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e Advisory Committees — AstraZeneca, Boehringer Ingelheim, Bristol-
Myers Squibb, Catalyst, EMD Serono, Foundation Medicine, Hengrui
Therapeutics, Genentech, GSK, Guardant Health, Eli Lilly, Merck,
Novartis, Pfizer, Roche, Sanofi, Seattle Genetics, Spectrum, Takeda.
Research Support — AstraZeneca, GlaxoSmithKline, Spectrum.
Royalties and Licensing fees — Spectrum.

« | will be discussing non-FDA approved indications during my
presentation.
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Lung cancer

Small cell carcinoma
(~10-15%)

Early, widespread metastasis; Most
common in heavy smokers

Squamous cell carcinoma
(~25-30%)

Most often arises in mucous
membrane of proximal bronchi

Adenocarcinoma (~40%)

Common; Characterized by growth
patterns

Large cell undifferentiated
carcinoma (~10-15%)

Rare; Large, rapidly-growing tumors
often located in peripheral lung tissue
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Small cell lung
cancer (SCLC)

| __Non-small cell lung
cancer (NSCLC)

o ]

Non-squamous
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@ Treatment options for NSCLC

Local disease Stage lll unresectable disease Metastatic disease

e Surgery * Concurrent chemo-radiation * Chemotherapy

* Stereotactic body * Immunotherapy * Targeted therapies

radiation therapy * Immunotherapy

* Chemotherapy e Radiation therapy
#LearnACl AAEM ACCC ¢HOPA ((S(Itg”;ﬁ
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ADVANEES @ Treatment of metastatic NSCLC
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Driver negative:
the immune pie (60%

(>50%)

PD-L1
neg/intermediate

1.chemo+IMT
2. Pembro
3. Ipi/Nivo

intermediate
(1-49%)

y—" |

PD-L1
neg.

_NSCLC
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Driver positive:
the genomic pie (40-50%)

X

BRAl

HER2 mutant (2%)

Classical
(L858R, ex19del)

RET fusion (1%)

Classic Resistance

s [ BRAR mutant (3%)
Exon 20/atypicals
KRAS G12C 'ROS1 mutant (1%)
EML4-ALK
KRAS G12D (4%) NTRK mutant (1%)
KRAS G12V Other thin slices (1-3%)
NRG fusions, etc
KRAS Codon
13.61.etc gAAE M ol HOPA Csitc
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overview

Drug type Molecular Administration Example for NSCLC Typical dosing
format route regimen

Chemotherapy Small molecule

Targeted therapy Small molecule

Targeted antibody  Antibody
therapy

Immune Antibody
checkpoint
inhibitor

Mancheril, Hosp Pharm 2014.
© 2020-2021 Sociely for Immunotherapy of Cancer

Intravenous, Nab-paclitaxel

occasionally oral

Osimertinib (kinase
inhibitor)

Bevacizumab (VEGF-A
inhibitor)

Pembrolizumab (PD-1
inhibitor)

Intravenous

Intravenous

100 mg/m? on days 1,
8, 15 of 21-day cycle

80 mg tablet once a
day

15 mg/kg Q3W

200 mg Q3W or 400
mg Q6W
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Nivolumab
PD-1

Pembrolizumab
PD-1

Atezolizumab
PD-L1

Durvalumab
PD-L1

Ipilimumab
CTLA-4

© 2020-2021 Sociely for Immunotherapy of Cancer

. 2015

Nivolumab:
2" line Sq NSCLC

Nivolumab:

2" line Non-Sq
NSCLC
Pembrolizumab:

2" line NSCLC
(PD-L1 > 50%)

.2017

Pembrolizumab
+ Pemetrexed +
Carboplatin:

15t line NSCLC

2016

Pembrolizumab:
15t line NSCLC
(PD-L1 > 50%)

Pembrolizumab:
2" |ine NSCLC
(PD-L1 > 1%)

Atezolizumab:
2" |ine NSCLC

#LearnACl

Immune checkpoint inhibitors in
lung cancer

. 2019

2018 Atezolizumab +

Etoposide/Platinum:

Durvalumab:
Stage Il NSCLC
(unresectable) s/p  pembrolizumab:
chemoradiation w/o 15t |ine PD-L1+ Stage
progression 11 NSCLC

1t line ES-SCLC

Nivolumab:
3rd |ine SCLC

Pembrolizumab:
3rd-line ES-SCLC

Pembrolizumab +
Carboplatin +
(nab) Paclitaxel: 1st
line Sq NSCLC

Atezolizumab +
Bevacizumab +
Carboplatin +
Paclitaxel: 1st line
Non-Sq NSCLC

EMERGENCY MEDICINE T
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Durvalumab +
Etoposide/Platinum:
15t line ES-SCLC

Nivolumab +
ipilimumab:

1%t line metastatic
NSCLC with PD-L1
>1% and no EGFR/ALK
mutations

Atezolizumab: 1%t line
metastatic NSCLC with
PD-L1 250% and no
EGFR/ALK mutations

Nivolumab +
ipilimumab +
chemotherapy: 1%t line
NSCLC with no
EGFR/ALK mutations

QAAEM ——iccc g HOPA Csite >
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* Non-small cell lung cancer
* Front-line — PD-L1-selected and unselected
* Later lines of treatment
* Stage Il

e Small cell lung cancer
 Future directions for lung cancer immunotherapy

AAEM ——xcec & HOPA Csite>
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Pembrolizumab

