13% TEAEs—> drug dose reduction: 30.4% Pasi Janne, ASCO 2019



U3-1402

HER3 expression Antitumor activity and treatment duration

PR PR PR PR

PR PR PR PR
) ) SD PD
SD PR PR

N =23

" 3.2 mg/kg

W 4.8 mg/kg

W 5.6 mg/kg

M 6.4 mg/kg
—> Treatment ongoing
AE adverse event
CP clinical progression
NE not evaluable
PD progressive disease

PR partial response
SD stable disease

mm mm

-
=

| | | | | | |

|
300 150 12 18 24 30 36 42 48 54

Membrane H-score2 Treatment duration (weeks)

Median membrane H-score (0-300): 193

o
o

Pasi Janne, ASCO 2019



U3-1402

-V -

N=16

3.2 mg/kg
B 4.8 mg/kg
B 6.4mg/kg

PR confirmed
partial
response

Best % change

@
o
1

)
o
1

EGFR activating mutations*

EGFR resistance mutations®

Amplifications®

NE

Not avaluabla for mutation analysic

RR:31%

PR

L858k LBS8R L858R LBSER Ex19del [REEELS Ex19del JIEETE
NE NE NE NE T790M NE T790M T790M  T790M T790M  NE
NE NE NE NE NE ® c797s Rz
NE NE NE NE [l NE HER2 ® NE

[ ' Genomic alteration not detected

Pasi Janne, ASCO 2019



Pre-Osimertinib Post-Osimertinib
JNJ-372 cohorts cohorts

Part 2 Dose Expansion
(28-day cycle)

EGFR cMet : h INJ-372
inding binding Fully humanized, bispecific IgG1 antibody

* Targets EGFR and cMet receptors through
unique mechanisms of action

Cohort A

EGFR-dependent RP2D ¥1
Resistance 1050/1400 mg Cohort € J

(Le., T790M", C79757) ) ) ’

* Potential to provide clinical benefit in
EGFR-driven NSCLC, including TKl-resistant

populations Cohort 8
* First-in-human study currently evaluating EGFR-independent
activity in EGFRmut-driven NSCLC j Resistance
U TRM.CT) ) ar2om2
1400 mg

3

» Inhibition of EGFR and MET signaling

Dosing: intravenous; once weekly in cycle 1 and biweekly thereafter J

\ J \ J
| |

RP2D Safety/efficacy

» Receptor degradation

» ADCC

Haura EB, ASCO 2019



JNJ-372

: EGFRmut* and 7001400 mg

Post-Osimertinib

1303 Moihe 140
1104 32/108 (30%) patients with best response of PR across diverse EGFR mutations: ‘_‘20‘
£ - Primary; Secondary: £ 100
2 - Exon 2118588 - faxon 20 T790M - T790M - cMet A a0
& 707 - Exon 19deletion - Exon 18G719A - c
% 50 ~ Exon 20 insertion g
250
_5. 104 008 & 5 0 550008 & sess Ses o
s Bl b LR L

40+
&

i
.m.
0 &0

Lk o TIRN o CIUTS = CIOI0 o DTG & OTHE8 o LTl o Lnea s irev

<90 4 "
Exon-20

o PSS 8/27 (30%) patients with best response of PR (6 confirmed) hwed?

10
£ . . .

Q-

B
S 101
&
5
-‘-
jo
R
70 4
.m-

16/58 (28%) patients with best response of PR (8 confirmed)*
- B patients with C797S

= 3 patient with cMet amplification {26 copies)

= 5 patients without identified EGFR- or cMet-based resistance

Median prior lines of tmnt: 3 (0-10)
Median prior lines of EGFR TKiIs: 2 (0-6)

J

K “pe
A}
) 3"

