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nghllghts of ASCO 2020 (and other meetings)

New, not particularly useful, data in small cell lung cancer

« The addition of a short course chemotherapy to combination immunotherapy for
upfront treatment of patients with stage IV NSCLC without an oncogenic driver ("9LA”)

« MET exon 14 as a targetable oncogenic driver

« RET as a targetable oncogenic driver

« HERZ2 mutations as a targetable oncogenic driver
« EGFR targeted therapy in the adjuvant setting




Paradigm for treatment of Small Cell Lung Cancer

Pre-2018
Platinum/etoposide | progression Topotecan
X 4-6 cycles
RR -16%
median OS - 6-8
months




Evaluating Checkpoint Inhibitors in Patients with
Small Cell Lung aCncer
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Carboplatin/Etoposide +/- Atezolizumab: Progression-free survival

Patients Who Survived without

Disease Progression (%)

100
90
80
704
60

501+

40-
30
20-
10

0

(95% Cl, 4.2-4.5)

Rate of Progression-free Survival
at 6 mo at12 mo

Atezolizumab  30.9% (95% CI, 24.3-37.5)  12.6% (95% Cl, 7.9-17.4)
Placebo  22.4% (95%Cl, 16.6-28.2)  5.4% (95% Cl, 2.1-8.6)

Stratified hazard ratio for disease progression or death,
0.77 (95% Cl, 0.62-0.96)
P=0.02
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Horn et al, NEJM 2018.



Carboplatin/Etoposide +/- Atezolizumab: Overall survival

Patients Who Survived (%)

Rate of Overall Survival at 12 Mo
90 Atezolizumab 51.7% (95% Cl, 44.4-59.0)
20 Placebo 38.2% (95% Cl, 31.2-45.3)
Stratified hazard ratio for death, 0.70 (95% CI, 0.54-0.91)
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Platinum/etoposide +/- Durvalumab

100

. Hazard ratio 0-73 (95% Cl 0-59-0-91); p=0-0047 Hazard ratio 0-78 (95% Cl 0-65-0.94)
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Durvalumabplus EP 268 244 214 177 116 57 25 5 0 268 220 119 54 34 22 10 0
EP 269 242 209 153 82 44 17 1 0 269 194 109 30 9 7 0 0

Memorial Sloan Kettering
Paz-Ares, Lancet 2019



PFS (%)

Platinum/Etoposide +/- Pembrolizumab in ES Small Cell

Events, Median, months HR P
100 No. (%) (95% Cl) (95% CI)
90 - Pembrolizumab plus EP 188(82.5) 4.5(4.3t05.4) 0.75(0.611t00.91) .0023
Placebo plus EP 208(92.4) 4.3(4.2t04.4)
80 -
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Placebo plus EP 188 (83.6)

145.1%
139.6%
L]

9.7 (8.6 to 10.7)

122.5%

3 6 9 12 15 18
Time (months)

21

Events, Median, months HR P
No. (%) (95% ClI) (95% CI)
Pembrolizumab plus EP 169 (74.1) 10.8(9.2t0 12.9) 0.80(0.64t0 0.98) .0164

Memorial Sloan Kettering
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Rudin et al ASCO 2020/JCO 2020



Since ASCO 2020

— Home / Drugs / Development & Approval Process | Drugs / Drug Approvals and Databases / FDA grants accelerated approval to lurbinectedin for metastatic small cell lung cancer

FDA grants accelerated approval to lurbinectedin
for metastatic small cell lung cancer

June 15, 2020

/_\ Memorial Sloan Kettering
\_—/ Cancer Center..



Lurbinectedin as second-line treatment for patients with
small-cell lung cancer: a single-arm, open-label, phase 2
basket trial

José Trigo*, Vivek Subbiah*, Benjamin Besse, Victor Moreno, Rafael Lopez, Maria Angeles Sala, Solange Peters, Santiago Ponce, Cristian Ferndndez,
Vicente Alfaro, Javier Gémez, Carmen Kahatt, Ali Zeaiter, Khalil Zaman, Valentina Boni, Jennifer Arrondeau, Maite Martinez, Jean-Pierre Delord,

Ahmad Awada, Rebecca Kristeleit, Maria Eugenia Olmedo, Luciano Wannesson, Javier Valdivia, Maria Jesds Rubio, Antonio Anton, John Sarantopoulos,
Sant P Chawla, Joaquin Mosquera-Martinez, Manolo D’Arcangelo, Armando Santoro, Victor M Villalobos, Jacob Sands, Luis Paz-Ares

_ _ progression _ o
Platinum/etoposide »  lurbinectidin

“a selective inhibitor of
oncogenic transcription”

Céribbean sea squirt

Memorial Sloan Kettering
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Lurbinectedin as Second Line Therapy for Small Cell

All Patients Chemotherapy | Chemotherapy

free interval <go | free interval >go0

days days
Response Rate 35% 22% 45%
mDOR 5.3 months 4.7 months 6.2 months
mPFS 3.5 months 2.6 months 4.6 months
mOS 9.3 months 5.0 months 11.9 months

Memorial Sloan Kettering

Trigo et al, Lancet Oncol 2020



Summary of Small Cell Lung Cancer

Standard first-line therapy is etoposide/platinum with an ICI. The anti-PD-1/PD-L1
antibodies FDA-approved in this setting are atezolizumab and durvalumab.
Pembrolizumab and nivolumab have not shown positive phase lll trials.

