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MET alterations

METex14 alterations in 1,387 NSCLC patient samples

. . . ehe - * NGS-based hybrid-capture genomic profiling
B bstitut
Characterization of 1,387 NSCLCs with MET exon | et e of tumor DNA from 60,495 patients with
. ° . NSCLC, including baiting of all MET exons
14 (METex14) skipping alterations (SA) and L
potential acquired resistance (AR) mechanisms * METex14 ats were present in samples from
é 1,387 (2.3%) of patients with NSCLC
2 500 * 2.3% tissue (n=53,681)
Mark Awad?, Jessica Lee?, Russell Madison?, Anthony Classon?, Jamie Kmak?, * 1.6% CtDNA (n=5,988)
100
Garrett Frampton?, Brian Alexander?, Jeffrey Venstrom?, Alexa B. Schrock? + >500 unique METex14 alts included base
O et PPT+SA  Acceptor Wg:::ﬁﬁ::n Y1003 ~ D1010  Donor substitutions, indels, deletions and complex
!Dana-Farber Cancer Institute, Boston, MA; 2Foundation Medicine, Inc., Cambridge, MA events spanned multiple functional sites
i e i “Iu mi:..‘.m.w resulting in exons 14 skipping, deletion, or
T S I mutation at Y1003

Intron 13 Intron 14

2888 AT won 18 <3028
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PD-L1 expression across METex14 NSCLC TMB distribution across METex14 NSCLC
Median TMB
= PD-L1 TPS igpeia .
= —
50 <1% Negative —— L 7.0 METex14 WT NSCLC — T i— 52,372
840 15‘:);% h?;:] 36 All METex14 mut — BB oo oo oo o ¢ 1,275
[=%
§30 - L 35 Donor +—EEE——oc 00 %00 00 ] 536
220 L 5.6 Acceptor —EEE— 60
10 > 38 PPT —mmmmm—— o 192 by N '
5 2 35 PPT+SA . —mmm—— 176 r
n =15,747 n =352 n =146 n=14 n=49 n=44 n=288 n=11 ” <
METex14  AllMETex14 Donor  Acceptor PPT PPT+SA D1010 Y1003 38 D1010 281 L
WT NSCLC ~ mut NSCLC o Vitos ) 30
* METex14 altered NSCLC is enriched for high (250%) PD-L1 positivity vs WT NSCLC (48% vs 29%, p=5.5E-19) - §< 0.05 o 5 1 15 20 25 30 35 40 45 250

TMB (mut/Mb)
* PD-L1 positivity was relatively similar across METex14 alteration functional site subsets

* For all METex14 NSCLC cases, there was no association of TMB and PD-L1 expression (P=0.76)

* METex14-altered NSCLC had significant lower TMB vs METex14-wild-type NSCLC
* TMB of donor site samples was significantly lower than TMB of acceptor, PPT, and D1010 samples
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Clinical Trial Design

BASKET Cohort
MET-amplified

Key Inclusion Criteria

NSCLC MET-Amplified Cohort ONLY:

* Documented MET-amplification:
Disease ISH ME'T/CEP7 22.2" or NGS/qPCR
Progression >5 copies
or

treatment Survival * Prior MET and/or EGFR-targeting
discont. follow up agents permitted

due to NSCLC MET®°% Cohort ONLY:
other

reasons

Safety and preliminary clinical activity of the MET antibody mixture
SymO015 in advanced non-small cell lung cancer (NSCLC) patients Phase 1

Phase 2a
(n=45)

. o pe . . dose- RP2D
with MET-amplification/exon 14 deletion (META™P/Ex144) scaation| [N

Maintenance: 12mg/kg Q2W

s : s : * Documented METEX14DEL
D.R. Camidge, F. Janku, A. Martinez Bueno, D. Catenacci, J. Lee, S.H. Lee, A. Dowlati, K. Rohrberg, A.
Navarro, Y.W. Moon, M. Awad, R. Heist, T. Poulsen, Arielle Yablonovitch, Lindsay Fosler, H. Rudbaek, NSCLC

* Prior MET and/or EGFR-targeting
Frank Nygaard, D. L. Woods, R.P. Dalal, E. Felip METex14del*

agents permitted

*The protocol amendment #8 required ISH
MET/CEP7 2 3.0.

