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Consultant MSD, BMS, Astra-Zeneca, Eli-Lilly, BIOCAD, Amphera, Roche

Stock owner Amphera

| am a strong advocate of centralisation of rare lungcancer treatment
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Driver Oncogene Alterations According to Smoking Habit

USA
TCGA

Never-smoker

None
43.9%

Bl ALK fusion 6.3%
Bl RET fusion 3.1%
] ROST fusion 6.3%
Bl MET ex14 15.6%

Smoker

B HERZ? 0.5%

Bl ALK fusion 0.5%
Bl RET fusion 0.5%
[1 ROS1 fusion 1.1%
M VMETex142.1%

(Reviewed in Saito et al, Cancer Sci, 2016)

IASLC ((( )) 2020 World Conference
-aeflli— | \\ % “// | on Lung Cancer Singapore

JANUARY 28-31, 2021 | WORLDWIDE VIRTUAL EVENT

Presented by Kohno, wclc2020
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Non-squamous NSCLC: driver-mutation directed therapies

EMA approval

= EGFRmut
ALKfus
ROS1fus

= BRAFmut
/ s NTRK1-3fus

> approved personalized treatment options: ca. 20%
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Non-squamous NSCLC: driver-mutation directed therapies

EMA approval + US approval

EMA approval + off-label use + clinical trial

m EGFRmut
» EGFRmut ALKfus
ALKfus ROS1fus

= NTRK1-3fus

/ RETfus

-- ,_‘= = METex14

* = METhl-amp
\ = EGFRex20

m HER2ex20

= NRG1

= KRAS

= BRAFmut
/ s NTRK1-3fus

Personalized treatment options for > 50% of all patients

Era_smusMc
EEEEEEEEENEEEEEEEEEEEEEEEEEEEEEEEEEEEEENEEENEEEEEEENEEEEEENEEEEEEEEEEEEEEEEEEEEEEEEEERN -



= EGFRmut
ALKfus
ROS1fus

= > EGFR mutant therapy

TU=
= Progression-free survival
09 — - . =
08 - Osimertinib 19 mo
08
Erl/Gef 10 mo
_ o7
§ 06 £ o6
z
g 05 3
é 04 - g 0.4
3 i .
- Overall survival
- Osimertinib 39 mo -
| Erl/Gef 32 mo
i = Comparator EGFR-TKI
i 0 ; é 5 1l2 1]5 1'8 211 ZIl 2’7 3ID 3'3 3I6 3'9 412 4'5 4]8 Sl1 3 0.0 ! ! I 1 T T T T 1
0 3 6 9 12 15 18 21 24 27

Time from randomisation (months) Time from randomisation ( hs)

Soria NEJM 2018, Ramalingam NEJM 2019
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Sequencing therapy

Q NO 2nd line treatment (35%)

Symptomatic CNS progression 3x higher
Osimertinib mPFS 9 mo

Q NO EGFR T790M (40%)

Diagnosis Progression=- Chemo
Clinical Trial

Erlotinib/Afatinib/Gefitinib/

Dacomitinib mPFS 8-16 mo

Osimertinib mPFS 19 mo

Always give your best treatments first. Not everyone gets second line treatment
No approved targeted agents after osimertinib, but that’s the case either way
Osimertinib with better CNS efficacy

2021 Targeted Therapies

of Lung Cancer Meeting

FEBRUARY 17 - 21, 2021 | WORLDWIDE VIRTUAL EVENT
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EGFR mutant therapy developments

firstline therapy

RELAY: Study Design'-?

Key inclusion criteria
+Stage IV NSCLC Presented By

3 5 R .
* EGFR mutation-positive -
(Ex19del or Ex 21 L858R) A Bamuciiumabibima/kg G2Xy Kazuhiko Nakagawa
N + -
+ECOG PS 0-1 Treatment until
D Erlotinib 150 mg/day Pri 4 volnt:
Phase 32 (o) progression or ALY QG POt
Key exclusion criteria N=449 M Progression-Free
+Known EGFR T790M : unacceptable Survival
mutation 7 toxicity
«Prior treatment with EGFR E
TKI or chemotherapy 11

*Brain metastases

Stratification factors
¢+ EGFR status (exon 19 deletion vs. exon 21 L858R) + Region (East Asia vs. other)
¢ Sex ¢+ EGFR testing method (therascreen®/cobas® vs. other)

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

1. Garon EB et al. ClinLung Cancer 2017; 2. Reck M et al. Clin Lung Cancer 2018
Clinicaltrials.gov NCT02411448 EEEEEEER

EEEEE
| #ASCO19
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Prof. Kazuhiko Nakagawa, MD, PhD
Kindai University Faculty of Medicine, Osaka, Japan




A new treatment option:;
combinaton  of VEGF and EGFR

Ramucirumab

[VEGFR2 l w _ o _

antipady} Ramucirumab and erlotinib respectively target the
VEGF and EGFR signaling pathways, which are
— VFGFR? known to play a critical role in tumor growth,
metastasis, and angiogenesis’-