Lurbinectedin is a new agent for treatment of patients with small cell lung cancer that
has progressed after first-line therapy.

eeeeeeeeeeeee



Classification of NSCLC by biomarkers

PD-L1 Mutations/Gene Fusions (by NGS)
(by IHC)
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The Current Approach to First-Line Treatment of
Patients with Advanced NSCLC

~25% < Mutation/

Stage IV NSCLC

v

of patients rearrangement

Histologic
Assessment
+
Molecular Analysis
+
PD-La Testing

PD-L1 <50%
>

PD-L1 25o%l

~30%

~45%
of patients

of patients



The Immunological Synapse

Infected Effector T cell
cells/tumor (CD8")

Reduced
production
of autocrine
paracrine cytokines

o sosn et Okazaki et al, Nature Immunology 2013



Pembrolizumab vs Chemotherapy
In Patients who are PD-L1 = 50%

Key Eligibility Criteria Pembrolizumab
» Untreated stage IV NSCLC 200mg IV Q3W
» PD-L1 TP$250% (2 years)
» ECOG PS0-1

* No activating EGFR mutation or
ALKtranslocation

» No untreated brain metastases Platinum-Doublet

» No active autoimmune disease Chemotherapy
requiring systemic therapy (4-6 cycles)

Memorial Sloan Kettering

@ Cancer Center. Reck et al, ESMO 2016



Pembrolizumab (anti-PD-1 Antibody) vs Chemotherapy

in Patients who are PD-L1 2 50%

100+
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Progression-free Survival (%)

20
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Hazard ratio for disease progression or death,
0.50 (95% CI, 0.37-0.68)
P<0.001

Pembrolizumab
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Reck et al, NEJM 2016



Pembrolizumab (anti-PD-1 Antibody) vs Chemotherapy

0S (%]

in Patients who are PD-L1 2 50%

20.3 Ma. of Events HE (95% CI)
54.8 Pembralizumab 73 0.62 (0.47 to 0.85)
i Chemotharapy 95 P=_002*

51.5

3-:'!.5 Median OS5 imonths) {95% CI)
’ 30.0 (18.3 to NR)
14.2 (9.8 to 19.0)

6§ 9 12 15 18 21 24 27 30 33
Time (months)

Memorial Sloan Ketterin;
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Reck et al, JCO 2019



Pembrolizumab is Associated with Fewer Adverse Events
than Chemotherapy

Pembrolizumab Group Chemotherapy Group
Adverse Event {H=154] {H=150]
Any Grade Grade 3, 4, or 5 Any Grade Crade 3.4, or &
Aurmber of patients (percant)
Treatment-related
Ay 113 (73.4) 41 [26.8) 135 (90.0) 80 (53.3)
Serious 33204 29 [18.8) 31 (20.7) 29 (19.3)
Led to discontinuation 11 {71} 8(52 16 (L0.T) 9 (6.0)
Led to death 1 {0.8) 1 {0.8) ER ) RV
Oecurred in =10% of patents in either
groupt
Mausea 15 (9.7 1] 65 (43.3) ERFIY
Anerrla 852 ER: B4 (44.0) 29 (18.3)
Fatigue 16 (104) (L3 43 (2.7 5(3.3)
Decreased appetize 14 (9.1} 1] 39 (26.0) 4 (37
Diarrhea 22 (14.3) 6 (1.9) 20 (13.3) 2 (1.3)
Meutropenia 1 (0.8) 1] 34 (22T 20 (13.3)
Vormiting 4 (2.8) 1 (0.8) 30 (20.0) 1(0.7)
Pyrexia 16 (104) i] 5 (5.3) ]

Canter Contars evering Reck et al, NEJM 2016



There are Inmune-Related Adverse Events

Adverse Event

Imrune-mediated]

Ay
Hypothyroldism
Hyperthyraidism
Freumanitis
Infusion reaction
Sevirs skin reaction
Thyredditis

Calitis

Myositis
Hypophysitis
Mephritis
Pancreatitis

Type 1 diabetes rmellitus

Ay Grade

Pembrollzumab Group
(N =154)

Grade 3, 4, or 5

Chemaotherapy Group
W =150

Any Grade Grade 3,4, ar &

nurnber of potients (percent)

45 (29.2) 15 (9.7)
14 (8.1) o
12 (7.8) 0
§ (5.8) 4 (2.6)
7 [4.5) 0
603.49) 6(3.9)
4 (2.6) 0
3(19) 2013
3{19) 0
1 {0.6) 1 {0.8)
1 {0.6) 1 {0.6)
1 {0.6) 1 {0.6)
1 {0.6) 1 {0.6)

7 4.7 1(0.7)
2 (1.3) 0
2 (L3 0
1{0.7) 1{0.7)
2 (L3) 0

0 0

0 0

0 0

0 0

0 0

0 0

0 0

0 0
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Reck et al, NEJM 2016



Randomized Trial of Chemotherapy +/- Pembrolizumab in “non-
squamous” NSCLC

[ \ pembrolizumab +

* Recurrent/metastatic carboplatin/cisplatin + pembrolizumab
nonsquamous pemetrexed + pemetrexed
NSCLC 4 cycles

* no prior chemo

* no EGFR+ or ALK+ R

« sample for PD-L1 IHC | 2:1
status

* no symptomatic
brain metastases

* No pneumonitis

- J

carboplatin/cisplatin +
pemetrexed

4 cycles

placebo +
pemetrexed

Memorial Sloan Kettering
Cancer Center..