*Two NSCLC cohorts were added after preliminary data review of patients in basket cohort.
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Sym015-01 Phase 2a data indicate favorable safety profile

> NSCL Treatment Related AE >5% NSCL —
Treatment Emergent AE >10% P:\na:szsz)a \(::zlo()‘ P:\na:sjsz)a \(::‘zloj‘ Tu mor Re 3 p onse: N S C Lc ( n= 2 0 )
il =t Ll 2 ORR DCR DoR (months) mPFS (months)
All 42(933%)  1995.0%) | [An 22 (48.9%) 11 (55.0%) n (%) n (%) median (95% CT) median (95% CT)
Ocdema Peripheral 11(244%)  10(50.0%) | |Ocdema Peripheral 7(15.6%) 7(35.0%) Overall (n=20) 5(25%) 16 (80.0%) 13.8 (3.8-18.4) 5.5(3.8-9.7)
Fatigue 10(222%)  4(20.0%) | |Fatigue 6(13.3%) 1(5.0%) MET TKI Naive (n=10) 5(50%) 10 (100%) 13.8 (3.8-18.4) 7.4 (3.4-21.9)
Nausea 10 (22.2%) 1(20.0%) Aspartate Aminotransferase Increased 4(8.9%) 3(15.0%) METE (n=3 ) 3 (100%) 3 (100%) 6.5(3.8-9.2) 9.2 (7.4-11.0)
Cosupaiion 9(200%  4(200% | |Nausea 4(8.9%) 2(10.0%) MET-Amplification (n=7) 2 (28.6%) 7 (100%) 18.4 (NE) 5.5(3.4-21.9)
Decreased Appetite 9(200%)  3(15.0%) | |Abdominal Pain 3(6.7%) 5 MET TKI pre-treated (a=10) S 6.(50.0%) s 54(1.2-9.7)
Cough $(178%)  6(300%) | |Asthenia 3(6.7%) 2(10.0%) fa e ) - 555:5%) - S %0
Abdominal Pain 7(15.6%) 1(5.0%) | |Decreased Appetite 3(6.7%) 2(10.0%) MEE R lbenion (07) - LL00%%) - S2 D) %
Anaemia 7 (15.6%) 1(5.0%) | |Pruritus 3(6.7%) 1(5.0%) - i Starig b 18 e “"m- — . ‘o
Pyrexia 7056%  30150% | o Grade> 3 related AEs reported in 6* of 45 (13.3%) pts: i o PO e neres . o
Hypoalbuminacmia 6(13.3%)  1(5.0%) " 23;;3'm““z;l{:z")‘:]i‘i“'"““"‘ i % . Pr\l?r MetlTKIOtSrega:ed-ME: x
Aspartate Aminotransferase Increased 5(11.1%) 4 (20.0%) ol H)‘polpho%plrmeuna _% g ‘: é VE —— > ; " i > ; SHOBrOYR.. o -1 months
L2 SRR 2A00%) P\C‘:\P'?:rcﬂ;‘:;;'\:'\\(l< pt) 5; "8 3 2 Wiz I Z Z Z Z % «  mOS not reached for overall NSCLC
Dyspepsia SAL%)  3(15.0%) *  Eenind LRI QRCLCY) '52 - o3 = g 3§ B g Z Z % population and other subgroups
Dyspaoca SALI%)  4(200%) » Dose reductions- 1 patient (NSCLC); dose reduced to 6 mg/kg }i o &= 2= - Z
q2w. - % =« Range of 0S- 0.13, 34.79 months
* No reports of treatment discontinuation due to adverse events } - .0 —0& 8898 a8 D

jonts oxperfenced2 G Data Cut Date: 14Apr2020

Data Cut Date: 14Apr2020
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MET alterations