EGFR mut

Tumor cell surface

LGFR-TKI L—-‘
Mepresents an aorn 19 o exon 21 mutation M

RaASAAF PlZE/mTOR
pathway pathway

¥ X

Tumorigenesis  Angiogenesis

& | el Femaibon
L —
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3. MNaumpw GM et al. Cin Cancer Res 2009;15 348404 6. Gos HL & Mercurio AM. Naf Rey Cancer 2013;13:871-42 - -



RELAY Primary Endpoint: PFS (Investigator-Assessed)

1.0 1
RAM+ERL PBO+ERL

22 n=224 n=225

0.8 | Events 122 158
0.7 ; Median, mo 19.4 124
1 yr PES rates:
06 1 71.9% vs. 50 7% (95% CI) (15.4-21.6) (11.0-13.5)

05 | * HR (95% CI) 0.591 (0.461, 0.760)

04 | L P-value <0.0001

PFS Probability

0.3 |

0.2 |

0.1

0.0 T T T T T T T
0 12 15 18 21 24 27 30

Patients at Risk: Time from Randomization (Months)

— RAM+ERL 224 196 170 154 133 103 69 49 32 20 10
= N RBOFERIN205 196 167 136 99 72 52 37 27 15 4 <

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

2019 ASCO  #Ascot9
PRESENTED AT: . PRESENTED BY: Prof. Kazuhiko Nakagawa, MD; Kindai University Faculty of Medicine, Osaka, Japan

ides are the property of the author,
e e

ANNUAL MEETING permission re quired for reuse.
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RELAY: Subgroup Analyses of PFS

Category Subgroup RAM + ERL PBO +ERL Hazard Ratio
\ Events N Events

HR (95% CI)

0.640 (0.505, 0.812)
0.505 (0.342, 0.747)
0.731 (0.541, 0.988
0.534 (0.382, 0.745
0.771 (0.547, 1.088

Overall 224 122 225 158

Gender Male 83 43 83 64
Female 141 79 142 94

Age <65 102 57 114 92
=65 122 65 111 66

Other 58 28 56 34
ECOG PS at Baseline 0] 116 51 19 77
1 108 71 106 81 0.671 (0.487, 0.925
Smoking History Ever 64 32 73 55 0.579 (0.373, 0.899
Never 134 74 139 91 = 0.694 (0.510, 0.946
Unknown 26 16 13 12 J: 0.237 (0.099, 0.565
Disease Stage at Diagnosis Stage IV 189 F—— 0.622 (0.483, 0.801
—

)
( )
( )
( )
0.605 (0.362, 1.010)
0.584 (0.409, 0.833)
( )

( )

( )

)

)

=
S
B
]
—= ]
Geographical Region East Asia 166 94 170 —— 0.636 (0.485, 0.833
b—— ]
P
|
e

Other 29 1 34 2 I 0.735 (0.351, 1.540)
Liver Metastases at Baseline Yes 21 12 24 17

1 0.480 (0.226, 1.020)
No 0.652 (0.508, 0.838)
EGFR Mutation Exon 19 deletion 64 84 = 0.651 (0.469, 0.903)
Exon 21 mutation 58 74 H—1 0.618 (0.437, 0.874)
EGFR Testing Method therascreen®/cobas® 46 74 — 0.397 (0.271, 0.581)

Other 76 84 . mEE 0.873 (0.639, 1.192)

T T T

T
0.2 04 06 08

1 LT

T
12 1.6

<--Favors RAM+ERL Favors PBO+ERL--->

oresenten o, 2019 ASCO #ASCO19 SR Prof. Kazuhiko Nakagawa, MD, PhD
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RELAY: EGFR T790M Rates Post-Progression

¢ Assessed in liquid biopsies by Guardant360 NGS at baseline and
30-Day follow up

¢ No T790M detected at baseline B RAM+ERL

B PBO+ERL

¢ Rates shown for patients (n=119) with progression and EGFR
activating mutation (Ex19del or L858R) detected at 30-Day
follow-up

¢ Sensitivity analyses (e.g. not requiring EGFR activating mutation
at 30-Day follow-up) also found no difference between arms _
following progression 30-Day FU Post-progression

RAM+ ERL PBO+ERL

T790M (+)/patients with results 19/44 35/75

43 47
(30, 58) (36, 58)

P-value 0.849

NGS = Next Generation Sequencing T790M rates (95% Cl)

oresenten ar. 2019 ASCO #ASCO19 ST Prof. Kazuhiko Nakagawa, MD, PhD

ANNUBLMEETING: i e o s 2ot Kindai University Faculty of Medicine, Osaka, Japan
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NO PRIOR EGFR TKI
_o%

Mechanisms of resistance

Schoenfeld CCR 2019

presentep at: 2019 ASCO ﬁiﬁifﬁl,?ww it PRESENTED BY: PTOf' }.(aZL{hiko.Nakagawa, MD; PhD 13
ANNUAL MEETING permission required for reuse, Kindai University Faculty of Medicine, Osaka, Japan
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RELAY: Adverse Events of Special Interest

RAM+ERL PBO+ERL
N=221 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]
Gl Hemorrhage Events? 23 (10) 1(<1)
Pulmonary Hemorrhage Events 15 (7) 1(<1)
Hypertension 100 (45) 12:45)
Proteinuria® 76 (34) 0
Liver Failure/Liver Injury 140 (63) 28(12)
Increased ALT 94 (43) 17 (8)
Increased blood bilirubin 68 (31)
Infusion-related reactions
Other TEAE of interest:
ILD events® 4 (2) 1(<1)

aThe 2 most common Gl hemorrhage events were anal hemorrhage (3% vs. <1%) and hemorrhoidal hemorrhage (2% vs. 2%)
bNo events of nephrotic syndrome; ¢ILD events included pneumonitis