Haura EB, ASCO 2019



JNJ-372

TEAE, n (%) 140 mg (n=3) 350 mg (n=3) 700 mg (n=10) 1050 mg (n=86) 1400 mg (n=40) Total (N=142)
Infusion related reaction (IRR) 3 (100) 2(67) 9 (50) 46 (54) 28 (70) 88 (62)
Rash* 0 2167) 3(30) 55 (64) 19 (48) 79 (56)
Paroaychia 0 1(33) 21200 28(33) 6(15) 37 (26)
Constipation 1(33) 1(33) 2(20) 22(26) 5(13) 31 (22)
Dyspnea 0 0 2(20) 20(23) 5(13) 27 (19)
Fatigue 0 1(33) 2(20) 14 (16) 10 (25) 271(19)
Nausea 1(33) 0 2(20) 14 (16) 9(23) 26 (18)
Stomatitis o 0 1(10) 16(19) 4(10) 21(15)
Hypoalbuminemia 1(33) 0 0 13 (15) 7(18) 21(15)
Prursitus 0 0 2(20) 11(13) 7{18) 20 (14)
Decreased appetite 2(67) 0 2(20) 11(13) 3(8) 18 (13)
Dizziness 0 0 1(10) 10 (12) 6(15) 17 (12)
Headache 0 0 1(10) 8(9) 8 (20) 17 (12)
Peripheral edema 1(33) 0 2(20) 11(13) 1(3) 15 (11)
Diarrhoa 1(33) 0 2(20) 3{9) 4(10) 10(7)
Preumonitis/ILD 0 0 0 1) W 2(5) 3(2)

* Grade 23 TEAES reported in 49 (35%) patients * AEs leading to treatment discontinuations=8% (4% related)
* Treatment-related grade 23 AEs reported in 12 (9%) patients * AEs leading to dose reduction=4%

IRR-associated TEAEs (215%)

- Chills (20%)

- Dyspnea (20%)
- Nausea (19%)
~ Flushing (17%)

Haura EB, ASCO 2019

100 Predose Steroids
Required
80 ‘.__1__1
61%
£ 60
2
$ 4
= Predose Steroids Optional
& |
20 : J L
5% 39
0 - L 1% o 0.2%
C1D1 C1D2 C108 CiD1S C1022 Cycle 2+

# Infusions 142

# Pts withIRR 87* 6 R} 1 0 2



Old uncommon target: EGFR exon 20 — —

S Histology Mutation
(vears) status EY therapy response
M 71 Former NOS ex 18 ET09K afatinib FR
ex 21 LE3IV/HEISL
15-20% of EGFR mutations are >50% of atypical mutations are exon 20 F 69 Current Acinar ex 18 G194 - -
“atypical” B 5 ex 20 V769M
SR o i3 M 56 No Mucinous ex 19 [745insKIPVAI erlotinib sD
- il F 68 Former NOS ex 20 Q812K cr ED
N s NiD Complos F 68 Former Acinar ex 20 D770ins5VD - -
P r mtations
] y — 2RI M 62 No NOS ex 20 (HisTT3G) cT sD )
. BGFR saom 30 o -
= e e e e =1 ®
[ucmous 4 sn771_His o
F Poorly diff. ex 20 H773 ins HPH FD
oorly 3 3 S
M 86 No NOS ex 18 E7095top gefitinib FD
BATEX 1 ot - sl - il
Lo 28 F 79 No Mucinous ax 20 S5T6BE. gafitinib ED
- —
F 36 Current Mucmous ax 19 del L747-P753ms0) gehtmb SD
AGFR LR -
N M 68 Ne Lepudic ex 18 ET09Q) - -
M 51 No Acinar ex 19 delE746-5752insV | gefitinib FR
F 74 No Pooly diff ex 19 delL 747-K754 afatinib FR
M 53 No Mucinous ax 13 GTI9A cT sD
F 64 Unknown | NOS ax 20 V769insASV CT sD o
F 76 No Papillary ex 19 del 5752-1759 gefitinib PR
M 60 Former Acinar ex 18 GT19C gefitmib FE
F 73 No NOS ex 19 L747-5752;insP gefitinib FR
Tadle 1 Moy (hrkowonsk i KRR cen 20 wsavthon pockve \BOLT M 79 Former NOS ex 18 2135G=4A, gefitmib FD
b Twpersl Clreal teal D) Koy sty pGly71%5er
CelimsGiamb  EFR Retvcapecive andyss of vl 8 irenth FES 8.0 7 o F 75 No NO5 ex 19 dall.747-P753ins5 gefitinib FR
3 ':_"k' 7 : M 54 Current NOS ax 19 dell 747-PT53insS | afatinib PR
Dwoven b EFRWETR MR W05 for | potert weh DTS00y
Avivn EFRMERMEM NCTOOS514 WP S0 476 AR 27 morths FF5 F 7 Current NOs ex 18 GT194 cr SD
[FSIOANE Y ]
ferant LR NIRRT o e
v Lk iran Nl Ongarg » WT EGFR
Fazetnds e NETONGRI Ongerg (4% MR o a4 .
Cenoomas s e (68 ISl OIT0.GY o wrh 13 v 1S Ex20- D770insASY * Inhibition of WT EGFR in normal
Conamab | Natiy LR MO Pekraary ko, ut 4 tes st w3 ® Ex20- V77 4insNPH tissues is associated with DLTs2
Lurrept g LS A ST EE 0 Y Potency ‘in mutants over WT EGFR*
[m——— LR = Mrechnid abiaton o eades LR G oo » TAK-788 potently inhibits EGFR
T [SELAL BT ORI FA LS ) Ongaang prob iy wrbuor seety egeriad = . . .
u S 3 1.8 exon 20 mutants with selectivity
Tased? Efealim - Bechncd whiaton ol aaddes [FR | 0.6x
Compoand 1A FFmve e 0 - Podincd meaaten o oaddes EGR E 100 over WT EGFR
m
ey ey vy—p——y 5 * Other EGFR TKIs have limited
P55 e e 1L AW R e e BR W0 fEe, B 00 0 T .
potency against EGFR exon 20
. insertions or lack selectivity over
Vyse et al. Signal Transduction and Torgeted Therapy, 2019 The active form of EGFR exon 20 insertion mutants Afatinib Osimertind Poziotinib WT EGFR
co not too dissimilar from that of wild-type EGFR = Limited Limited
) Af 3 H toncy tivity
vession: 2019 AS e i st b translates to narrower therapeutic window! e -
ANNUAL MELTING e marm et P Heymach JV, ASCO 2019