Capmatinib in patients with high-level GEOMETRY mono-1: An open-label international
28 multicohort phase 2 study
MET-amplified advanced non—small cell Comort 1a.and 5a study destan o N
lung cancer (NSCLC): Results from the . N T

P
EGFR WT (for L858R and no METex14 mutation Key secondary endpoint

phase 2 GEOMETRY mono-1 study e N | e codpoios

Capmatinib Enrollment closed * DCR (BIRC/investigator)

>1 measurable lesion

. X e . e . . i C 400 mg BID * DOR (investigator)
Juergen Wolf,! Tobias R. Overbeck,? Ji-Youn Han,? Maximilian Hochmair,* Filippo de Marinis,> Kadoaki Ohashi,® (RECIST 1;1) : tablet + ORR (investigator)
Egbert F. Smit,” Danielle Power,® Edward B. Garon,® Harry J. M. Groen,° Daniel S. W. Tan,!! Maeve Waldron-Lynch,*? Neurologically stable brain (fasting) Cohort 5a « PFS (BIRC/investigator)
Sylvie Le Mouhaer,!3 Ngozi Nwana,'* Monica Giovannini,!4 Rebecca S. Heist!> metastases allowed MET GCN 2 10; ol Overallisunival

Centrally-determined MET i ¢

ICenter for Integrated Oncology, University Hospital Cologne, Cologne, Germany; 2University Medical Center Géttingen, Géttingen, Germany; *National y_ . AL mijtatlon * Time to response
Cancer Center, Gyeonggi-do, Republic of Korea; “Department of Respiratory and Critical Care Medicine, Vienna North Hospital, Karl Landsteiner Institute status using tissue-based (Treatment-rlalve, 1) (BIRC/investigator)
of Lung Research and Pulmonary Oncology, Vienna, Austria; USA; ° Istituto Europeo di Oncologia IRCCS, Milan, Italy; ®Okayama University Hospital, samples N=15 . Safet
Okayama, Japan; "Netherlands Cancer Institute, Amsterdam, The Netherlands; 8imperial College Healthcare NHS Trust, London, United Kingdom; °David Enroliment closed aleLy o
Geffen School of Medicine at UCLA, Los Angeles, CA, USA; °University of Groningen and University Medical Center Groningen, Groningen, The Q Pharmacokinetics /
Netherlands; 1'National Cancer Centre Singapore, Singapore; 12Novartis Pharma AG, Basel, Switzerland; *Novartis Pharma S.A.S, Rueil-Malmaison, Efficacy endpoints are based on BIRC and investigator assessment per RECIST 1.1.

France; “Novartis Pharmaceuticals Corporation, East Hanover, NJ, USA; SMassachusetts General Hospital, Boston, MA, USA. *Dus twsiow epolment, Cabrt 5 enokment wos stopped oatly

Data cut off for this analysis: Jan 6, 2020; at time of data cut off, 3 patients (4.3%) in Cohort 1a were still receiving treatment, none in Cohort 5a

1L/2L/31, first/second/third line; ALK, anaplastic lymphoma kinase; BID, twice daily; BIRC, Blinded Independent Review Committee; DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative
Oncology Group; EGFR, epidermal growth factor receptor; GCN, gene copy number; METex14, MET exon 14 skipping mutation; NSCLC, non-small cell lung cancer; ORR, overall response rate; PFS, progression-free
survival; PS, performance status; RECIST, Response Evaluation Criteria in Solid Tumors; RT-PCR, reverse transcription polymerase chain reaction; WT, wild-type.
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Best overall response (Cohorts 1a and 5a)