Randomized Trial of Chemotherapy +/-
Pembrolizumab in “non-squamous” NSCLC

Patients Who Survived (%)

100+

90+

80+

70+

60

40+

30+

20

10+

Hazard ratio for death, 0.49 (95% CI, 0.38-0.64)

Pembrolizumab combination

Placebo combination

Gandhi et al NEJM 2018



Randomized Trial of Chemotherapy +/-
Pembrolizumab in “non-squamous” NSCLC

Tumor Proportion Score of <1%

100
90+
204
70+
604
50+
4_0_
30+

20+
10| Hazard ratio for death, 0.59 [95% Cl, 0.38-0.92)

Pembrolizumab combination

] I Placebo combination

Patients Who Survived (%)

0

| | | | | I |
0 3 6 9 12 15 18 21
Months

Gandhi et al NEJM 2018



Chemotherapy + Immunotherapy for NSCLC

Histology Improved Improved
PFS? 0S?

Carboplatin, pemetrexed, pembrolizumab  Non-squam

Carboplatin, paclitaxel, bevacizumab, Non-squam Yes Yes
atezolizumab

Carboplatin, nab-paclitaxel, atezolizumab  Non-squam Yes Yes
Carboplatin, taxane, pembrolizumab Squamous Yes Yes

Gemoraseanseterine Gandhi et al, NEJM 2018; Socinski et al, NEJM 2018; West et al, Lancet Onc 2019; Paz-Ares, NEJM 2018



What about checkpoint inhibitor combinations?

Infected Effector T cell
cells/tumor (CD8")
Reduced
Attenuatlun of production
- of autocrine
paracrine cytokines

o sosn et Okazaki et al, Nature Immunology 2013



Exploring Ipi/Nivo combo instead of chemotherapy+lO

Part 1a

PD-L1

Y

Key Eligibility Criteria

« Stage IV or recurrent NSCLC

* No prior systemic therapy

* No sensitizing EGFR mutations
or known ALK alterations

» No untreated CNS metastases

+ ECOG PS 0-1

expression

2 1%

N=1189

Part 1b

PD-L1

A 4

Stratified by SQ vs NSQ

expression
<1%

N =550

NIVO + (low-dose) IPI®
n = 396

Chemo¢
n =397

NIVOd

NIVO + (low-dose) IPI®
n=187

Chemo¢
n=186

NIVOe¢ + chemos¢

n=177

Treatment until disease
progression, unacceptable
toxicity, or for 2 years for
immunotherapy

Independent co-primary endpoints

» PFS in high TMB populations’
« 0OSin PD-L1 2 1% populations9

:NIVO + IPI vs chemo

Secondary endpoints (PD-L1 hierarchy):

« PFS: NIVO + chemo vs chemo in PD-L1 < 1%
« 0S: NIVO + chemo vs chemo in PD-L1<1%
« 0S: NIVO vs chemo in PD-L1 = 50%

Memorial Sloan Kettering
Cancer Center..

Adapted from Peters et al, ESMO 2019




Ipi/Nivo improved OS compared with chemotherapy (w/o
anti-PD-(L)1 Ab) in PD-L1 positive

Overall Survival in Patients with a PD-L1 Expression Level of 1% or More
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0

Median overall survival:

Nivolumab + ipilimumab, 17.1 months (95% Cl, 15.0-20.1)
Chemotherapy, 14.9 months (95% Cl, 12.7-16.7)

P=0.007

1-Yr overall
survival

2-Yr overall

survival
40

poemeo Nivolumab + ipilimumab

a8 Chemotherapy
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Hellmann et al, NEJM 2019



Ipi/Nivo improved OS compared with chemotherapy (w/o
anti-PD-(L)1 Ab) in PD-L1 negative

Overall Survival in Patients with a PD-L1 Expression Level of <1%

Patients Who Survived (%)

100
90+
80
70
60
50
40~
304
20
104

Median overall survival:
Nivolumab + ipilimumab, 17.2 months (95% Cl, 12.8-22.0)

1:¥roverall Chemotherapy, 12.2 months (95% Cl, 9.2-14.3)

survival

60
2-Yr overall

survival
40
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m—= Chemotherapy
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Memorial Sloan Kettering
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Hellmann et al, NEJM 2019



Ipi/Nivo improved OS compared with chemotherapy (w/o
anti-PD-(L)1 Ab) regardless of PD-L1 status

Overall Survival in All the Patients
10098

__90-
X 804
)
£ 70-
§ 60-
o 50
-
= 40-
2 30-
Q
B 20
(a8

10

0

Median overall survival:
Nivolumab + ipilimumab, 17.1 months (95% Cl, 15.2-19.9)
1-Yr overall Chemotherapy, 13.9 months (95% Cl, 12.2-15.1)

survival

2-Yr overall
survival

o Nivolumab + ipilimumab

eiksmsaEl Chemotherapy

B .

0

I I 1

| I I 1 I 1 I
9 12 15 18 21 24 27 30 33 36 39 42 45
Months

Memorial Sloan Kettering
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Hellmann et al, NEJM 2019



The caveat... less chemo doesn’t mean less tox

Nivolumab plus Ipilimumab Chemotherapy
Adverse Event (N=576) (N=570)
Any Grade Grade 3-4 Any Grade Grade 3-4

number of patients (percent)

Treatment-related adverse events

All events 442 (76.7) 189 (32.8) 467 (81.9) 205 (36.0)
Reported in 215% of patients
Diarrhea 98 (17.0) 10 (1.7) 55 (9.6) 4(0.7)
Rash 98 (17.0) 9 (1.6) 30 (5.3) 0
Fatigue 83 (14.4) 10 (1.7) 108 (18.9) 8 (1.4)
Decreased appetite 76 (13.2) 4(0.7) 112 (19.6) 7(1.2)
Nausea 57 (9.9) 3 (0.5) 206 (36.1) 12 (2.1)
Anemia 22 (3.8) 8 (1.4) 188 (33.0) 66 (11.6)
Neutropenia 1 (0.2) 0 98 (17.2) 54 (9.5)
Treatment-related serious adverse 141 (24.5) 106 (18.4) 79 (13.9) 61 (10.7)
events
Treatment-related adverse events 104 (18.1) 71 (12.3) 52 (9.1) 28 (4.9)
leading to discontinua-
tionT