*Grade 3 only ILD, Interstitial Lung Disease

DTN | : ' | ASCO #ASCO19 T Prof. Kazuhiko Nakagawa, MD, PhD

Slides are the property of the author,

ANNUAL MEETING permission required for reuse. Kindai University Faculty of Medicine, Osaka, Japan
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RELAY: CONCLUSIONS

¢ Ramucirumab + Erlotinib significantly improved PFS
« HR 0.591 (0.461, 0.760)
* mPFS of 19.4 mo vs 12.4 mo for Placebo + Erlotinib

¢ Consistent clinical benefit in pre-specified subgroups, secondary and exploratory analyses
(DOR, PFS2)

¢ Safety consistent with established profiles for Ramucirumab and Erlotinib in EGFR-mutated
metastatic NSCLC

¢ EGFR T790M rates at progression similar between treatment groups

¢ RELAY regimen is a new treatment option for initial treatment of EGFR-mutated metastatic NSCLC*

*When regulatory approved

presenteo a: 2019 ASCO gfs,c,(hﬂ ’ S PRESENTED BY: P.rof. *_<azu.h|ko.Nakagawa, MD, PhD
ANNUAL MEETING  permission require for reuser - " Kindai University Faculty of Medicine, Osaka, Japan
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RELAY: PFS by EGFR Mutation Type

1.0 1.0
0.9 0.9

08 Ex19del 08 Ex21.L858R
07 07
06 06

0.5 0.5
04 0.4
0.3 0.3

0.2 0.2

— RAM+ERL
011 — peoseRL i
0.0 : : - - - . : . ; 0.0

0 3 6 9 12 15 18 21 24 27 0 3 6 12 15 18 21 24 27 30
Patients at Risk: Time from Randomization (Months) Patients at Risk: Time from Randomization (Months)

123 108 96 87 72 54 38 25 17 1 99 87 73 60 49 31 24 15 )
120 110 94 78 58 43 32 22 15 10 105 86 73 41 29 20 15 12 S

PFS Probability
PFS Probability

RAM+ERL PBO+ERL RAM+ERL PBO+ERL
Ex19del (n=123) (n=120) Ex21.L858R (n=99) (n=105)
Events 64 84 Events 58 74
Median, mo 19.6 12.5 Median, mo 19.4 11.2
(95% CI) (15.1-22.2) (11.1-15.3) (95% ClI) (14.1-21.9) (9.6-13.8)

HR (95% ClI) 0.651 (0.469, 0.903) HR (95% ClI) 0.618 (0.437, 0.874)

presentep ar: 2019 ASCO zﬁisgl,?w, —— PRESENTED BY: P.rof. }.(azu.hiko.Nakagawa, L, PhD
ANNUAL MEETING perilion vequiEed for smise s Kindai University Faculty of Medicine, Osaka, Japan
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Exon 21 point mutation

In patients with exon 21 mutations, median PFS has yet to exceed 14 4 months with currently available single agent EGFR-TKIs*#

FLAURA — Exon 19 Deletion? LUX-Lung 3 — Exon 19 Deletion® EURTALC — Exon 19 Deletion®

77 - HR=0.43 (55% CI:0.32, 0.56); P=0.004 77 HR=0.26 [95% CI: 0.17, 0.42); P=0.0001 2710 HR=0.30 (25% CI 0.13, Dus0); P<0.0001
£ 2 20 w200 A
'E' 18 - "E' 18 - +=18.0
= 18 - = 16 A 18.0 -
114 | 141 %m: ]
= 12 = 12 =12.0 -
= 10 - 2 10 - 8100 -
T s D 8 T 80
= 6 = 6- = 6.0 -
@ 4 o 4 @ 40 -

2 4 2 w 204
“ 9 : : & . : : O op : :

Oslmertinik Standard EGFR-TEI] Afatinlb Pemetrenad £ (= Lalig] 4] Clsplatin'carbopiatin +
in=175) {n=174} in=112) cispilatin (=57 docataxeHgemaitabine
195% CI216.5, 24.3) (55% CL 9.7, 12.6) [N=5T) 195% CL 6.8, 16.4) (=58
{95% CI: 4.1, 5.6)

—_ FLAURA — Exon 21 Mutation [LB5ER)? —  LUX-Lung 3 — Exon 21 Mutation [LB5&R)5 — EURTAC — Exon 21 Mutation [LB5ER)®
_E HRE=0.51 {%5% CI: 0.36, 0.71); P=0.001 _E HR=0.73 {35% CL 043, 1.19]; P=HNS E HR=0.55 (25% CL 0.29, 1.02]; P=N3
= 16 - = 148 - = 16 -

14 14 4 14 4
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{95% C1:4.9, 5.5)
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The near future of patient selection