Cohort 1a (2/3L, GCN 2 10) Cohort 5a (1L, GCN 2 10)
Best overall response, n (%) (N=69) (N=15)
BIRC Investigator BIRC Investigator
Complete response (CR) 1(1.4) 1(1.4) 0 0
Partial response (PR) 19 (27.5) 18 (26.1) 6 (40.0) 6 (40.0) o
Stable disease (SD) 28 (40.6) 23 (33.3) 4(26.7) 5(33.3) 3
Non-CR/non-PD 1(1.4) 0 0 0 ot . Y i
Progressive disease (PD) 12 (17.4) 21 (30.4) 4(26.7) 3 (20.0)
Not evaluable* 8(11.6) 6(8.7) 1(6.7) 1(6.7)
ORR," % (95% Cl) 29.0 (18.7-41.2) 27.5 (17.5-39.6) 40.0 (16.3-67.7) 40.0 (16.3-67.7)
DCR,* % (95% Cl) 71.0 (58.8-81.3) 60.9 (48.4-72.4) 66.7 (38.4-88.2) 73.3 (44.9-92.2)

*All other cases (i.e. not qualifying for confirmed CR or PR and without SD after more than 6 weeks or progression within the first 12 weeks).

*ORR: Complete or partial response.

*DCR: Patients who achieved complete response, partial response, stable disease or non-complete response/non-progressive disease.

1L/21/3L, first/second/third-line; BIRC, Blinded Independent Review Committee; CI, confidence interval; DCR, disease control rate; GCN, gene copy number; ORR, overall response rate.
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Progression-free survival assessed by the BIRC overall survival

Median PFS: 4.07 months in pretr ients and 4.17 months in treatment-nai ien . . : " x "
eSS sl et et sans Sl Median OS: 10.61 months in pretreated patients and 9.56 months in treatment-naive patients

Cohort 1a Cohort 5a
(2/3L, GCN > 10) Cohort 1a Cohort 5a
(N=69) (2/3L, GCN > 10) (1L, GCN > 10)
(N=69) (N=15)
BIRC Investigator BIRC Investigator
No. deaths, n (%) 45 (65.2) No. deaths, n (%) 10 (66.7)
10 No. events, n (%) 58 (84.1) 58 (84.1) 10 No. events, n (%) 15 (100) 15 (100)
No. censored, n (%) 24 (34.8) No. censored, n (%) 5(33.3)
Progression 47 (68.1) 52 (75.4) Progression 14 (93.3) 15 (100) - T = - = o
084 08 § KM median (95% Cl), 10.61 ’ KM median (95% Cl), 9.56
] Death 11 (15.9) 6(8.7) g Death 1(6.7) 0 months (6.28-17.22) months (4.80-NE)
< < 08 _— 08
§ 05 No. censored, n (%) 11(15.9) 11(15.9) § o No. censored, n (%) 0 0 s s
3 H £ $
s KM median (95% CI), 4,07 414 i KM median (95% Cl), 417 2.76 5 08 § o5
3 04 months (2.86-4.83) (2.79-5.52) 3 04 months (1.45-6.87) (1.45-6.87) 2 3
K 8 304 3 04
. = g g
024 02 s g
02 02
o) T T T T T T T T T 1 & T T T T T T T T T 1 00 00
o 4 8 b 1 2 u 8 2 36 0 4 8 2 16 2 u 2 2 36 1 4 H 2 16 » u 5 2 3% a0 “ s 0 s 3 2 16 2 u 8 2 3% 0 “
No. of patients still atrisk Tt [moriths) No. of patients still atrisk T (monti) No.of patients st at risk Time (monkte] No.of patients sl at risk Tine fantie)
Time (months) 0 4 8 2 16 20 2% 8 32 Time (months) 0 4 8 1 16 20 2% 28 2 36 Time (months) 0 4 8 2 1 2 w ®m n» ¥ o 4 & Time (months) 0 4 8 2 ® 0 au  »8 0 u
Cohort 1a (2/3L, GCN210) 69 2 12 9 5 4 3 3 3 0 Cohort 5a (1L, GCN210) 15 8 4 % 0 0 0 0 0 0 Cohort 1a (2/3L, GCN210) 69 55 3% 31 2 7 B3 1 5 4 3 2 0 CohortSa(1L, GCN210) 15 pE] 9 7 5 3 1 0 0 0 0 0
1L/2L/3L, first/second/third-line; BIRC, Blinded Independent Review Committee; GCN, gene copy number; PFS, progression-free survival. 1L/2L/3L, first/second/third-line; GCN, gene copy number; NE, not estimated; OS, overall survival.
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HER2 mutations