Frega S and Pasello G Oncotarget 2017



TAK-788

Study Design: Phase 1/2 Trial of Oral TAK-788 (NCT02716116)

Phase 1 Dose Escalation: 343 Design (Advanced non-<mall cell lung cancer; ECOG PS <2)

Phase 2 expansion {Open, enrolling): TAK-788 160 mg qd

Phase 2: Primary endpoint: ORR by RECIST v1.1
Secondary endpoints: Safety, tolerabllity, PK, efficacy

Cohort 1 Cohort 5 Cohort 7
Rufractory EGFR axon 20 Rufractory Refractory
insertion EGFR exon 20 msertion Other tumor types
CNS metastases (aither with prior response to (non-NSCLC) with
active or measurable CNS EGPR YKL EGFR/NER2 mutations
metastases, but not both)

Refractory HER2 exon 20 Do ."FXCU\IM” Ext =
insertion or peint Cohort 6 "EXCLAIN ension Cohort
mutation
CNS metastases (either EGFR exon 20 insertions EGFR exon 20 insertions
nctive or measurable CNS
metastases, but not both)

Treatment naive Previously treated patients

TAK-788 Antitumor Activity in Patients With EGFR Exon 20 Insertions A EGP”, e &5} Iewmrkiom Jrewted it 160 3 S
With Baseline CNS Without Baseline CNS

All Patients Metastases” Metastases

769_ASV m 773 eg'«_' fi l'n'?tehamﬂ,hm (n!‘ igs\hrthnlmm : i : {n=28) (n=12) {n=16)

z 20
g ﬂ vt Best response (confirmed), n (%)
i ® [ Variant ! | Partial nspon? 12 (43) 3(25) 9 {ss)
& so N | 7894 Stable disease 12 (43) 5 (42) 7 (44)
§ 7 G ny | ' Progressive disease 2(7) 2(18) 0
50 Not evaluable 2(7) 2(18) 0
§ Confirmed objective response, n (%) 12 (43) 3(25) 9 (56)
i [9s%cl) [24-83) [5-57] [30-20)
x:' A Disease control, n (%) 24 (86) 8(67) 16 (100)
s ! [95% Ci] — - : _[67-96] [35-90] : [79-100]
B s R g Median progression-free survival, mo 73 3.7 8.1
[95% €1 (4.4-NR] [1.8-NR] [5.6-NR]

Prior systemic treatments (median): 3; Prior EGFR/HER2 TKIs (%): 18; Prior ICI(%): 61

Riely G, ASCO 2019



TAK-788

Overall Response to TAK-788 and Time on Treatment, by Patient

Median time on treatment: 7.9 months
Main reason for discontinuation: PD (25%); AEs (11%)

Treatment Duration (mo)