AACR Abstract CN 9806; June 2020 Virtual Meeting Presentation

RELAY, ramucirumab plus erlotinib (RAM+ERL) versus
placebo plus erlotinib (PBO+ERL) in previously
untreated EGFR mutation-positive metastatic NSCLC:
Next generation sequencing (NGS) results

Edward B. Garon!, Martin Reck?, Kazuto Nishio3, Jonathon Heymach?*, Makoto Nishio?, Silvia
Novello®, Luis Paz-Ares’, Sanjay Popat®, Santiago Ponce Aix? Sameera Wijayawardanalf,
Rebecca R. Hozak!?, Carla Visseren-Grull9, Kazuhiko Nakagawall

1 David Geffen School of Medicine at University of California Los Angeles/TRIO-US Network; Los Angeles, CA, USA; 2 LungenClinic, Airway
Research Center North (ARCN), German Center for Lung Research (DZL), Grosshansdorf, Germany; 3 Department of Medical Oncology, Kindai
University, Osaka, Japan; 4 Departments of Thoracic/Head & Neck Medical Oncology and Cancer Biology, University of Texas, MD Anderson
Cancer Center, Houston, TX, USA; 5 Department of Thoracic Medical Oncology The Cancer Institute Hospital, Japanese Foundation for Cancer
Research, Tokyo, Japan; 6 University of Torino, Torino, Italy; 7 Medical Oncology Department, Hospital Universitario Doce de Octubre, Madrid,
Spain; 8 Royal Marsden NHS Trust, London, United Kingdom; 9 Hospital Universitario 12 de Octubre, Madrid, Spain; 10 Eli Lilly and Company,
Indianapolis, IN, USA; 11 Department of Medical Oncology, Kindai University Faculty of Medicine, Osaka, Japan
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RELAY concurrent baseline gene alterations

¢ TP53, EGFR (other than ex19del and ex21.L858R), and PIK3CA were the genes most
frequently altered concurrently at baseline with EGFR ex19del and ex21.L858R

e [ —
o HJ w w IHIIIHI'IIIII LICHE TR TN T Firs M (o0
P A 1 I | :::-- F1 Kl
e ! RIENE | _
'I_‘:E ||I | I 11 11 IlI I 1l III | | ='~r':' e
" | | I | I I e
Genes are shown for which at least 5% of patients had baseline alterations
Patient data are represented in columns, and are ordered left to right starting with those with the largest number of baseline alterations detectad
1
= - - — ! Falwnd Gsaup Madai  ER (W L
No (prognostic Potential negative P ‘n‘q‘ S w w
or predictive) impact on PFS* | prognostic marker of PFS* T_'“\ e
i SN
APC, NF1 TP53 (p<0.0001) Vb
PIK3CA (p=0.017) : L T
EGFR Other (p=0.04) © TPs3 =
*Analyzed relationships with outcomes for those genes with baseline alterations -
detected in at least 12 patients per arm Yo o)
EE EEEEEE EE EEEE EEEE EEEE EEEE EEEEEEEEEEENE EEENE EEEEEEEE EEEEEEEEEEEEEEEEEEEEEEEEEEEEER e Mc
EEEEEEEEEEEFEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEEETSR ////‘If//‘//:o/,/&ﬂ/\i)



EGFR exon 20, EGFR en HERZ2

Various targeted agents are available in expert centres

rrrrrr



HER2 mutation

3% of NSCLC, more frequent in non-smokers

Her2 mutation is not amplification / overexpression so no IHC
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HER2 TKils

 Afatinib « Dacomitinib

« Retrospective analysis, n=23 Prospective study
+ RR23% - 26 HERZ2 mutant, RR 12%
« Median treatment ~ 3m « 4 HER2 amplified, RR 0%
m = B
’ Lai, Eur J Cancer 2019 Kris, Ann Oncol 2015
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HER2: Poziotinib

« ZENITH20
«  HERZ2 mutant cohort at 16mg daily
« Confirmed RR 27.8%, mPFS 5.5m, mDOR 5.1m
« Grade 3 rash in 29%, grade 3 diarrhea in 26%, mucosal inflamm 10%
« Alternate dosing being explored now

2L EGFR Exon 20 | 2L HER2 Exon 20
(N=115) (N=90)

30 HER2 Exon 20 (COhort 2) 14.8% (17) 27.8% (25)

E " S B [8.9, 22.6%] [18.9, 38.2%)]
t el TITTITITIT 1 TN Unconfirmed ORR (n), 19.1% (22) 31.1% (28)
a0 | [95% CI] [12.4, 27.5%] [21.8, 41.7%]
£ a0 |
= _— o DCR (n), 68.7% (?9) 70.0% (63)
E = [95% CI] [59.4, 77.0%)] [59.4, 79.2%]
f%h i DoR, median (months), 7.4 5.1
2 o msowminmon [95% CI] [3.7,9.7] [4.2, 5.5]
2 o0 p:igﬂi.:m PFS, median (months), 4.2 5.5

100 | = ol - [95% CI] [3.7, 6.6] [3.9, 5.8]

Cornelisson, WCLC 2020
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HER2: Trastuzumab Deruxtecan (T-DXd)