Atezolizumab

Nivolumab + ipilimumab

Nivolumab + ipilimumab + platinum-
doublet chemotherapy

Pembrolizumab + pemetrexed +
platinum

Pembrolizumab + carboplatin +
paclitaxel/nab-paclitaxel

Atezolizumab + bevacizumab +
paclitaxel + carboplatin

Atezolizumab + nab-paclitaxel +
carboplatin

© 2020-2021 Sociely for Immunotherapy of Cancer

15t line metastatic NSCLC with PD-L1 TPS 2 1% and no
EGFR/ALK mutations

15t line metastatic NSCLC with PD-L1 = 50% of tumor cells or 2

10% of immune cells with no EGFR/ALK mutations

15t line metastatic NSCLC with PD-L1 21% and no EGFR/ALK
mutations

1%t line metastatic NSCLC with no EGFR/ALK mutations

1°t line metastatic non-squamous NSCLC with no EGFR/ALK
mutations

1%t line metastatic squamous NSCLC

1t line metastatic non-squamous NSCLC with no EGFR/ALK
mutations

1°t line metastatic non-squamous NSCLC with no EGFR/ALK
mutations

#LearnACI

Immunotherapy for first-line
treatment of metastatic NSCLC

200 mg Q3W or 400 mg Q6W
840 mg Q2W, 1200 mg Q3W, or 1680 mg Q4W

Nivolumab 3 mg/kg Q2W + ipilimumab 1 mg/kg Q6W

Nivolumab 360 mg Q3W + ipilimumab 1 mg/kg Q6W + 2 cycles of
chemotherapy

200 mg Q3W or 400 mg Q6W

200 mg Q3W or 400 mg Q6W

For 4-6 cycles: atezolizumab 1200 mg Q3W + chemotherapy +
bevacizumab; Maintenance: 840 mg Q2W, 1200 mg Q3W, or
1680 mg Q4W

For 4-6 cycles: atezolizumab 1200 mg Q3W + chemotherapy
Maintenance: 840 mg Q2W, 1200 mg Q3W, or 1680 mg Q4W
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_ #of PD—L1 positive tumor cells

TPS = X 100

number of viable tumor cells

# of PD—L1 positive cells (tumor cells, lymphocytes, macrophages)
CPS = , x 100
total number of tumor and immune cells

PD-L1-positive immune cell

@ PD-Li-negative immune cell 6 positive tumor cells
TPS = X 100 = 43
N 14 total tumor cells
PD-L1-positive tumor cell
. PD-L1-negative tumor cell CPS = 6 positive tumor cells+2 positive immune cells % 100 =36

22 total cells
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PD-L1-selected PD-L1-unselected

Nivolumab + ipilimumab Nivolumab + ipilimumab + platinum-doublet
CheckMate 227 CheckMate 9LA
Pembrolizumab Pembrolizumab + chemotherapy

KEYNOTE-024, -042 KEYNOTE-189, -407
Atezolizumab Atezolizumab + bevacizumab + chemotherapy
IMpowerl10 IMpower150

Atezolizumab + chemotherapy
Impower130

YAAEM ——xcc S e H HOPA (t)
#LearnACI e EMERGENCY MEDICINE 1 ocion o Communy Concer o .
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1L nonsquamous NSCLC

N=1202 —P' Chemo | —P' Chemo
Primary endpoint:
- 0OS ®—> \ Ipi/Nivo
* PFS (by ICR)
o Adjusted to: PFS (by IRC)

in pts with high mutational —) ’ Nivo
burden (=10 mut/mb) |

Hellman et al, AACR 2018; Hellman et al, NEJM 2018

1L, first-line; BMS, Bristol-Myers Squibb; chemo, chemotherapy; ipi, ipilumumab; nivo, nivolumab;
NSCLC, non-small cell lung cancer; OS, overall survival; PFS, progression-free survival; RP3,
randomized phase 3.

1. CT.Gov. Accessed Mar 2, 2018. 2. https://news.bms.com/press-release/bms/pivotal-phase-3-
checkmate-227-study-demonstrates-superior-progression-free-survival. Accessed Mar 2, 2018.
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A Tumor PD-L1 Expression

NSCLC, regardless of PD-L1 level

PD-L1 Expression of 21%

100454 Hazard ratio for disease progression or death, 100+ Hazard ratio for disease progression or death,
§ 904 1 0.62 (95% Cl, 0.44-0.88) 904 0.48 (95% Cl, 0.27-0.85)
b 324
E 80 80+
@a__ 70- 70
4]
tTné 60+ 60
o T; 50 h Nivolumab+ 50 — e Nivolumab+
o .2 . — [ I42 P T — 4 A . . als
=2 40 o 'r-aLa ipilimumab 40- ww
s a : 6080 B—o—® :
4 304 | 30 |
T 20- ! Chemotherapy 20+ '
= =) : Chemotherapy
s 10 | 10 at®
0 T | I i T I | 1 0 T T T i I T | T 1
0 3 6 9 12 15 18 Z1 24 0 3 6 9 12 15 18 21 24
Months Months
No. at Risk
Nivolumab + 101 65 50 40 26 16 7 2 0 38 20 16 15 10 8 = 1 0
ipilimumab
Chemotherapy 112 73 35 13 6 5 30 0 48 30 16 4 1 1 1 0 0
Hellman et al, NEJM, 2018 gAAEM” \ @HOPA (tp
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Updated results: Ipi/nivo is prolongs OS compared with
chemo regardless of PD-L1 level