Memorial Sloan Kettering

E— Hellmann et al, NEJM 2019



S0, our options...

o

High (TPS > 50%, pembrolizumab

TC3/1C3) atezolizumab
Low (TPS >1%) pembrolizumab
Any carboplatin, pemetrexed, pembrolizumab*

carboplatin, paclitaxel, pembrolizumab

carboplatin, nab-paclitaxel, atezolizumab*
carboplatin, paclitaxel, bevacizumab, atezolizumab*
ipilimumab, nivolumab

*regimens for non-squamous NSCLC

q Memorial Sloan Kettering
b Cancer Center..



Studying chemotherapy + ipilimumab/nivolumab

Key Eligibility Criteria NIVO 360 mg Q3w + IPl 1 mg/kg Q6w
» Stage |V or recurrent NSCLC +
« No prior systemic therapy Chemod Q3w (2 ccles) Until disgase
« No sensitizing EGFR mutations progression,
or known ALK alterations UnaCC?ptable
- ECOG PS 0-1 toxicity,
or for 2 years
Stratified by Chemod 3w (4 C cles for immunotherapy
BI-LA (= 15" & 1) with optional eme(t)}exeg maintenancz (NSQ)
sex, and histology (SQ vs NSQ) n =358 P P

Primary endpoint Secondary endpoints
+ 0OS * PFS by BICR®
* ORR by BICR®
= Efficacy by tumor PD-L1 expression

Interim database lock: October 3, 2019; minimum follow-up: 8.1 months for OS and 6.5 months for all other endpoints.

Updated database lock: March 9, 2020; minimum follow-up: 12.7 months for OS and 12.2 months for all other endpoints.

aNCT03215706; bDetermined by the PD-L1 IHC 28-8 pharmDx assay (Dako); “Patients unevaluable for PD-L1 were stratified to PD-L1 < 1% and capped to 10% of all randomized patients;
9NSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; =Hierarchically statistically tested.

Memorial Sloan Kettering
\F) Reck et al, ASCO 2020



Studying chemotherapy + ipilimumab/nivolumab
Overall Survival

100 - NIVO + IPl + chemo  Chemo
(n = 361) (n = 358)
81% Median OS, mo 15.6 10.9
80 . (95% Cl) (13.9-20.0) (9.5-12.6)
! HR (95% Cl) 0.66 (0.55-0.80)
]
~ 60 | :
& : L; NIVO + IPI + chemo
O 40 | : : S e Bl S B T
] I
: i o Chemo
20 — : 1
| I
1 1
1 |
0 I I I I I I I I I I
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
NIVO + IPI + chemo 361 326 292 250 227 153 86 33 10 1 0
Chemo 358 319 260 208 166 116 67 26 11 0 0

Memorial Sloan Kettering

. Reck et al, ASCO 2020



Studying chemotherapy + ipilimumab/nivolumab

Overall Survival
NSQ NSCLC? SQ NSCLCP

NIVO + IPI + chemo Chemo NIVO + IPl + chemo Chemo
(n = 246) (n = 246) (n = 115) (n=112)
100 — Median OS, mo 17.0 11.9 100 Median OS, mo 14.5 9
(95% CI) (14.0-NR) (9.9-14.1) (95% Cl) (13.1-19.4) (7.2-11.6)
83% HR (95% CI) 0.69 (0.55-0.87) HR (95% Cl) 0.62 (0.45-0.86)
80 80 - 76%
71% 64%
~ 60 . s, 60 :
R 1 X2 1
v : wn : NIVO + IPI + chemo
o 40 - : | o 40 - : ; A RANG
1 1 1 1
1 1 1 1
20 : 1 20 - : | © Chemo
1 : 1 1
1 1 1 1
1 1 1 1
0 T f T f T T T T T 1 0 T f T ] T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. at risk
_— Months Months
+chemo 246 224 204 170 154 107 62 20 6 0 0 115 102 88 80 73 46 24 13 4 1 0
Chemo 246 223 180 152 122 87 53 18 9 0 0 112 96 80 56 44 29 14 8 2 o] 0

Minimum follow-up: 12.7 months.

aSubsequent systemic therapy was received by 30% of patients in the NIVO + IP| + chemo arm and 39% of patients in the chemo arm; subsequent immunotherapy was received by

6% and 28%, and subsequent chemotherapy by 29% and 22%, respectively; PSubsequent systemic therapy was received by 31% of patients in the NIVO + IPl + chemo arm and 44% of 10
patients in the chema arm; subsequent immunotherapy was received by 4% and 35%, and subsequent chemotherapy by 30% and 24% of patients, respectively

Memorial Sloan Kettering
% cete Reck et al, ASCO 2020



Studying chemotherapy + ipilimumab/nivolumab

Overall Survival by PD-L1 status

100 - PD-L1 < 1%
80 , HR 0.62 (0.45-0.85%)
& 60 A : |
:: I L W NIVO + IPI + chemo
O 40 4 I NO P e—li—ry #
| |
| | -
20 . ] | N © 7
1 1 S0 Chemo
| 1
0 } }
6

1 1 1 I I 1
12 15 18 21 24 27 30
Months

05 (%)

100 T

80 ~

60 -

40 -

20 A

PD-L1 > 1%
HR 0.64 (0.50-0.82?)
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1 L
I -
1 1
1 1 S B-E@EPe8) Chemo
1 1
1 1
1 1
] ]
T T T T T T T T 1
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Reck et al, ASCO 2020



S0, our options...