 Antibody-drug conjugate
Prospective, phase || DESTINY-LungO1 trial
« HER2 mutant, RR 61.9%, DCR 90.5%

resectable/metastatic Cohort 1 (n = 42)
nonsguamous NSCLC HER2 expressing (IHC 3+ or IHC 2+)
= * Relapsed/refractory to standard
1o n= 393 treatment » Cohort 2 (n = 42)
80 - + HER2-expressing or HER2- HER2 mutated
activating mutation® T-DXd 6.4 mg/kg g3w
© i rior HER2-targeted the
g tpan-
@ 9 40-
i3
E g 201
Ls
(] -
U o 0
¥ o
m E -20-
£ 3
9 a
R e -40
g
P 60 -
-804
=100 4

Smit, WCLC 2020
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HER2: Trastuzumab Deruxtecan (T-DXd)

* Antibody-drug conjugate
« Median PFS 14.0m, median DOR not yet reached
« G3+ drug-related TEAE in 52.4%, pneumonitis noted in 11.9%

Progression-Free Survival (N = 42)2

Overall Survival (N = 42) Mausea
Median: 14.0 months (35% c, 6.4-14.0) Median: Not reached (95% cI, 11.8-NE) Alopecia
Anemia
10 1001 Dacreasad appatite
_ MNeutrophil count decreased”
£ g r o Vomiting
E = .
% E o D:arrheda
£ EIg! ecrease!
Ié ® - % “ Constipation r:'at'-e“tS (N =42)
4 ) ',_ _________________ g ] Fatigue Grade 1 or 2
% = = = “i WBC count decreased Grade 23
£ E i AST increased
E i ° 0 SsnRmas Malaise
Lung infection
o 0 Pyrexia
IIJ I_ 2 ; :1- ; IE l.' :3 é\ JID 1|1 1.2 1.|3 llli L] I 2 3 :I 3 -% 7 5 IQ w11 12 13 llfl 15 0 10 20 30 40 50 &0 70 80 ag 100
Months Months .
Mo, atrisk d 4 3 3 3w B ir 1 5 q 1 2 i o MNo. atrisk B 2 4 & 37 3 B G0 @ 1 : . . . : . “ 1 pavieres had febeile neutropeniz; grade 23 neutrophil coum decreased, 26.2%, Patients (%)

Smit, WCLC 2020



Alectinb Is the current SoC In ALKfus

= EGFRmut
ALKfus
ROS1fus

= BRAFmut

/ s NTRK1-3fus

C Cumulative Incidence of CNS Progression
&0

.—'_'_'_‘.I

LA
=]
1

e
T

Crizotinib, 12-mo cumulative incidence
rate: 41.4%6 (95% Cl, 33.2-49.4)

Cumulative Incidence of CNS
Progression (% of patients)
=
I

20 | Alectinib, 12-mo cumulative incidence
[_l rate: 9.4% (95% CI, 5.4-14.7)
10+ .
—
0 I I I 1
0 6 12 18 24 30

Maonth

A Progression-free Survival

Hazard ratic for disease progression or death,
0.47 (95% CI, 0.34-0.65)
P<0.001 by log-rank test

Alectinib

Progression-free Survival
(% of patients)

Crizotinib

0 T T T T T T T T T 1
Day 3 6 g 12 15 18 21 24 27 30

Month

Mo. at Risk
Alectinib 152 135 113 109 97y B8l oF 35 15 3
Crizotinib 151 132 104 B4 65 46 35 16 5

Erasmus MC

Peters, NEJM 2017



Hazard Ratio (BIRC and investigator-assessed/double positive)

0.6 0.55 047 051
- . 0.49 |

0.5 \

0.4

0.45 043
Centrally confirmed 0.43 0.45

0.3 . e
Double positive _ Centrally confirmed 028
Investigator  “Double positive”
0.2 assessed 021
Investigator
0.1 assessed
0
PROFILE 1014 ASCEND-4 ALEX (Alectinib) ALTA-1L eXalt3 (Ensartinib) CROWN
(Crizotinib) (Ceritinib) (Brigatinib) (Lorlatinib
=== based on BIRC HR based in investigatorfcentral confirmed

TASLC ﬁ 2021 Targeted Theraples

Sai-Hong Ignatius Ou, MD PhD el —

of Lung Cancer Meeting

FEERUARY 17 = 21, 2021 | WORLDWIDE VIRTUAL EVENT
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How to sequence

Largely unknown at this moment

A B

Crizotinib-resistant specimens Ceritinib-resistant specimens

N=55 N=24

B Li196M B G208 | st208y

[0 G1280A 0 Gi202del [ Ef210K

| ci156Y B Fii74cn [0 22 ALK mutations®
B 71TNS O vitsoL B ALK ampiication?
[ AKWT

Gainer Cancer Disc 2016

Alectinib-resistant specimens

N=17

you ALK therapy

Cellular ALK phosphorylation mean I1Cg; (nmol/L)

Mutation status Crizofinib Ceritinio Alectinib Brigatinio Lorlatinib

D1203N+F1174C

Parental Ba/F3 880.1 2774.0 11283.8

T EML4ALK
C1156Y 61.9

EML4-ALK
171N

EML4-ALK
1715

EML4-ALK
HA74T 51.4

EML4-ALK
F1174C

EML4-ALK
L1196M

EML4-ALK
L1198F

EML4-ALK
G1202R

EML4-ALK
G1202del

EML4-ALK
D1203N

EML4-ALK
E1210K

EML4-ALK
G1269A 117.0

IC 5 = 50 nmol/L

IC5p = 60 = 200 nmol/L

ICgg 2 200 nmol/L

130.1

941

a -
H E

115.0 38.0®

®
w

~

: 2| =
[ M

ND

=]