PD-L1 expression level of 1%

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

or more:

1ggj = Median overall survival: 0
= Nivolumab + ipili b, 17.1 hs (95% Cl, 15.0-20.1
el — AL e bl e O » mOS was 17.1 months (95%
'§ 704 surg;{val P=0.007 = H
£ o ; B Cl, 15.0 to 20.1) with nivo plus
5 50 survival =
£ .o ipi and 14.9 months (95% Cl,
£ 30 Nivolumab + ipilimumab o
2 20 ‘ | s Chemcrtheragy 12.7 to 16.7) with chemo
10 : :
0 T T T ; T T T J: T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months
No. at Risk .
Nivolumab + ipili b 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0O
ci"uve(;nl:;r:haer;n;p”muma 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0 PD'L1 expression Ievel Of IeSS

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

Nivolumab + ipilimumab, 17.2 months (95% Cl, 12.8-22.0)

eneeoeo Nivolumab + ipilimumab

&1 Chemotherapy

t T T T l 1 T
12 15 18 21 24 27 30
Months

0 3 6 9

No. at Risk
Nivolumab + ipilimumab 187 165 142 120 110 100 87 80 73 69 59
186 164 135 107 92 74 62 49 41 35 29

Chemotherapy

100w
Median overall survival:

_ 90
2 ¥
9_; 80 ToEeGarall Chemotherapy, 12.2 months (95% Cl, 9.2-14.3)
o 70 survival
s 60
:E: 60 y 2-Yr overall
(g 50 survival
= ' 40
= 40 ! : =
w I}
k= 30 !
-2 1}
] 204 1
o )

10 !

1
0 T T T

T T T 1
36 39 42 45

© 2020-2021 §

than 1%:

17.2 months (95% CI, 12.8 to
22.0) with nivo plus ipi and
12.2 months (95% ClI, 9.2 to
14.3) with chemo

Hellman et al, NEJM, 2019

QAREN ——ixccc HOPA Csite>
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AOVANCES 1 @ Ipi/nivo treatment resulted in a longer duration of
SRS OS independent of the PD-L1 level or TMB
Subgroup PI::;IS Median Overall Survival SR T;;;:dc?)atio PR

Nivolumab +
ipilimumab Chemotherapy
(N=583) (N=583)

months

All randomized 0.73 (0.64-0.84)
<1% 0.62 (0.49-0.79)
=1% 0.79 (0.65-0.96)
Subgroup Analyses ;
PD-L1
1-49% 396 15.1 15.1 —— 0.94 (0.75-1.18)

Tumor mutational burden
Low, <10 mut/Mb 0.75 (0.59-0.94)

High, =10 mut/Mb 0.68 (0.51-0.91)
FL- dind urmo rnutdatonal Durd
(mut/Mb) combined E
PD-L1<1% i
Tumor mutational burden <10 111 155 13.0 —— 0.69 (0.46-1.05)
Tumor mutational burden =210 86 20.4 112 @ —o— | 0.51 (0.30-0.87)
PD-L121%
Tumor mutational burden <10 269 16.2 12.1 —— 0.78 (0.59-1.02)
Tumor mutational burden 210 213 24.4 18.1 —.—E— 0.77 (0.54-1.09)
PD-L1 250% i
Tumor mutational burden <10 125 18.1 8.1 —.—E- 0.67 (0.44-1.03)
Tumor mutational burden 210 111 NR 17:2 ———0 0.63 (0.37-1.07) Hellman et al’ NEJM’ 2019
O.I?.S 0.I50 1.I00 2.60 “

- I ==iXccc GHOPA GCsitc>
Nivolumab + Ipilimumab Chemotherapy £ rity ConcerCo ey b By o i
© 2020-2021 Sociely for Immunotherapy of Canc._. Better Better

Association of Comm Jncer Centers
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ANCES N CheckMate 227: Ipilimumab + nivolumab
MMQ vs chemotherapy for 1L NSCLC

20 40
18 35 37.9
16 17.1 17.2
30
z 14 14.9
)
é 12 _ 25
£ S
2 10 ez 20 23.1
c o
% 8 15
[
S 6
10
4
2 5
0 0
PD-L12 1% PD-L1< 1% PD-L12>1% PD-L1< 1%
H Ipilimumab + nivolumab B Nivolumab (+ chemotherapy) H Ipilimumab + nivolumab B Nivolumab (+ chemotherapy)
1 Chemotherapy 1 Chemotherapy
Ramalingam, ASCO 2020. QYAAEM oo (e HOPA th
#LearnACl O EMERGENCY MEDICNE i1 ot Conee o Hematiog Oncloa
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KEYNOTE-024: Pembrolizumab vs.