Ponn

High (> 50%, pembrolizumab

TC3/1C3) atezolizumab

Low (TPS >1%) pembrolizumab

Any (squamous) carboplatin, paclitaxel, pembrolizumab

ipilimumab/nivolumab
carboplatin paclitaxel, ipilimumab/nivolumab

Any (non-squamous) carboplatin, pemetrexed, pembrolizumab
carboplatin, paclitaxel, bevacizumab, atezolizumab
carboplatin, nab-paclitaxel, atezolizumab
ipilimumab/nivolumab
carboplatin, pemetrexed, ipilimumab/nivolumab

q Memorial Sloan Kettering
p Cancer Center..



The Current Approach to First-Line Treatment of
Patients with Advanced NSCLC

Targeted
Therapy

. Mutation/
rearrangement

Histologic Assessment
+
Molecular Analysis
+
PD-L1Testing

PD-L1 <50%
>

PD-L1 250% l

Chemotherapy +
Immunotherapy
OR
Ipilimumab/nivolumab

Memorial Sloan Kettering
Cancer Center..

Pembrolizumab or
atezolizumab
OR
Chemotherapy +
Immunotherapy
OR
Ipilimumab/nivolumab




The Current Approach to First-Line Treatment of
Patients with Advanced NSCLC

~25% < Mutation/

Stage IV NSCLC

v

of patients rearrangement

Histologic
Assessment
+
Molecular Analysis
+
PD-La Testing

PD-L1 <50%
>

PD-L1 25o%l

~30%

~45%
of patients

of patients



Molecular Subtypes of Lung Cancer

s O

Key Subtypes

EGFR

EGFR sensitizing

W

) 24% .
KRAS-nonGlZC%g/ , EGFR exon 20 ins... ALK
4 16% \
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Memorial Sloan Kettering
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Molecular Subtypes of Lung Cancer
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MET Exon 14 Alterations in NSCLC

Aberrant splicing and exon 14 skipping

”‘RTNA (> —
T Downstream l
= pathway /
3' splice site mutation activation Decreased
MET degradation

Memorial Sloan Kettering
Cancer Center..



MET exon 14 alterations are associated with high MET expression

H&E MET

Patient 4

Patient 1

Camoer Centary o1 Paik et al, ASCO 2015



Crizotinib in Patients with MET Exon 14 Altered NSCLC

Memorial Sloan Kettering
Cancer Center..
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Capmatinib in MET exon 14 skipping

Stage 111B/IV NSCLC

METAex14 irrespective of MET GCN by
central RT-PCR

EGFR wt (for L858R and delE19) and ALK-
negative

PS 0-1

21 measurable lesion (RECIST 1.1)
Neurologically stable or asymptomatic
brain metastases allowed

Study methodology:

Capmatinib
400mg BID
tablet

Cohort 4

(Pretreated, 2/3L)
N=69
Enrollment Closed

Cohort 5b

(Treatment-naive)
N=28
Enroliment Closed

ﬂrima endpoint

S

ORR by blinded

independent central

review (BIRC)
econdary endpoints
Duration of response
(DOR)
Progression-free
survival (PFS)
Overall survival (OS)
Safety

\

4

* Cohort 4 and 5b are each analyzed separately and have independent statistical hypothesis
* Primary (ORR) and key secondary (DOR) endpoints based on BIRC including 2 parallel independent radiology

reviewers (+ additional one for adjudication)

* Efficacy endpoints based on BIRC and investigator assessment per RECIST 1.1

Data cut off: April 15, 2019; median duration of follow-up for DOR: 9.7 months in Cohort 4 and 9.6 months in Cohort 5b

Additional data on MET mutated patients will be generated in Cohort 6 (2L; N~30) and Cohort 7 (1L; N~27)

Wolf et al, ASCO 2019
ASCO 2020

Memorial Sloan Kettering
Cancer Center..



Capmatinib in MET exon 14 NSCLC

504 50

254

-254

-504

Best % change from baseline (%)
Best % change from baseline (%)

-100 -100-

*patients still on-treatment

Response rate 41% Response rate 68%
(95% Cl 29-53) (95% Cl 48-84)
e oan Kettering Wolf et al, ASCO 2019, Capmatinib prescribing information,

accessed May 2020
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+Home / Drugs / Development & Approval Process | Drugs / Drug Approvals and Databases / FDA grants accelerated approval to capmatinib for metastatic non-small cell lung cancer

FDA grants accelerated approval to capmatinib
for metastatic non-small cell lung cancer

f Share in Linkedin =~ &% Email = &= Print

Drug Approvals and Databases

On May 6, 2020, the Food and Drug Administration granted accelerated approval to

ncer Center..