10.0

EML4-ALK 237.8 75.1 123.4 69.8

EML4-ALK

D1203N+E1210K 153.0 g97.8 82.8 136.0




ROS1 fusion SoC:dataon entrectinib

= EGFRmut
ALKfus A
: ROS1fus
/ « BRAFmut c Total response
, / s NTRK1-3fus g 25 4
-
S3  o-
%)
=
@ £ 25
[ab]
o=
o % -50 4
= = G 75
- - o
5  — 100 — Total (N=161) | 3% @O
= ' Censored E -100 4 Best Overall Response
= 804 o B CRor PR M SD M PD M NE/ND
=
“ 60
@ i S
sl o __ | H
S 40 ! £ ® Intracranial response
S (95% CI, 70 to 84}, ==
‘5 20 - I 55% o 5
@ I (95% CI, 47 to 64) Ew
@ " ! S =
- g-j |I ! T T T T T E )
= o
o 0 6 12 18 24 30 36 42 E E
Time (months) 53
(ab]
A EmEmEm No. at risk m M CRorPR(n=19) MPD(n=2 M NE(n=1)
Total 161 131112 85 60 46 31 23 15 9 5 4 4 2 1
Dziadziuszko JCO 2021




Resistance to crizotinb and lorlatinib

IC 55 (Mo liL)

Farental
Non-mutant
G2032R

G2032RIL208BE6F

S1986F/G2032R
S1986F/G2032RIL2086F

50 amolfL < 1050 <200 nmalfL
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RET fusion SoC:dataon selpercatinib

= EGFRmut
ALKfus
ROS1fus

/ e O€Ipercatinib* (LOX0-292) is a potent and selective RET Inhibitor

» NTRK1-3fus

Kinome selectivity Xenograft models Orthotopic brain model
Highly selective for RET Multiple fusions/mutations/histologies CCDCG6-RET orthotopic brain PDX
1000
< - 100
; - = 5001— i I I_
RN\ f p E Ralll.= i
- N g v T
N\ N\ ) & 100 l
f— W N V. ¥ L L = 7 ;.-E..
§ - - | i o 50 I =
Wi £ s 2 1 S 50 -
- s ° ; [nr 5
S . @ I_ 3
i 2 = !
cMGC = ® -
i ' - = 1
—— —= O 100 l
= = o - » 0 1 0 T T T T 1
AN ; i =~ ) Vehicle Cabo LOX0-292 0 20 40 60 80 100
AN =Y\ ey Treatment Day
g 2 Tumor models Treatments
M KIF5B-RET (PDX-NSCLC) —— Vehicle
M CCDC6-RET (PDX-CRCA) —— LOX0-29230mg/kg BID = Day 52 = 3 mg/kg BID
CCDCB-RET-V804M (PDX-CRCA) = Ponatinib 20 mg/kg QD =» Day 52 =» 2 mg/kg QD
B KIFSB-RET(NIH-3T3)
B KIF5B-RET-V804M (NIH-3T3)
W RET C834W(TT cell line-MTC)
CCDC6-RET (LC-2/ad cell ine-NSCLC)
Erasmus MC
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RET fusions Non-small cell lung cancer (2%)

B Thyroid cancers (10-20%)
/ \., Pancreatic cancer (<1%)
' ' Salivary gland cancer (<1%)

Spitz tumors (<1%)

e
N

e~ Colorectal cancer (<1%)

(
(
(
[ Ovarian cancer (<1%)
| Ii Myeloproliferative disorders (<1%)
(

| @ . Many others (<1%)

L
ErH T PP P P P ety e et

®EEE

| /| |\ | - Dimerization e -

| N{ PICICIC

| | KIF5B (most common in lung cancer)
," \ I."' CCDC6 or NCOA4 (most common in thyroid cancer)

RET Fusions are bona fide lung cancer drivers

— Mutually exclusive with other driver alterations’-2

— Transforming and actionable in vitro and in vivo®*

— Up to half of patients with advanced disease have brain
metastases®

To date, no RET inhibitor has received regulatory
approval for the treatment of RET-dependent
cancers

— Multikinase inhibitors
— modest clinical benefit
— significant toxicity (non-RET kinase inhibition®)

— Immunotherapy drugs (PD-1/PD-L1 inhibitors)
— may be less efficacious in driver-positive NSCLCs
patients, including RET fusions’?®