H

Hematology,

ADVANCES IN (\
Q Chemoth for PD-L1 2 50% NSCLC
IMMUNOTHERAPY™ e O e ra py O r - (0]
A 70.3 No. of Events HR {95% Cl)
54.8 Pembrolizumab 73 0.63 (0.47 to 0.86)
100 i Chemotherapy 96 P=.002*
90 4
80 51.5
20 - 345 Median OS (months) (95% CI)
i 30.0 (18.3 to NR)
< 601 14.2 (9.8 t0 19.0)
i e St
© 40
30 +
20
10
0 3 6 9 12 15 18 21 24 27 30 33
Time (months)
No. at risk:
Pembrolizumab 154 136 121 112 106 96 89 83 52 22 5 0
Chemotherapy 151 123 107 88 80 70 61 55 31 16 b 0
YAAEM ——xcco
Reck, J Clin Oncol 2019, HLearnAC| AT
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AKWA)NCES(\ KEYNOTE-042: Pembrolizumab vs.
@ Chemotherapy for PD-L1 2 1% NSCLC

IMMUNOTHERAPY™

N . S 0,
Overall Survival: TPS 250% R —— Overall Survival: TPS 21-49% (exploratory Analysis?)

Uzt Pembro 157 (52.5%) 0.69 0.0003 Events  HR(95% Cl)
90 (0.56-0.85) : Pembro 214 (63.3%)  0.92
80 . _ (0.77-1.11)
70 ‘

60 Median (95% Cl)

- 50) Median (95% CI)

40 12.2mo (10.4-14.2)
30 ;

12.1mo (11.0-14.0)

24
Months Months

No. at Risk No. at Risk

aNo alpha allocated to this comparison.

Survival benefit seemed to be driven by the TPS > 50% subset with little benefit witnessed in the subset TPS =1 - 49%

- A
L~ |
AAEM i o e HOPA Gsitc
AAAAAAAAAAAAAAA 7 A \or N N | !

EMERGENCY MEDICINE " e N7 Hematol logy/Oncology
CHaRBION 07 ThE aaREENEY BAYEICIAN Pharmacy Association B i i S

Lopes et al, ASCO 2018 #LearnACl
© 2020-2021 Sociely for Immunotherapy of Cancer



AD\/ANCES IN (\-)
IMMUNOTHERAPY™

SP142 (TC3 or IC3-WT)?

otherapy of Can

IMpower110: Atezolizumab vs
chemotherapy in 1L NSCLC

SP142 (TC1/2/3 or IC1/2/3-WT)?

=4 Aezoizome

- ARID T

-
(=]
o

@ =+ Chamomhersoy : -+ Cremohersy
g® g ®
= 70 == 0
2w T e
3= £
= 4 =
£ » § » L
20 20
- L -
¢ 0 2 &4 6 8 10 12 14 16 18 20 22 24 26 2'5 30 32 M 36 38 ¢ 0 2 4 6 8 10 12 14 16 18 20 22 24 26 238 .‘;5 32 3¢ 36 38
ND. 3t rEK Months ND. 3tk Months
AeZoRzumab 107 94 385 80 66 61 48 40 34 25 18 ¥ 11 7 6 § 2 A ZORZuUmab 277 252 226 204 134 93 74 58 7 22 17T 1 7 6 § 2
Cemomerapy 98 8 75 €5 S0 40 33 28 19 12 9 7 €6 ¢ 3 3 3 1 Chemomerapy 277 254 223 99 R. 08 79 63 43 24 10 7 6 4 3 3 3 1
Atezo Chemo Atezo Chemo
(n=107) (n=98) (n=277) (n=277)
mOS, mo 20.2 13.1 mOS, mo 17.5 14.1

0.83
(0.65, 1.07)

HRP 0.59 HRP
(95% Cl) (0.40, 0.89) (95% Cl)

AAAAAAAAAAAAAAA
E

Herbst, ESMO-I0 2019. #LearnACl

© 2020-2021 Sociely for Immunotherapy of Cancer

TC3 TC > 50%
IC3 IC > 10%
TC2/3 TC>5%
Ic2/3 IC>5%
TC1/2/3 | TC>1%
IC1/2/3 IC >1%

.
V-V -3
g o HOPA Csitc
; Hematology/Oncology
Pharmacy Association Society for Immunotherapy of Cancer
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Treatments not reliant on PD-L1
expression

— QAAEM —sccc geHOPA Coite>
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ey CheckMate 9LA: Nivolumab/Ipilimumab
Q + limited chemo study design
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Key Eligibility Criteria NIVO 360 mg Q3w + IPl 1 mg/kg Q6w
» Stage |V or recurrent NSCLC +
« No prior systemic therapy _ Chemod Q3w (2 cyc IES) Until disgase
« No sensitizing EGFR mutations progression,

or known ALK alterations @— unacc_ep_table
-+ ECOG PS 0-1 toxicity,

or for 2 years
Stratified by Chemod Q3w (4 cycles for immunotherapy
PD-L1P (< 1% vs = 1%), —r Q ( )

sex, and histology (5Q vs NSQ) kLl With optional pemetrexed maintenance (NSQ)

Primary endpoint Secondary endpoints
= OS » 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;
INSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; =Hierarchically statistically tested.