Trastuzumab Deruxtecan (T-DXd; DS-8201) in
Patients With HER2-Mutated Metastatic
Non-Small Cell Lung Cancer:

Interim Results of DESTINY-Lung01

Egbert F. Smit, Kazuhiko Nakagawa, Misako Nagasaka, Enriqueta Felip, Yasushi Goto,
Bob T. Li, Jose M. Pacheco, Haruyasu Murakami, Fabrice Barlesi, Andreas Saltos,
Maurice Perol, Hibiki Udagawa, Kapil Saxena, Ryota Shiga, Ferdinand Guevara,
Suddhasatta Acharyya, Javad Shahidi, David Planchard, Pasi A. Janne

On behalf of the DESTINY-Lung01 investigators
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) T-DXd is a Novel ADC Designed to Deliver an Optimal
Trastuzumab Deruxtecan (T-DXd; DS-8201) in Antitumor Effect

Patients With HER2-Mutated Metastatic

T-DXd is an ADC with 3 components: Payload mechanism of action:
. . : . . i 1 inhibi
No n-Sma " Ce " Lu ng Ca nce r: * A humanized anti-HER2 IgG1 mAb with the same amino acid sequence as trastuzumab Topgisomerase:| Inhiditar
* A topoisomerase | inhibitor payload, an exatecan derivative High potency of payload

I nteri m Resu |tS Of DEST' NY-LU I‘Ig01 * A tetrapeptide-based cleavable linker

High drug to antibody ratio = 8

Humanized anti-HER2 Deruxtecan’®*
1gG1 mAb**

Egbert F. Smit, Kazuhiko Nakagawa, Misako Nagasaka, Enriqueta Felip, Yasushi Goto, ° 0 18 . " 0
Bob T. Li, Jose M. Pacheco, Haruyasu Murakami, Fabrice Barlesi, Andreas Saltos, NN \)LE:’Y“)}ﬁ’Y"V“‘/"' H L .
b [} 0 H 0 \:’ / 0 Stable linker-payload
. H ) S ~ 0

Payload with short systemic half-life

Maurice Perol, Hibiki Udagawa, Kapil Saxena, Ryota Shiga, Ferdinand Guevara, d

Suddhasatta Acharyya, Javad Shahidi, David Planchard, Pasi A. Janne S T T ———

Topoisomerase | Inhibitor Payload
(Dxd) Membrane-permeable payload

On behalf of the DESTINY-LungO01 investigators

The dlinical relevance of these features is under investigation.
ADC, antibody-drug conjugate.
1. Nakada T, et al. Chem Pharm Bull (Tokyo). 2019;67(3):173-185, 2, Ogitani Y, et al. Clin Cancer Res. 2016;22{20):5097-5108. 3. Trail PA, et al. Pharmacol Ther, 2018;181:126-142. 4, Ogitani Y, et al. Cancer Sci. 2016;107(7}:103%-1046,
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. - DESTINY-Lung01 HER2-Mutated NSCLC -
DESTINY-Lung01 Study Design Baseline Characteristics
An open-label, multicenter, phase 2 study (NCT03505710)
Patients (N = 42)
+  Unresectable/metastatic Cohort 1 (n =42) Age, median (range), years 63.0 (34-83)
nonsquamous NSCLC » HER2 expressing (IHC 3+ or IHC 2+) <65 years, % 59.5
* Relapsed/refractory to standard Female, % 64.3
treatment » Cohort 2 (n =42) Region, %
. o’
. HEBZ-gxpressmg or HER2- HER2 mutated Asia / North America / Europe 35.7/31.0/33.3
activating mutation® T-DXd 6.4 mg/kg q3w ECOG performance status 0/ 1, % 23.8/76.2
* No prior HER2-targeted therapy, HER2 mutation, % -
'’ :~ ’