Erasmus MC



LIBRETTO-001: Selpercatinib in RET-altered cancers

Total Enrolled

n=531 Prior platinum Primary * RET-alteration
Gt e =) Analysis Set — Determined by local CLIA
RET fusion- n= n=105 (or similarly accredited)
Phase 1 dose escalation positive NSCLC |mmm) o Hottplatintn laboratories
Selpercatinib dosed at n=253 First 105 : :
hemoth + P d t
20 mg QD-240 mg BID bl patients with ey S
RET-mutant RET fusion- — Objective response rate
meddianyitiiowd Treatment-naive positive (RECIST 1.1)
::1a_r;;e6r n=39 NSCLC who + Secondary endpoints
Phase 2 dqsg expansion N recslavt?:urr;rlor — Duration of response
Sepcicatib Coscdal RET fusion- disease chemotherapy* — Progression-free survival
160 mg BID positive thyroid 14
cancer — Safety
n=27 « Treatment beyond
Other progression permitted with
n=25 continued benefit
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Efficacy of Selpercatinib: Primary Analysis Set (n=105)

40

Priortherapy
LI A R R R R R R R R R R R R R RN IR R AR R R IR R R R R R I R RN I R R N R RN RN R RN R R RN R RN R R NIRRT RN R R REL ) ) Chemo
& 089 S9089 20 ae & o8N L ] &% & & & 2208V S B0 B L X ] o880 289 & & 280 & S8 *e ICI
20_ a® @ 290009 LI X X L 1 X X L ] L ] L ] *® 99 * @ * 49 @ * 909 L 1 ] e o0 & & @ @ IIQMKI
SHEPNIREs
m I_L
h
5
2. -20 il
a L
¥y [——————————= = =unipintnbeinninEntntntninennindnintnbninnnnnnintntininnnninininhnnnndn
" L |
Q -40- -
£ L
IE B L] |
- Overall (n=105) CNS™ (n=11) | 1
@ -60- 91% i
o ORR (95% CI) 59%—100% o L]
-80 o
'100_ NE 59,
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Efficacy of Selpercatinib: Treatment-naive Patients (n=34)

40 -
20-
S
@
72
S
Q. -20-
Q
m —————— — e — e —t — e —] — e e | e — e ] — e ——— e — e ] e e — e —— e e e e — e —— e e e e — e —
|
Q -40-
£
=
=]
v -60- 85%
e ORR (95% ClI) 69%_95%)*
CR 3%
-80 - PR 82%
SD 9%
PD 3%
-100- NE 3%
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Durability of Selpercatinib Efficacy: Treatment-Naive

Duration of response Progression-free survival

100% - —+ — 100% _

b

Number of events: 2/22

Mumber of events: 4/34
0 Median follow-up: 4.8 months

o 4 Median follow-up: 3.7 months

=
£ 5
< 80%- T 80%-
a wn
g o
o m
g 60% - § 60%-
: :
T 40%- £ 40%
s [ 1]
: £
a
E 20% - Median DOR: Not reached (95% CI: 8.3—NE) £ 20% Median PFS: Not reached (95% CI: 9.2—NE)
]
&
o

T T T T T
00 25 50 75 10.0 125 150 0 5 10 15
Months since start of response Months since start of treatment
MNo. at risk: 22 13 11 3 3 1 0 Mo. at risk: 34 22 14 8 4 2 1 0
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Selpercatinib Safety Profile

Treatment-emergent AEs (215% overall) Treatment-related AEs
Grade 1 Grade 2 Grade 3 Grade 4 Grade 3 Grade 4
Dry mouth 299, 49, — — 32% - - 27%
Diarrhea 21% 8% 2% — 31% 1% - 16%
Hypertension 4% 11% 14% <1% 29% 8% <1% 18%
Increased AST 17% 59, 6% 1% 28% 4% 1% 22%
Increased ALT 13% 4% 7% 1% 26% 6% 1% 21%
Fatigue 15% 9% 1% — 24% <1% - 14%
Constipation 19% 39, <1% — 22% <1% — 11%
Headache 15%, 49, 1% - 20% <1% - 7%
Nausea 15% 4% <1% - 19% <1% - 8%
Peripheral edema 16% 49, <1% — 19% — — 10%
Increased creatinine 149%, 49, — <1% 18% - - 10%

. 9 patients (1.7%) discontinued due to treatment-related AEs

Eras,musMC
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Case

Patient X presented to the emergency ward of a regional hospital with complaints of headache
blurred vision.

ct-th: mass in the lung liver mets and numerous brain mets

Hospitalised:
dexamethason
analysis
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After 2 days neurological complaints lessened

Liver biopsy: adenocarcinoma

Stage Ivc adenocarcinoma with symptomatic brain mets:

WBRT afterwards systemic treatment depending on PD-L1 and mutation status
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RRAF mutation

= EGFRmut
ALKfus

ROS1fus BRAF Alterations in Lung Cancer

// s BRAFmut
- » NTRK1-3fus ) . Frapssce - ,
- BRAF alterations are present in 4-5% of NSCLC e S denens

BRAF V600 mutations comprise ~ 40% of BRAF alterations
BRAF fusions (de novo, acquired ) in <1% of NSCLC [ ——

o —
Exons 8-18

AP3BI =T T ) S — - - 1
ARMC 10 E=T= e T
450 1 ARMCT
Ras-Binding Protein Kinsse I E=——————
Domain Domain BTFIL =TT T
400 A & V600, 400 DOCK4 =T T T TT 1T T T T 1
DOCK4 = v e A !
350 | EPSIS =T T o e e e e
5 [ o e e e e e e e e e e e e e
=
1 e
g 300 GHR
e e e e e |
= GRME
= | I S —— S —— S S S — — S . — - — —
£ 250 LMo7
e MKAN =TT
B 200 NUPZ14 =T CTr s ) e e
E‘ PARPI2 T e T T T
= G468, 171 PTANIZ T T T T T T—T—TT
2 150
E SND1 T e e e e e e s e
i