Presented By Martin Reck at ASCO 2020 gAAE M \C ; ; HOPA (t)

AMERICAN ACADEMY OF
EMERGENCY MEDICINE .. . Hematolo gy/o | ooy

............................... Pharmacy Association  Society for Immunotherapy of Cancer
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The 9LA regimen improves OS (HR 0.66), PFS, ORR

CheckMate 9LA: Nivolumab/Ipilimumab

100 NIVO + IPI + chemo Chemo =
(n = 361) (n = 358) emo %
81% Median OS, mo 15.6 10.9 2 <
80 4 . (95% CI) (13.9-20.0) (9.5-12.6) -
HR (95% CI) 0.66 (0.55-0.80) ORR, n (%) 138 (38) 89 (25)
' Odds ratio 1.9
< 60 ! : (95% Cl) (1.4-2.6)
o ! ! NIVO + IPI + chemo BOR, n (%)
© 40 : ! R CR 8 (2) 4 (1)
| ! PR 130 (36) 85 (24)
- ! ! Chemo D 164 (45) 185 (52)
! ! PD 32 (9) 45 (13)
. : ! DCR, n (%) 302 (84) 274 (76)
) ) ) I I I ) ) ) 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
NIVO + IPl + chemo 361 326 292 250 227 153 86 33 10 1 0
Chemo 358 319 260 208 166 116 67 26 11 0 0
May 26 2020: US FDA approves the 9LA regimen for all metastatic 1L
NSCLC with wt EGFR/ALK, regardless of PD-L1 levels.
AAEM AP i
Reck M et al, ASCO 2020. #learnACl B A — ’\(J(J(J é HmO/PA hgtg)
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v CES o Checkmate 9LA study: OS subgroup
IMMUNOTHERAPY™ a n a IyS |S

Median 0S, mo

SubgraL NIVO + IPI + chemo Unstratified HR Unstratified HR (95% CI)
n = 361 n = 358

All randomized (N = 719) 15.6 10.9 0.662 '

< 65 years (n = 354) 15.6 10.7 0.61 — |

65 to < 75 years (n = 295) 19.4 11.9 0.62 —

> 75 years (n = 70) 8.5 11.5 1.21 ———

Male (n = 504) 14.1 9.8 0.66 — |

Female (n = 215) 19.4 15.8 0.68 —0—:

ECOG PS 0 (n = 225) NR 15.4 0.48 —_—— |

ECOG PS 1 (n = 492) 13.6 9.7 0.75 —0—:

Never smoker (n = 98) 14.1 17.8 1.14 —:o—

Smoker (n = 621) 15.6 10.4 0.62 —— |

Squamous (n = 227) 14.5 9.1 0.62 —_——

Non-squamous (n = 492) 17.0 11.9 0.69 — |

Liver metastases (n = 154) 10.2 8.1 0.83 )

No liver metastases (n = 565) 19.4 12.4 0.64 —_——

Bone metastases (n = 207) 119 8.3 0.74 -

No bone metastases (n = 512) 20.5 12.4 0.65

CNS metastases (n = 122) NR 7.9 0.38 —_— |

No CNS metastases (n = 597) 15.4 11.8 0.75

PD-L1 < 1% (n = 264) 16.8 9.8 0.62 —_—— :

PD-L1 > 1% (n = 407) 15.8 10.9 0.64 — :

PD-L1 1-49% (n = 233) 15.4 10.4 0.61 ——

PD-L1 > 50% (n = 174) 18.0 12.6 0.66 ——
Minimum follow-up: 12.7 months. 0.125 0.25 0.5 1 2 4
aStratified HR; unstratified HR was 0.67 (95% Cl, 0.55-0.81). NIVO + IPl + chemo <+—— Chemo

EMERGENCY MEDICINE Hematology/Oncology

Presented By Martin Reck atASCO2020 77w RIS et et S T

QAREM ——iccc HOPA Csiteo
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Q Keynote-189: RP3 of pemetrexed/platinum

GM8

+/- pembro in non-squamous NSCLC (EGFR, ALK wt)

1L nonsquamous NSCLC ~ Pemetrexed+ _}ll ——

N=570, 2:1 randomization | Carbo/Cis |

Primary endpoint: PFS, target _
HR 0.7 e
Secondary: OS, ORR

Stratification: Pemetrexed+

PD-L1 prop score (<1% vs Carbo/Cis ) Pemetrexed
>1%), smoking status, cis vs +Pembro +Pembro

carbo

 EGFR, ALK WT
* No active CNS metastases

1L, first-line; ALK, anaplastic lymphoma kinase; Carbo, carboplatin; Cis, cisplatin; CNS, central nervous system; EGFR,

epidermal growth factor receptor; HR, hazard ratio; NSCLC, non-small cell lung cancer; ORR, overall response rate; OS,

overall survival; PD, progressive disease; PD-L1, programmed death-ligand 1; Pembro, pembrolizumab; PFS,

progression-free survival; RP3, randomized phase 3; WT, wild type. )
https://www.businesswire.com/news/home/20180116005680/en/Mercks-KEYTRUDA-pembrolizumab-Significantly- Gandhi L NEJM 2018
Improved-Survival-Progression-Free. Accessed Mar 2018.