All Patients Treated at All Patients Treated at
160 mg qd* Any Dose®
Any grade: 220% of all patients (":_73) (_Nil_;"
> TEAES 623: 63% Grade 23: 23% of all patients Grade 23, % Any Grade, % Grade 23, %
Diarrhea 85 18 74 12
Nausea 43 6 33 4
> TR-AE G23:43% Rash 36 1 26 1
Vomiting 29 3 22 2
_ H H H . o Decreased appetite 25 1 22 1
» TR-AE discontinuation: 14% esidser e . - -
Increased lipase 10 6 8 3
Increased amylase 8 4 8 3

Riely G, ASCO 2019



New targets: MET

GEOMETRY

ALKA{3.9%)

BRAF (3.8%) Stage 11IB/IV NSCLC Cohort 4 reavakat )

METAex14 irrespective of MET GCN by (Pretrt.;la_t:(;, g/ ::m:lumml
central RT-PCR ki
4 (3.1 review (BIRC)
MET exon 14 (3 U%)l EGFR wt (for L8S8R and delE19) and ALK- Closistinib Enroliment Closed
PIK3CA 12.9%) negative 400mg BID Ouration of response

PS 0-1 tablet (DOR)

6% Cohort 5b Progression-free
FRBB?(? } 21 measurable lesion (RECIST 1.1) ﬁmm' ) survival (PFS)
NBAS (1%} Neurologically stable or asymptomatic Overall survival (0S)

N=28
e RET (195 brain metastases allowed Enroliment Closed Safety j
ROST(1%)
AKT (< 15}

HHAS < 19}

MAPZK1 (< 1%) VISION

VISION is a single-arm, phase || trial of tepotinib in patients with NSCLC harboring MET alterations (NCT02864992)

Study Design Selected Endpoints

« Stage IIB/IV NSCLC Primary endpoint
Capmatinib Savolitinib Tepotinib Cabozantinib Crizotinib © Al histologies * Dbjective response rate (ORR)
(including squamous and sarcomatoid)
o Exclusion of active brain metastases or
brain as only measurable lesion

* Tissue- or blood-based MET alterations ’

by independent review
Secondary endpoints
* DRR by investigator assessment

Cohort A
METex14 skipping
mutations

*  Duration of response
*  Dbjective disease control
*  Progression-free survival

(central lab testing)
A METex14 skipping mutations detected:
o Plasma, 1Bx [DNA based)
o Tissue, TBx (RNA based)

Tepotinio *  Overall survival
S00mg QD L—a ¢« Safety
8. MET amplification only {21 day cyeles
until P «  Health-related quality of life /
* 13,20, 39 |ing of therapy
© Prior anti-MET therapy was not allowed The trial aims for an ORR based on Independent review in the range of 40-50% with a lower limit
© Prior Immunotherapy was allowed of the corresponding exact 2-sided 95% confidence interval (according to Clopper-Pearson) to

A3 N = up to 120 exceed an ORR of 20%.

Wolf J; Paik PK ASCO 2019



Capmatinib: summary of results

Best overall response (pretreated cohort 4)

All responses confirmed per RECIST 1.1
Response rates consistent between BIRC and investigator assessment

BIRC Investigator

Best overall response, n (%)

Complete Response 0 1(1.4)

Partial Response 28 (40.6) 28 (40.6)

Stable Disease 25(36.2) 22 (31.9)

Non-CR/non-PD 1(1.4) 2(2.9)

Progressive Disease 6(8.7) 7(10.1)

Not evaluable* 9(13.0) 9(13.0)
Overall response rate (ORR) %, (95% Cl) 40.6 (28.9, 53.1) 42,0 (30.2, 54.5)
Disease control rate (DCR) %, (95% Cl) 78.3 (66.7, 87.3) 76.8 (65.1, 86.1)

mDoR: 9.7 months

Best overall response (treatment naive cohort 5b)

All responses confirmed per RECIST 1.1
Response rates consistent between BIRC and investigator assessment