/—\ Memorial Sloan Kettering
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Tepotinib in Patients with MET exon 14 NSCLC

Combined Biopsy Liquid Biopsy Tissue Biopsy
(N=99) (N=66) (N=60)
40 Objective Response Rate: % (95% Cl) 46 (36-57) 48 (36-61) 50 (37-63)
k7]
B0 20 e e e e e e
id
s
Ewn 0+
a3
EE
gg 20|
G [ i
ES -0 me
2 EEN -
& B Complete response -
% g0 W Partial response #om
@ M Stable disease

M Progressive disease
' Could not be evaluated
= Ongoing treatment

=100
Tissue Biopsy

Liquid Biopsy @ M B NNNNNNENNEN ON N BN N NN NENNEN NON R R NEN NN R NN HNNNNNEN NNNNENNEEN N NEEE NN

Therapy Line
1 B B EER ©EER ElR ER R il I § §EEE N EER & | I | H § INNEEER []]]
2 1 1 (1] | B | § NN NEN EE I n I ER N RN i N
=3 Emn | 1 m [ | I nn IR BN EEEE [ |

Memorial Sloan Kettering

e Paik et al, ASCO 2020/NEJM 2020



Molecular Subtypes of Lung Cancer
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Selpercatinib in patients with RET positive NSCLC

40-

Prior therapy
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68% 91%
(58%—76%)* (59%—100%)

Best Tumor Response (%)
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o
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CR
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PR 66% 73%

) 26% 9%

PD 2% -
=100+ NE 5%

Memorial Sloan Kettering

CanerCeter Drilon et al, WCLC 2019



Patients with response (%)

Selpercatinib in patients with RET positive NSCLC

Duration of response

20%- Median DOR: 20.3 months* (95% CI: 13.8-24.0)
Number of events: 16/69
o { Median follow-up: 8.0 months

100%- 100%—
s
=4

80% S
w0
w
5
60% g
§
40% =
]
£
w
t
°
®
o

I
0 5 10 15 20 25

Months since start of response
No. at risk: 69 67 51 34 20 15 1 9 3 1 0

Progression-free survival

80%
60%

40%

Number of events: 33/105
Median follow-up: 9.6 months

20% 1 Median PFS: 18.4 months* (95% CI: 12.9-24.9)

0 -

I I I 1 1 I
0 5 10 15 20 25
Months since start of treatment

No. at risk: 105 95 87 54 38 24 14 1 5 1 0

Memorial Sloan Kettering
Cancer Center..
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Targeted Therapies in Metastatic NSCLC
 There are now targeted therapies available for:

— EGFR

— ALK

— ROS1 Newly approved drugs:
- Capmatinib for MET exon 14

— BRAF - Selpercatinib for RET

— RET

— MET exon 14
— RET

— NTRK

You need to test for these or you won't find them!

/_\ Memorial Sloan Kettering
Cancer Center..



There are Molecular Subtypes of Lung Cancer
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Trastuzumab Deruxtecan

Proprietary drug-linker
o (@)
() Drug-Linker \'0/
m:"\’ﬁi

Conjugatton chemlstry
The linker i idue of the antibody

m

Payload (DXd)
Exatecan derivative

Memorial Sloan Kettering

Cneer Gt Tsurutani et al, WCLC 2018



ORIGINAL ARTICLE

Trastuzumab Deruxtecan in Previously
Treated HER2-Positive Breast Cancer

S. Modi, C. Saura, T. Yamashita, Y.H. Park, 5.-B. Kim, K. Tamura, F. Andre,
H. lwata, Y. Ito, ). Tsurutani, J. Sohn, N. Denduluri, C. Perrin, K. Aogi,
E. Tokunaga, S.-A. Im, K.S. Lee, S.A. Hurvitz, J. Cortes, C. Lee, S. Chen, L. Zhang,
J. Shahidi, A. Yver, and |. Krop, for the DESTINY-Breast01 Investigators®

Memorial Sloan Kettering
Cancer Center..



Trastuzumab Deruxtecan in Previously Treated
Her2 amplified Breast Cancer

100+

Best Percentage Change from Baseline in Sum of Diameters
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Modi et al NEJM 2020



Trastuzumab Deruxtecan in Previously Treated
Her2 amplified Breast Cancer

100+

80+

] WARNING: INTERSTITIAL LUNG DISEASE and EMBRYO-FETAL TOXICITY

40 See full prescribing information for complete boxed warning.

* Interstitial lung disease (ILD) and pneumonitis, including fatal cases, have been
reported with ENHERTU. Monitor for and promptly investigate signs and symptoms
including cough, dyspnea, fever, and other new or worsening respiratory

04 -_Ii._, symptoms. Permanently discontinue ENHERTU in all patients with Grade 2 or -
“WHENN| | nigher ILD/pneumonitis. Advise patients of the risk and to immediately report
_204 symptoms. (2.2, 5.1)
* Exposure to ENHERTU during pregnancy can cause embryo-fetal harm. Advise
404 patients of these risks and the need for effective contraception. (5.4, 8.1, 8.3)
—
T
—80-

-100

20+

Best Percentage Change from Baseline in Sum of Diameters

Patients (N=168)

Memorial Sloan Kettering
cer Modi et al NEJM 2020



Trastuzumab Deruxtecan in Patients with
Her2 Mutated NSCLC

. 61.9% (n = 26)
Confirmed ORR by ICR (95% C1, 45.6%-76.4%)

CR 2.4% (n=1)
PR 59.5% (n = 25)
SD 28.6% (n =12)
PD 4.8% (n=2)
100 Not evaluable 4.8% (n=2)
n= 398 Disease control rate 90.5% (95% Cl, 77.4%-97.3%)
80 Duration of response, median Not reached (95% Cl, 5.3 months-NE)
[T} 60— PFS, median 14.0 mo (95% Cl, 6.4-14.0 months)
£
@ o 404
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E £
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@ S Smit et al, ASCO 2020



Trastuzumab Deruxtecan in Patients with

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 02 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 determined by an Independent ILD Adjudication Committee based on 44 preferred terms.
21 case of potential grade 1 ILD was pending adjudication.



Targeted Therapies in Metastatic NSCLC

 There are now targeted therapies available for:

— EGFR
— ALK
— ROS1 Newly approved drugs:
- Capmatinib for MET exon 14
— BRAF - Selpercatinib for RET
— RET
— MET exon 14
— RET Perhaps Her2 mutations will be added
— NTRK

You need to test for these or you won't find them!

q Memorial Sloan Kettering
b Cancer Center..