QAAEM —cce gyHOPA Csite>

EMERGENCY MEDICINE
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ADVANCES I Keynote-189: RP3 of pemetrexed/platinum
@ +/- pembro in non-squamous NSCLC (EGFR, ALK wt)

IMMUNOTHERAPY™
OS HR 0.49 (P<0.001, CI 0.38 to 0.64)
s 1Y OS rate: 69% pembro vs 49%
4] [ Swasss T control
g 0 -\\\\'—' K th‘h‘!ﬁu’ FPembrolizumab combination
g s \"L\{ ) ‘J_-'.".:L'_-HL].J.III.:_LI. uas
_Uz = M-J-JL" i EE
?ﬂb Riag Iul-;':ll_'-:'l:l:'- :r_lrn‘.:'-il"-urif;n
§ 30-
Months
; - Gandhi L NEJM 2018

Bottom line: pembro prolongs OS when added to chemo and is a new standard
for non-squamous NSCLC regardless of PD-L1 level HOPA Csitc >

Hematology/Oncology

©2020-2021 Sociey for Immur (EGFR, ALK negative) T e
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Keynote 189: OS benefit across PD-
L1 subgroups

TPS <1% TPS 1-49% TPS 250%
HR HR HR
Events (95% CI) P2 Events (95% CI) P2 Events (95% CI) P2
Pembro/Pem/Plat 38.6% 0.59 0.0095 28.9% 0.55 0.0081 25.8% 0.42 0.0001
Placebo/Pem/Plat  55.6%  (0.38-0.92) 48.3%  (0.34-0.90) 51.4%  (0.26-0.68)
100+ 61.7% 100+ 71.5% 100 73.0%
904 52.2% 90 50.9% 90+ 48.1%
804 804 804
00w w1
70+ 70+ 70+
., 604 ., 604 ., 60+
=N = B
;5 50- s 50- i1 11 4 504 TTNETI
(7)) 1] 17}
O 404 | | O 401 O 40
301 301 301
204 Median (95% CI) 20- Median (95% CI) 20 Median (95% CI)
10 15:2 mo (12.3-NE) 10 NR (NE-NE) 10d NR (NE-NE)
12.0 mo (7.0-NE) 12.9 mo (8.7-NE) 10.0 mo (7.5-NE)
0 T T T T T 1 0 T T T T T 1 0 T T T T T 1
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months Months
No. at Risk No. at Risk No. at Risk
127 113 104 79 42 20 6 0 128 119 108 84 52 21 5 0 132 122 114 96 56 25 6 0
63 54 45 32 21 6 1 0 58 54 47 32 17 5 2 0 70 64 50 35 19 13 4 0

Gandhi et al, AACR 2018; Gandhi et al, NEJM 2018

© 2020-2021 Sociely for Immunotherapy of Cancer

. aNominal and one-sided. Data cutoff date: Nov 8, 2017.

DAAENM ——xccc & HOPA

EMERGENCY MEDICINE Hematology/Oncology
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A(WA)NCES(\ KEYNOTE-189: Pembrolizumab/chemotherapy vs
@ Chemotherapy Alone for Advanced Non-
Squamous NSCLC

IMMUNOTHERAPY”

25

Events, n/N (%) HR (95% CI)

N
o

Pembrolizumab combination 213/410 (52.0) 0.56
Placebo combination  144/206 (69.9) (0.45 to 0.70)

100 4
90 - . 12-month rate
30 : 70.0%
70 J : 48.1% : 24-month rate
60 4 : : 45.5%
40 J H : Median (95% Cl)
30 : H 22.0 months (19.5 to 25.2)
] : ? 10.7 months (8.7 to 13.6)
20 - : :
10 : :
1 ; 1 : 1

0 6 12 18 24 30
. - > 0 _ _A90 _ 0
Time (months) PD-L1 TPS > 50% PD-L1 TPS 1-49% PD-L1 TPS <1%

=
%]

=
o

0S (%)
Median OS (months)

w

o

B Pembrolizumab + chemotherapy B Chemotherapy

AAEM o Csit
Gadgeel, J Clin Oncol 2020. géﬂ?ﬁé‘éﬁc‘v“n”s‘»‘&ﬁ? ocero ’\(JQ(J #HO/PA Slt9
#learnACl = sime et v Pharmacy Association Sockety for Inmnotherapy of Cancer
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KEYNOTE 407 (Sqguamous NSCLC)
ADVANCES'N Q First line pembrolizumab + chemotherapy (carboplatin

IMMUNOTHERAPY™ paclitaxel/nab-paclitaxel) combination study
Carboplatin AUC 6
Patients: (N = 560) (Q3W x4)
Metastatic/ recurrent - Paclitaxel 200mg/m? Pembrolizumak
squamous NSCLC _ - Or Nab-Pac 100mg/m? 200 mg Q3W (*
First line metastatic i e - Pembrolizumab (200 mg
treatment ' Q3W)
Measurable disease '
ECOG PS 0-1
Stable CNS metastases

* Primary Endpoint: Overall and Progression Free Survival Stratify:
« Secondary Endpoints: ORR, AE PD-L1 TPS score: >1% vs <1% Paz-Ares NEJM 2018