except pan-HER TKls

Kinase domain 90.5

Extracellular domain 4.8
Primary endpoint Data cutoff: November 25, 2019 Not reported 4.8
* Confirmed ORR by independent central review * 45.2% of patients (19/42) in Cohort 2 remained on Presence of CNS metastases, % 45.2

treatment

* 54.8% discontinued, primarily for progressive
disease and adverse events (21.4% each)

® Based on local assessment of archival tissue.
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DESTINY-Lung01 HER2-Mutated NSCLC ‘“’" "-'..‘
i e 'I s DESTINY-Lung01 HER2-Mutated NSCLC %
Efficacy Results Progression-Free and Overall Survival
Patients (N =42)
Progression-Free Survival (N = 42)° Overall Survival (N = 42)
- 61.9% (l'l = 25) Median: 14.0 months (95% cI, 6.4-14.0) ian:
Confirmed ORR by ICR ] Median: Not reached (95% c1, 11.8-Ng)
y (95% Cl, 45.6%-76.4%) - .
CR 2.4% (n=1) _
£ w > ®
PR 59.5% (n = 25) H :
D 28.6% (n = 12) i £ =
PD 4.8% (n=2) e e ko
Not evaluable 4.8% (n = 2) E« 5
a ® 20
Disease control rate 90.5% (95% CI, 77.4%-97.3%)
- s o 0
Duration of response, median Not reached (95% Cl, 5.3 months-NE) S S T TR T T G T S T T TR T R S S S K Y T
Months Months
PFS, median 14.0 mo (95% Cl, 6.4-14.0 months) NORMK o e s 3 34 20 25 1 o2 s 3 03 2 1 0 Nodtk 4 2 @ o 3 o3 :m o0 o2 1 9 7 5 4 2 0

“Patients were censored if they discontinued treatment; the median is estimated by Kaplan-Meier analysis.
Median follow-up, 8.0 months (range, 1.4-14.2 months). Dashed lines indicate upper and lower 95% CI.
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DESTINY-Lung01 HER2-Mutated NSCLC

Treatment-Emergent Adverse Events in >15% of Patients

Nausea

Alopecia

Anemia

Decreased appetite
Neutrophil count decreased®

Vomiting

Lung infection
Pyrexia
0 10 20

? 2 patients had febrile neutropenia; grade 23 neutrophil count decreased, 26.2%.

%gzoASCO

PRESENTED AT

AL MEETING

Diarrhea

Weight decreased
Constipation

Fatigue

WBC count decreased
AST increased
Malaise

Patients (N = 42)
Grade 1 or2
Grade 23

50 60 70 80 90 100
Patients (%)
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DESTINY-Lung01 HER2-Mutated NSCLC
AEs of Special Interest: Interstitial Lung Disease (ILD)

All Patients (N = 42)

Grade Any Grade/
n (%) 1 Grade 2 Grade 3 Grade 4 Grade 5 Total
Interstitial lung disease 0@ 5(11.9) 0 0 0 5(11.9)

Median time to onset of investigator-reported ILD was at 86 days (range, 41-255 days)

4 patients had drug withdrawn and 1 had drug interrupted
All patients received steroid treatment

2 patients recovered, 1 recovered with sequelae, 1 was recovering, and 1 had not recovered by data-cutoff

No grade 5 ILD was observed in this cohort

Drug-related; ILD was
*1 case of potential grade 1 ILD was pending djudication.

ILD Adjudication Committee based on 44 preferred terms.