General Overview of NSCLC Treatment

m e d  SUrgery (Radiation if inoperable)

W — Surgery With Adjuvant

Chemotherapy

Surgery or Radiation
With Chemotherapy
(immunotherapy post chemo RT)

Stage IV
or
Recurrent Disease

Chemotherapy
Immunotherapy
Targeted Therapy

Memorial Sloan Kettering
Cancer Center.



Osimertinib vs Gefitinib/Erlotinib
Randomized Trial

* EGFR mutation
*No prior therapy
«Stable CNS metastases
allowed Gefitinib or Erlotinib
*Performance status 0/1 (n=277)

* Primary endpoint: PFS
 Secondary endpoints: response rate, duration of response, disease control rate, depth of response, overall
survival, patient reported outcomes, safety
Soria et al, NEJM 2017



Osimertinib vs Gefitinib/Erlotinib as first treatment
for NSCLC Progression-Free Survival

Probability of Progression-free
Survival

=
T

0.8-

0.6-

0.4-

0.2+

No. of Median Progression-free Survival
Patients (95% Cl)
mo
Osimertinib 279 18.9 (15.2-21.4)
Standard EGFR-TKI 277 10.2 (9.6-11.1)

Hazard ratio for disease progression or death,
0.46 (95% Cl, 0.37-0.57)
P<0.001

“Osimertinib

Standard EGFR-TKI

0.0

9 12 15 18 21 24 27
Month

Soria et al, NEJM 2017



Osimertinib vs Gefitinib/Erlotinib as first
treatment for NSCLC - Overall Survival

1.0+
Hazard ratio, 0.80 (95.05% Cl, 0.64-1.00)
0.9+ P=0.046
0.8
§ o7
£
=
2 06
g
[
& 05
5
£ 044
-
2 Median Overall Survival
0.3+ .
E (95% Cl) Comparator EGFR-TKI
0.2 mo
Osimertinib  38.6 (34.5-41.8)
ol Comparator 31.8 (26.6-36.0)
7 EGFR-TK
0.0

I 1 I I 1 1 1 T I 1 I I I I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Months since Randomization

Ramalingam et al, NEJM 2019



15t line Treatment for Patients with EGFR mutant NSCLC

SENSITIZING EGFR MUTATION POSITIVE}
FIRST-LINE THERAPY®°

Preferred _
OsimertinibPP (category 1)

Other Recommended
ErlotinibPP (category 1)

EGFR mutation or AfatinibPP (category 1)
discovered — |or GefitinibPP (category 1)
prior to first-line or DacomitinibPP (category 1)
systemic therapy or Erlotinib + ramucirumab

@ Canca Centerr NCCN Guidelines NSCLC Version 4.2020



Outcomes by pathologic stage for NSCLC (v8)

Surgically resected patients, 1999 — 2010

100% == — 24 60
iyt o — - Proposed Events/N MST Month Month

. ) L AT 68/781 NR  97%  92%
80% - N, IA2 505/3105 NR  94% 83%
. IA3 546 /2417 NR  90% 77%

60% — ' ‘k_k
© . 1A 215/585 NR  79% 60%
= 40% - T . B 605/1453 660 72%  53%
S ° = T A 2052/3200 293  55% 36%
h : T B 1551/2140 19.0  44% 26%
o 20% - = lnec 831/986 126  24% 13%
g IVA 336/484 115 23%  10%
. VB 328/398 6.0 10% 0%

u% I I |
0 24 48 72
Months
. 9

Memorial Sloan Kettering GOId StraW, et al. J ThOl’aC OnCOl. 2015
Cancer Center..



Osimertinib vs placebo after surgery for Stage I-lll NSCLC

Planned treatment duration: 3 years

Patients with completely resected
Osimertinib

stage* IB, Il, IA NSCLC, with or without
adjuvant chemotherapyt

Key inclusion criteria:

Treatment continues until:
» Disease recurrence
 Treatment completed

80 mg, once daily

218 years (Japan / Taiwan: 220) Stratification by: Lo ; " e

WHO performance status 0/ 1 stage (IB vs Il vs llIA) Randomization » Discontinuation criterion met

Confirmed primary non-squamous NSCLC EGFRm (Ex19del vs L858R) 1:1

Ex19del / L858R* race (Asian vs non-Asian) (N=682) Follow up:

Brain imaging, if not completed pre-operatively » Until recurrence: Week 12 and 24,

Complete resection with negative margins$ then every 24 weeks to 5 years,

Max. interval between surgery and randomization: - | then yearly

10 weeks without adjuvant chemotherapy « After recurrence: every 24 weeks

» 26 weeks with adjuvant chemotherapy for 5 years, then yearly
Endpoints

 Primary: DFS, by investigator assessment, in stage II/lllA patients; designed for superiority under the assumed DFS HR of 0.70
« Secondary: DFS in the overall population”,DFS at 2, 3, 4, and 5 years, OS, safety, health-related quality of life

 Following IDMC recommendation, the study was unblinded early due to efficacy; here we report an unplanned interim analysis
+ At the time of unblinding the study had completed enroliment and all patients were followed up for at least 1 year

/_\ Memorial Sloan Kettering
\% . Herbst et al, ASCO 2020




Osimertinib vs placebo after surgery for Stage I-lll NSCLC
Primary endpoint: DFS in patients with stage Il/lllA disease

0.9

0.8

0.7 1

0.6

0.5

DFS probability

0.4

0.3

0.2

0.1

Median DFS, months (95% CI)

- Osimertinib NR (38.8, NC)
20.4 (16.6, 24.5)

HR (95% CI) 0.17 (0.12, 0.23);
p<0.0001

Maturity 33%:
osimertinib 11%, placebo 55%

0.0
0

No. at risk
Osimertinib 233

Placebo 237

219
190

12

189
128

18 24 30
Time from randomization (months)
137 96 51
82 51 27

36 42 48
17 2 0
9 1 0

Memorial Sloan Kettering
Cancer Center..