* Exploratory Endpoints: QoL Paclitaxel vs nab-paclitaxel

* Up to 2 years

AE, adverse event; AUC, area under the curve; CNS, central nervous system; ECOG, Eastern Cooperative Oncology
Group; NSCLC, non-small cell lung cancer; ORR, overall response rate; PD, progressive disease; PD-L1, programmed

death-ligand; Q3W, every 3 weeks; QoL, quality of life. ”
QAAEM ——ixccc &HHOPA Csitc>

AAAAAAAAAAAAAAAA
............................... Pharmacy Association Society for Immunotherapy of Cancer
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KEYNOTE-407: Pembrolizumab/Chemotherapy vs
Chemotherapy Alone for Advanced Squamous-

Cell NSCLC

A Overall Survival
100+
90+
g 80+
° 701
£
g 60 Pembrolizumab combination
0
2 504
=
= 40
2
S 304 ) —
2 acebo combination
I
a 204
Hazard ratio for death, 0.64 (95% CI, 0.49-0.85)
101 p<0.001
0 — 77—
0 3 6 9 12 15 18 21
Months
No. at Risk
Pembrolizumab combination 278 256 188 124 62 17 2 0
Placebo combination 281 246 175 93 45 16 4 0
Paz-Ares et al, N Engl J Med 2018. #LearnACI

© 2020-2021 Sociely for Immunotherapy of Cancer

B Subgroup Analysis of Overall Survival

Subgroup

Overall
Age
<65 yr
=65 yr
Sex
Male
Female
ECOG performance-status score
0
1
Region of enrollment
East Asia
Rest of the world
PD-L1 tumor proportion score
<1%
=1%
1-49%
=50%
Taxane-based drug
Paclitaxel
Nab-paclitaxel

No. of Events/

No. of Patients Hazard Ratio for Death (95% Cl)
205/559 —.—
88/254 —e—
117/305 —a—
167/455 —a—
38/104 ——
48/163 ——
157/396 ——
34/106 _—
171/453 —a—
73/194 _._
129/353 —a—
76/207 —a
53/146 —_—
140/336 —a
65/223 —a—
T T T
0.1 0.5 1.0

0.64 (0.49-0.85)

0.52 (0.34-0.80)
0.74 (0.51-1.07)

0.69 (0.51-0.94)
0.42 (0.22-0.81)

0.54 (0.29-0.98)
0.66 (0.48-0.90)

0.44 (0.22-0.89)
0.69 (0.51-0.93)

0.61
0.65
0.57
0.64

0.38-0.98)
0.45-0.92)
0.36-0.90)
0.37-1.10)

0.67 (0.48-0.93)
0.59 (0.36-0.98)

Pembrolizumab Combination
Better

Placebo Combination
Better

g AMERICAN ACADEMY OF
EMERGENCY MEDICINE

—ACCC £

HOPA

Hematology/Oncology
Pharmacy Association

Csite >
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IMpowerl50: Atezolizumab/Carboplatin/
Paclitaxel/Bevacizumab vs Carboplatin/Paclitaxel/
Bevacizumab in Advanced Non-Squamous NSCLC

Arm B: Arm C:
Landmark OS, % atezo + bev + CP bev + CP
12-month &67% 61% HR?,0.78
= = (95% CI: 0.64, 0.96)
18-manth 53% 41% P=0.0164
24-month 43% 34% Median follow-up: ~20 mo

100 4
90 4
80
704
60
50

40 -
30
20 4
10
o-

Overall Survival (%)

Median, 14.7 mo|

(95% CI: 13.3,16.9) |

i i
' i Median, 19.2 mo

{(95% CI: 17.0,23.8)

LI (YRR KR SN N PRR T
01234587

Socinski et al, NEJM 2018

T T T T T T

T T T T T T T T T T T T T T T T T T T T

2 91011121314151617 1819020212223 24252627 28 2030 313233 34

Time (months)

© 2020-2021 Sociely for Immunotherapy of Cancer

#LearnACl

Subgroup n (%)2
PD-L1-High (TC3 or IC3) WT 136 (20%)
PD-L1-Low (TC1/2 or 1IC1/2) WT 226 (32%)

PD-L1-Negative (TCO and ICO) WT 339 (49%)

Liver Metastases WT 94 (14%)
No Liver Metastases WT 602 (86%)
ITT (including EGFR/ALK+) 800 (100%)
EGFR/ALK+ only 104" (13%)
ITT-WT 696 (87%)
0:2

g AMERICAN ACADEMY OF
EMERGENCY MEDICINE

0704 L,
080y |
0824 |,
0.544
083y |,
Pl
0.544 ,
78y
1.0 2?0

Hazard Ratio®
In favor of Arm B: Infavor of Arm C:
atezo + bey + CP bev+ CP

Csite >

Society for Immunotherapy of Cancer
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Pharmacy Association



Slide 30

EE15 https://www.abstractsonline.com/pp8/#!/9045/presentation/10719
Emily Ehlerding, 7/27/2020



i " Society for Immunotherapy of Cancer
Ly Py

ADVANCES IN

O
IMMUNOTHERAPY™

Orwerallsurvival (%)
‘5
1

IMpowerl30: Atezolizumab + chemo vs
chemo alone for non-squamous NSCLC

Orverall survival Overall survivval
at 12 months at 24 months
Aterolimemah plus | 631% 30-6%
chemotherapy group | (95% 01 58-6-67-7) | (95% 0 33-6-457)
et 555% 30-0%
BMOthermpy 0P | roc (l48-0-622) | (5% 0 L7-382)
Aterolirumab plus chematherapy

grou
median overall survival 18-6 months (25% O 16-0-21-2)