Cohort 5b (1L)
N=28

BIRC Investigator
Best overall response, n (%)
Complete Response 1(3.6) 0
Partial Response (64.3) 17 (60.7)
Stable Disease (28.6) 10 (35.7)
Progressive Disease 1(3.6) 1(3.6)
| Overall EE- nse rate (ORR) %, (95% Cl) 67.9 (47.6, 84.1) 60.7 (40.6, 78.5)
Disease control rate (DCR) %, (95% Cl) 96.4 (81.7,99.9) 96.4 (81.7, 99.9)

mDoR: 11.1 months

=
oM
e
~
e
<
E
o

Progression-free survival per BIRC
Median PFS was 5.42 months in Cohort 4 (2/3L) and 9.69 months in Cohort 5b (1L)

a0

w Censoting times
- n/N=~ 5565

Kaplan-Meler median [95% Q1] (months): 5,42 [4.17, 6.97]
Event-froe rate at 12 months (95% C1): 25.3% (15.9, 36.9)

il o rak

D 152 34 58 7
NOCIPINAC oo of 7 45 @ 3 27 M M M 2 6 1512 B &

R EEEE R R E EEE E EE EE EE R EEE

Ti
T' p 9 G DS S0 GO0 G IR0 GO 16 GF) 55 S (I S Y

2 N L w Censodirg times
- WN= L1728
s Kaplan-Meier median [95% CI] (months): 8.69 [5.52, 13.86]
s Event-free rate at 12 months (95% €1): 49.7% {29.3, 67.1)
& 9 on-
§ -
=3
gam 1
g2 -
4 —
R EEEEE EE E R E E E E E E E E E E E E T E EEEEEE
N of petients Time (months)
wtfl ot 1k 2 BDpDDpMNMOB» T LU LB 3> - I | 1 1 ] 1 ) 1 ? L] c T LU LU - LU L

* 54% (n=7/13) had intracranial response":
o 4 patients had complete reselution of all brain lesions

o The other 3 responding patients had:

» complete resolution in 3 lesions, -50% reduction in 1 lesion,
stabilization in remaining 4 lesions (total of 7 lesions)

» Complete resolution in 2 lesions, stabilization in 1 remaining
lesion (total of 3 lesions)

» Compiete resolution in 1 lesion, stabilzation in 3 remaining
lesions (total of 4 lesions)

Wolf J, ASCO 2019



Capmatinib: summary of results

* Deep responses and DOR were observed independently of type of MET mutation (SNV, Indel) leading to METAex14
or co-occurrence of MET amplification.

* MET mutations could be detected by both RT-PCR and NGS

Best % change from baseline (%)

-mo

o High concordance (99%) between NGS and RT-PCR' in detection of METAex14 in tumor tissue

Cohort 4 (2/3L)

o

(3

M)

AR ER N
42"- I Binn il 1 11

S L W

*Patient nad non@anonca METASNIS Que 10 Internal rearangement and no known SNV of indel variant

Best % change from baseline (%)

-100

35%
AMP_NGS  20%
AMP_FISH 35%

I L

Alterations in tissue by
NGS and FISH

SNV
Indel

AMP_NGS
FISH 6-10
FISH > 10

mﬂ;lll-- [ 1L ]] - SNV

AMP _NGS
AMP_FISH

mDoR: 14.3 months

Safety summary
Favorable and manageable safety profile

All grades || Grade 3/4

| Any 282 (84.4) ([ 115(35.6}

' Peripheral edema 139(41.6) | 25(7.5) |
| Nausea® 111(33.2) 6(1.8)
Increased blood creatinine’ 65 (19.5) 0

' Vomiting” 63 {18.9) 6(1.8)
Fatigua 46(13.8) | 10(3.0)

| Decreased appetita’ 42 [12.6) 3({0.9)
Diarrhea 38(114) | 103)

Safety determlned in the largest dataset of MET
dvsregulated NSCLC patients (N=334),

Median treatment exposure time: 14.9 weeks

Capmatinib was well tolerated with few Grade 3/4 events
[only 15 patients (4.5%) had Grade 4 events]

Dose adjustment due to treatment related AE: 73 {21.9%)

Discontinuation due to treatment related AE: 37 (11.1%)

o Most frequent (2 1%): peripheral edema (n=6, 1.8%),
pneumonitis (n=5, 1.5%) and fatigue {n=5, 1.5%)

Serious treatment related AEs: 43 (12.9%)

Wolf J, ASCO 2019



Kaglan-Merer Estimate

Tepotinib: summary of results

Efficacy: ORR by line of therapy (IRC/Investigator) Efficacy: Tumor shrinkage by line of therapy

Consistent ORR across treatment lines Consistent tumor shrinkage across treatment lines
First line Second line 2Third line
Tissue biopsy (T+) , e . :
one g Evidence of tumor shrinkage in 92% of patients by both IRC and Investigator read Evidence of tumor shrinkage
Tepotinib 500 mg QD \ IRC | Investigator in 275% of patients