Herbst et al, ASCO 2020



Osimertinib vs placebo after surgery for Stage I-lll NSCLC

DFS by stage
Stage IB Stage I Stage IlIA
2 year DFS rate, % (95% Cl)
- Osimertinib 87 (77, 93) 91 (82, 95) 88 (79, 94)
73 (62, 81) 56 (45, 65) 32 (23, 42)
Overall HR 0.50 0.17 0.12
(95% Cl) (0.25, 0.96) (0.08, 0.31) (0.07, 0.20)

* In the osimertinib arm, 2 year DFS rates were consistent across stages IB, II, and IllA disease
» Maturity (overall population: stage IB /11 /1l1A) 29%: osimertinib events 12%, placebo events 46%

Memorial Sloan Kettering
Herbst et al, ASCO 2020



Osimertinib vs placebo after suraerv for Staae I-lll NSCLC

Early snapshot: overall survival in patients with stage Il/llIA disease

100%

1.0 .
" %
! Median OS, months (95% Cl)

08 E — Osimertinib NR (NC, NC)
NR (NC,NC)
HR(95%Cl)  0.40 (0.18, 0.90)

Maturity 5%:
osimertinib 3%, placebo 7%
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o
w
1

0.2 4
01
1
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No. at risk Time from randomization (months)
Osimertinib 233 229 221 192 137 82 39 10 0
Placebo 237 231 221 190 127 69 32 1 1 0

Memorial Sloan Kettering

Herbst et al, ASCO 2020



Osimertinib vs placebo after surgery for Stage I-lll NSCLC

All causality adverse events (210% of patients)

Median duration of exposure: osimertinib: 22.3 months (range 0 to 43), placebo: 18.4 months (range 0 to 48)

Diarrhea
Paronychia

Dry skin

Pruritis

Cough

Stomatitis
Nasopharyngitis
Decreased appetite
URTI

Dermatitis acneiform
Mouth ulceration
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19 | e
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15| 10

13 1] 4
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1| 5
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+ Grade 1/2 interstitial lung disease
(grouped terms) was reported in 10
(3%) patients in the osimertinib arm*

+ QTc prolongation was reported in 22
(7%) patients in the osimertinib arm
and 4 (1%) patients in the placebo arm?

[ Osimertinib, all grades
!Osimeﬂinib, Grades 3/4
[_|Placebo, all grades
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Patients with adverse event (%)
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Memorial Sloan Kettering
Cancer Center..
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Erlotinib as Adjuvant Therapy (2 years)
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Time (years)

Pennell et al, JCO 2018



Questions about adjuvant (post-operative) osimertinib?

 Which is the best population to received?
 Does it cure people or delay progression?
 Does that matter?

* Will'it improve overall survival?




Conclusions

 |Immune Checkpoint Inhibitor + platinum/etoposide remain the standard of care for
patients with extensive stage small cell lung cancer

 Ashort course chemotherapy with ipilimumab/nivolumab is another option for patients
with stage [V NSCLC without an oncogenic driver

* MET exon 14 is a targetable oncogenic driver with treatment options
« HER2 mutations as a targetable oncogenic driver with available treatment options
« We can now consider EGFR targeted therapy in the adjuvant setting

/—\ Memorial Sloan Kettering
Cancer Center..
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Annals of Oncology Q
Available online 17 June 2020 ] Mm
In Press, Journal Pre-proof (3) " ONCOLOGY

Original Article

COVID-19 in patients with lung cancer
Jia Luo 1 # Hira Rizvi 2 * Isabel R. Preeshagul %, Jacklynn V. Egger 2, David Hoyos 3, Chaitanya Bandlamudi 4,
Caroline G. McCarthy 2 Christina J. Falcon z Adam J. Schoenfeld L Kathryn C. Arbour L S,Jamie E.Chaft 13,

Robert M. Daly L5 Alexander Drilon 1+ °, Juliana Eng L Afsheen Igbal L W. Victoria Lai *°, Bob T. Li 1 °, Piro Lito 1" *
... Matthew D. Hellmann ' > 7 & =

O During the peak of COVID-19 in NYC,
1 1 /O among our patients with lung cancer,
just 11% of the deaths were due to COVID-1g.

Vast majority died of complications of lung cancer

/_\ Memorial Sloan Kettering
\-/ Cancer Center..



Osimertinib in EGFR exon 20 insertion NSCLC

OVERALL EFFICACY:

Confirmed ORR:
4/17, 24%

DCR: 14/17, 82%

mPFS: 9.6 mo
(95% Cl, 4.1, 10.7)

MmDOR: NA
(95% Cl, 4.7, NA)

M aximum Tumor Shrinkage (%)

o
&

n
=]

-751

-100

Maximum Tumor Response(RECIST 1.1)

* Unconfirmed response

Best overal

CR

B
B =

sD

Il response

Patient ID

21 09 10 18 05 03 13 16

15

q Memorial Sloan Kettering
b Cancer Center..

Piotrowska et al, ASCO 2020



Osimertinib in EGFR exon 20 insertion NSCLC

Swimmer's Plot Depicting Treatment Duration for Each Patient
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