100 G466, 105

SNDT =T T o . s
D594, 77
K601, 63 STAT: LT 1T O LI 1
50 TRIMZA C T T T ST T IT LT T 1
G596, 31
1597, 16 TRIMZ24 T T
) TRiM4 I T
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s 2f y % 2021 Targeted Therapies
Sheikine JCO Precision Oncology 2018 (L— | @Y | of Lung Cancer Mesting
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Therapeutic Targeting of Class | BRAF Mutations (V600E)
Strategy 1: BRAF “monomer” inhibitor--Dabrafenib

360 [ PR
B sp

BRAF 340] = prD
0l I_ Inhibitor 0 =N

1203

ORR 33%

MEK/ERK ™ DCR:58% Median Duration of Response: 9.6 months

. Median Progression-free Survival: 5.5 months

mﬂﬂ] """"" e

60

40

20

0

—20 -

Maximum percentage change in tumour diameter (%)

—40

_60_

_80_

-100

Patient

2021 Targeted Therapies

Planchard Lancet 2016 @) — | €@ | of Lung Cancer Meeting
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Therapeutic Targeting of Class | BRAF Mutations (V600E)
Strategy 1: BRAF “monomer” inhibitor—Vemurafenib (AcSe Trial)

BRAF
V600| Inhibitor

MEK/ERK

Mazieres Annals of Oncology 2020

Best change from baseline, %

Waterfall plot of best reduction in tumor measurement from baseline

100 4
90 -
80 -
70
60 -
50 +
40 +
30 +
20

ORR 44.8% (V600) Med?an Duration pf Response:. 6.4 months
ORR 0% (nonV600) Median Progression-free Survival: 5.2 months

10 4

-10 -
-20 4
-30

—40 -
—50 -
—60
—70 -
-804
—90 4

—-100

Patients (N = 85)

Cohort — Best overall response
nonV600—-PD M V600 —-PD M nonv600-SD M V600-SD M V600 - PR

2021 Targeted Therapies
of Lung Cancer Meeting
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Therapeutic Targeting of Class | BRAF Mutations (V600E)
Strategy 2: Vertical Blockade—Dabrafenib + Trametinib

40
V600 |— BRAF i ORR 63%
Inhibitor 20 0
| n DCR 79% Activity in 1st Line vs Post-15t Line:
' | B
MEK
MEK/ERK Inhibitor

_40 —]
x 60 Bestconfirmed response
Il Complete response
1 Partial response
Il Stable disease
B Progressive disease
-100- [ Not evaluable

-804

Maximum reduction from baseline measurement (%)

0 'II|]II """"""""""""""""""""""""""""""""" ORR 64% vs 63%
504 DCR 75% vs 73%

Patient

Median Duration of Response: 10.4 months (15t line) vs 9.0 months (Post-1t Line)
Median Progression-free Survival: 10.9 months (1% line) vs 9.7 months (Post-1%t Line)

2021 Targeted Therapies

Planchard Lancet 2016 (D — 8. 7 | of Lung Cancer Meeting
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NTREK 1,2,3

= EGFRmut
ALKfus

ROS1fus

m BRAFmut
/ = NTRK1-3fus

Ntrek genetic diagnosis is difficult, TRK IHC may play a role, NGS or RNA testing
Presence is <1% of NSCLC

First tumor agnostic approval
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* Larotrectinib (LOXO-101) -« Entrectinib (RXDX-101)
*  Accelerated approval 11/26/18 «  Accelerated approval 8/15/19

58888

zo—ﬂ
0

||""||||||M||M| “I"”M' E'IHWU“'UU“'”UH"“MWIIHIUM ____

-20
-30 4
-40
-50 1
-604 B3 Gynaecological B Pancreatic
20 -804 [ Thyroid [ NsCLC
-80- CImasc @ Neurcendocrine tumours
-9() 100 rrrrrrr 1
=100 Patients
Drilon, NEJM 2018 Doebele, Lancet Oncol 2019
Eras SMC
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Sidestep to a not so rare mutation



CodeBreaK100: Sotorasib in Patients With Previously Treated
Cancers With KRAS G12C Mutation

Phase 1, Multicenter, Open-label Study — Dose Escalation
I Cohort 4
Key Eligibility r

— Locally advanced or
metastatic malignancy

Patients with KRAS

p-G12C mutant
advanced tumors

n~20

(maximum 60)

- Received prior
standard therapies

= KRASp.G12C mutation
assessed by molecular
testing of tumor biopsies

2-4 patients/cohort
Oral daily dosing

Tx until progression
+ Radiographic scans
every 6 weeks

Safety Follow-up &
Long-term Follow-up*

Safety Follow-up &
Long-term Follow-up*

Expansion dose|
determined

Screening/ Enroliment

e
c
@

=
e
=

w

—
>

=
=
:
T

w

- No active brain
metastases

Primary endpoint: safety
Secondary endpoints include: PK, ORR, DOR, DCR, PFS, duration of SD

U

ow-up.
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