. (n=51)  (n=51) by » |
First line ORR,* n/N (%) 10/17 (58.8) | 12/17 (70.6) 8/18(44.4) = 9/18(50.0) @ ‘é E zz _SLEE )
[95% C1) [32.9, B1.6] | [440,83.7] 121.5,69.2) | [260,74.0] € ¢ § a
S &0
ORR,* n/N (%) 8/15 (53.3) 7/14 (50.0) 9/18 (50.0) 11/18 (61.1) R
Second line (5% 1) [26.6, 78.7] [26.0, 74.0) i 357,827 <
ORR,* n/N (%) 6/16 6/15 (40.0) 8/15 (53.3) P
i (5% Ci) 15.2, (16.3,62.7) 26:6,78.7) SEITS
7 ® T
ORR,* n/N (%) | 14/31(45 : 15/33 (45.5)  19/33 (57.6) 28Il
i [95% ci] 273,680 | [263,65.7] [28.1,636] | [392,745] gl
2Second line ! t ER43 ;
mDOR, months 12.4 j ne 124 t 17.1 Best overall response
[95% €1} [5.6, ne] | [17.1, ne] [3.7, ne] i [5.7, ne] McrR PR SO EPD [INE
Tepotinib 500 mg QD * No grade 4 or grade 5 treatment-
N=87 related AEs
Liquid biopsy (L+) (n=57) Tissue biopsy (T+) (n=58) { )
PFS by IRC PFS by IRC AnyGrade  Grade3 * Other relevant treatment-related AEs
i Megian PFS (95% C) _ o “LL B LT T — Any treatment-related AE, n (%) 71(81.6) (any grade) include:
ua = - T 3 os . o e Treatment-related AEs reported in 25% patients, n (%) « lipase increased (4.6%)
4 _ 5 (6.7, ne) 9.5 (5.3, 21.1) 2 0 10.8 (6.9, ne) 12,2 (6.3, ne) . fati 3.4%
b 22 everxs 24 events 1 o 23 events 22 events Peripheral edema 42 (48.3) 7 (8.0) atigue (3.4%)
0.3 g 05 Nausea 20(23.0) 0 * vomiting (3.4%)
0.4 0.4 Diarrhea 18(20.7) 1(1.1)
- - PR
2 3 :J’ Blood creatinine Increased 11(12.6) 0 geatr’?m rt?latgd :Es l?d ':o'permane4n.t (y
o i — Acthenls 8(9.2) 1(1.1) iscontinuation in 4 patients: .5%
(X — , : . 0.0 ; — Amylase increase 7(8.0) 2(2.3) * two patients due to peripheral edema
9 3 & 9 u?m 'I:‘a“h"la 2 14 7 i 0 3 & ¥ |z‘" :m:m:a n 214 u o ALT increased 6(6.9) 2(23) * one patient due to interstitial lung
Number of patierts at risk MNumber of patients at risk A‘ST Increased 5 (5'7) 1 (1'1) disease
7 1 M 12 ? 1 1 ' 1 0 o [T T R 7 S PR < ' 1 1 0 o Hypoalbuminemia 5(5.7) 0 « one patient due to diarrhea and nausea

Data cut-off: February 18, 2019

Paik PK, ASCO 2019



New targets: RET Median

Detection RET TKI PFS Mcdian ()S
method (months)
(months)
a RET fusiol 3
- DC:;C:::":FSB T , Drilonetal 2 26 enrolled  FISH or Cabozantinib 28% 55 9.9
KTNI, HOOKS, PCM1, TRIMz4, TRIM27, | > Do S L. 29025010 25 evalnable  NGS OSN CLiE-49) (BB 38— 5% CL1-NK)
TRIM33, AKAP13, FKBP1S, SPECCIL, ‘ [ — 84)
ACBDS, MYH13, CUX1, KIAA1468,
FRMDAA, AFAP1L2, PPFIBPZ, KIAA1217 | Co-lcd coil - ‘
domain Exon 12 Lee et al, 2 18 enrolled FISH, NGS, Vandetanib 18% 4.5 1.6
TBLIXR1, FGFRIOR, - e— PMITY 9 foton 17 evaluable  RT-PCR
lKMA146a ‘ .:.-
, LisH domain Yoh et al. 2 19 enralled RT-FCR, Vandetanib 53% 4.7 101
oLk EMLs | - PMID 27 Kzt 17 evaluable  FISH s% CTaR-77)  (05% CT 28
WDR domain 835)
prrgez,epHAs | (IR ‘ - . _
 FTSOL, ( .o \ Pldl eti et .|| 2 25 NGS Lenvatinib 16% 73 Not reached
| PRKARIA, SQSTM1.| + n Cmeos (20 (05% C1 146 - ()5%Cl 5.8 -
Ml Alternate dimerization Yisopl 0) 102 NE)
mechanism g
ot il b Ak Gautschi Oet 53 RT-PCR, Cabazantinih (n=21) 37% 23 6.8
al FISH, NGS  Vandetanlb (n=1) 18% {95% €T 1.0- (95% CT 5.9-34.3)
I 984 Sunitinib (n=10) 20% 50
Sorafenib{n=2)
Alectinib (n=2)
b RET nonsynonymous point i Lenvatinth (n=2)
Activation by ligand- Monomeric Nintedanib (3-2)
main i d d d : . ' ‘ - -
gxong e eptu ent dimerization act vl on Pona::}‘l:li({;:z) )
533 Reso ( n=i
Exon 10 €D " Covalent
C600F/G/R/S/Y * & disulfide bonds
CO11F/GIS/YIW in cysleme -rich 2 .
Coraem/s region BLU-667: High kinome
domain
et itk T selectivity for RET=
CH30R/Y E768D
D631Y L790F
CH34F/GIRISIWIY Y791F
Ke66E Exon 14
VE0AM/L
| Y806C
Exon 15
ABBIF
MENZA S891A
FMTC Exon 16
MO18T

Nature Reviews | Clinical Oncology

Drlion A, Nat Rev Oncol 2018
Lovly CM, ASCO 2019




BLU-667: the ARROW study

Part 1:
Dose-Escalation
(N=62; Complete)’

RET-altered advanced
solid tumors

BLU-667: 30-600 mg by
daily oral administration
(QD or BID)

Phase 2 dose

determined
(400 mg QD)

ARROW is registered with

clinicaltrials.gov (NCT03037385)

Part 2:
Expansion Cohorts
(Ongoing)

BLU-667 400 mg QD

Unresectable, advanced solid tumor

RET alteration status by local tumor
testing

No additional driver mutation
ECOG PS 01
Asymptomatic brain metastases allowed

Progressive disease or intolerant to SOC
therapy, or not a candidate

Primary objectives:
Overall response rate (RECIST 1.1)
Safety

-~

-

vandetanib (n=60)

MTC, prior cabozantinib or

MTC, no prior cabozantinib
or vandetanib (n=40)

Other RET fusion+ tumors

(n=40)

Other RET-mutated tumors

(n=20)
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RET-altered, prior selective

RET inhibitor (n=20)

Gainor JF, ASCO 2019



BLU-667

20 4

04

20 4

% a5

80

Maximum % Reduction from Baseline
Sum of Diameters of Target Lesions

80 4

CCDC6 13%

BLU-667 Starting Dose 400mgap  [</F2B 66%6:

Best Response  All (N=48) Prior Platinum (N=35)
ORR (95% Cl) 58% (43-72) 60% (42-76)
CR* 1 1
PR* 27 20 Platinum-naive
gg 128 1_4 m Prior Platinum
DCR (95% Cl) 96% (86-99) 100% (90-100)

e 5/7 (71%) treatment-naive

* All responses are confirmed on two consecutive assessments as per RECIST 1.1, patients had confirmed PR

Regardless of: previous ICl; fusion partner; BM

Maximum % Reduction from Baseline
Sum of Diameters of Target Lesions

Gainor JEXASCO 2019

o Mm_ - I I
-20 4 I I I
w0

80 |

BLU-667 Starting Dose 400 mg QD

40 4

20

mCNS involvement
No CNS involvement

Fusion partners:

RET Fusion+ Advanced NSCLC
400 mg QD Starting Dose (N=120)

Treatment-Emergent = Treatment-Related
(215% overall)

Adverse Events All Grade 23 All Grade 23
Constipation 30% 2% 17% %
Neutropenia= 26% 13% 26% @
AST increased 24% 5% 20% 2%
Fatigue 21% 3% 13% 3%
Hypertension 20% 13% 13%
Anemia 18% 7% 1% 4%
Diarrhea 18% 2% 9% -
Pyrexia 18% - 2% -
Al T infranasd 179 3oL 1304 24

TRAE discontihuatidn: 7%

RET Fusion+ Advanced NSCLC,
BLU-667 starting dose 400 mg QD

Best response
B r0
M so
PR

%ctDNA Reduction
(C2D1 from Baseline)
S
L

3



PROGRESS IN THERAPIES PROGRESS IN DIAGNOSTIC

» More first line options for old (EGFR, ALK) and new (MET, RET) targets > Multigene assessment
» More acquired-resistance targeting agents > ctDNA detection/liquid biopsy

» More treatment chances along the sequence

ctDNA detection as tool for early response assessment and treatment switch ?

Shaw AT, ASCO 2019; Zhou C, ASCO 2019



ctDNA detection as tool for early response assessment
and treatment switch

Osimertinib - EGFR Loriatinib - ALK

FLAURA Ph Il PTMP:?. ;v:lhhh
n

Treatment-naive EGFRm NSCLC )

pafients (N=556) [ I I

Paired BL and C3D1
No paired samplea (n=30) samples (n=121)
Patienta enrolled in
Patients enrofed In x [
osimertinid arm ocmparal:;:GFR-TKl I I
(n=279/556) Frecelined
(n=27T/555) Any altaration No alteration
> delectad (n=2a8) {n=33)

Valid plasma baseline and Valid pplasma baseline I
week 3 and/or week 6 and week 3 andior week 6 | |
sampios samplos
(n=244/279 (n=245/277) Non-ALK alteration ALK fusion andfor 47%

(n=31] mutation {n=57)

|
Deteciable EGFRmM Delectable EGFRm I \/ I

(n=168/244) (n=174/245) ALK tusion’ ALK mutations
{n=47) (n=32)

EGFRm+ detectable in 70%

Shaw AT, ASCO 2019; Zhou C, ASCO 2019



ctDNA detection as tool for early response assessment
and treatment switch

10
09
08 -
07
086 -
“1
T 04
’ 03+
024
:;'lom“
v v v v ' v L) L4 L L v v . ad L2 L
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Time fom randomisaton (months) Time from randominaton (months)
Nurmter of pgterty af ran Navter of patenh o mA
No-detetabe X8 8 1 w m = 0 3 ) b} ? NondemcubielSS M0 M WM W W8 S '3 ) ]
Cetectatie e "4 - o a4 - P 1] ° 2 Dwtectatio »n L5 e » n i ) e 2 P L]
a) Clearance of plasma EGFRm at week 3 b) Clearance of plasma EGFRm at week 6

Detectable EGFRm | Detectatiie EGF R
n=126 ns 70 OF R (eS8

Zhou C, ASCO 2019



ctDNA detection as tool for early response assessment
and treatment switch

dVAF <0 dVAF 20

Mean Tumor Volume
Reduction 26% 12%
mPFS, months 6.6 26

mOS, months 18 8.6

0S by dVAF®

* inpatents with ALK fusion @nd/or mutation, median OS5 was 150 months in thase with
dVAF <) (n=44) and B 6 months in those with dVAF 20 (n=13) [HR 2.0, 95% C1. HRO S-4 0

PFS by dVAF®

& In patients with ALK fusion and/or mutation, medan PFS was 6 6 months in those wim
dVAF <D (n=44) and 2.6 months in those with dVAT 20 (n«13) (HR«2.6, 955 CL: 1.2, 5.8)

e —

o — . -

Shaw AT, ASCO 2019



Number and site of metastases count for ctDNA detection

Initial Diagnosis
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Take home messages

highlights
= EGFR

- Old generation TKIs + antiangiogenic/chemotherapy: first line treatment options,
higher toxicities, different patients population (combination with new generation
EGFR-TKIs might improve safety profile)

- U3-1402 (HER3-targeting Ab) and JNJ372 (EGFR-MET Ab): promising agents with
broad activity against heterogeneous acquired resistance mechanisms

- TAK-788: potent and selective agent for unmet need in EGFRm+ NSCLC subgroup

= MET/RET
- METex14: Capmatinib, Tepotinib: better option as first line treatment
- RET: BLU-667 broad activity against RET fusions, future options for naive RET+ or

EGFRm+/acgRET NSCLC

* The forthcoming dynamic landscape where the possible sequence will drive first and
subsequent choices might be enriched with genomic information on early ctDNA
clearance, prediction of resistant cases and subsequent treatment switch
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