Chematherapy group:
median overall survival 139 menths {95% (112.0-187)

HR 079 {095% (10-64-0-98); p=0-033

Mumber at risk (numkber censored)
Aterolizumab plus chemotherapy grovp 451 (0)
Chemotherapy group 228 (0}

West, Lancet 2019

400 (10)
19012}

o

351 {15)
161{13)

9 o

T T
15 18

T
Il

Time after randomisation {months)

305(18) 268(22)
136(13) 119{13)

© 2020-2021 Sociely for Immunotherapy of Cancer

194 {68) 129 (120)
90(28) 58{s2)

75(161)
3L{ro)

T
24 w

40(188) 12 {215}
13(85)  3{04)

4{221)
oio)

#LearnACl

Ateolizumah plus chemotherapy group  Chemotherapy group Hazard ratio (35% CI)
Evenits/mmbser Median overall Bvents/inumber Madian overall
of patients survival months of patients sprvival months
P a
Female Baj185 14 53/94 128 ——! 0-66{0-46-093)
Male 143/266 160 790134 142 . 087 {0-66-1-15)
Age i
<65 years 108/227 192 63114 166 —— 079 (0-58-1-08)
=65 years 118124 161 68114 126 [ o=l 078 [0-58-1-05)
ECOG Ps®
] 8E/189 208 45/a1 197 —p— 0-85(0-58-1-22)
1 138/261 152 851136 1ug . b 077 (0-58-1-00)
2 - NA 11 A HA
Tobacco usa histony
Maver 21/48 282 10017 195 —— 055 {0-26-1-19)
Current of previows 205/403 181 129/211 139 —— 081 {0-65-1-02)
Mo lfiver metastasis 174/382 1 109187 152 —— | 073 (0-57-0-92)
at enrolment H
Liver metastasis 53T 1040 231 B8 — 1-04 {0-63-172)
at enrolment i
PO-L1-high 43/88 173 2342 164 —— 084 (0:51-130)
PO-L1-low S4f128 237 3365 159 (R 070 {0-45-1-08)
PO-11-negative 129235 152 757 120 — i 081 {0-61-1-08)
Intention-to-treat 226451 186 131/228 139 - 079 (0-64-0-98)
wild-type population
[ 1
o1 10
+“— —®
Favours atezolimemab Favours chemotherapy
plus chemotherapy

AMERICAN ACADEMY OF
EMERGENCY MEDICINE

—=ACCC £

HOPA

Hematology/Oncology
Pharmacy Association

Csite >
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ADVANgE;‘;;“‘“"“ Immunotherapy for
Q relapsed/refractory NSCLC

IMMUNOTHERAPY™

Metastatic squamous or non-
Nivolumab squamous NSCLC with progression 240 mg Q2W or 480 mg Q4W
after chemotherapy (2" line)

Metastatic NSCLC with progression

Pembrolizumab after chemotherapy and PD-L1 2 1%

200 mg Q3W or 400 mg Q6W
Metastatic NSCLC with progression

Atezolizumab after Pt-chemotherapy and targeted 840 mg Q2W, 1200 mg Q3W, or 1680

therapy if EGFR/ALK mutation- mg Q4W
positive
AAEM
HLearnAC! ? : @ HO PA (t)

© 2020-2021 Sociely for Immunotherapy of Cancer
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Treatment arms

Median PFS

(months)

Second-line use of ICls in NSCLC

Median OS
(months)

CheckMate 017 and
CheckMate 057

KEYNOTE-010

(PD-L1 TPS 2 1%)

Vokes, Ann Oncol 2018.
Herbst, Lancet 2016.
Fehrenbacker, J Thorac Oncol 2018.

© 2020-2021 Sociely for Immunotherapy of Cancer

Nivolumab
Docetaxel
Pembrolizumab
Docetaxel
Atezolizumab

Docetaxel

19%
11%
18%
9%
14%

13%

#LearnACI

2.56

3.52

4.0

4.0

2.8

AAAAAAAAAAAAAAAA

111

8.1

12.7
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ADVANCESNQ Immunotherapy for stage |1l NSCLC

IMMUNOTHERAPY™

Stage Il NSCLC, ineligible for surgery and
without progression after chemoradiation

1t line stage Ill NSCLC (not candidate for
Pembrolizumab resection or definitive chemoradiation) with 200 mg Q3W or 400 mg Q6W
PD-L1 TPS 2 1%

Durvalumab 10 mg/kg Q2W

QAAEM —xccc geHOPA Cite>

#LearnACl BTN oo Cooman oo N aeaeoyoncdes, .
© 2020-2021 Sociely for Immunotherapy of Cancer



fwfmgs(\ PACIFIC: durvalumab consolidation
@ therapy for stage |1l NSCLC

IMMUNOTHERAPY™

No. of events/ Median OS5 12-month 0S5 24-month OS 36-month 05
No. of Events/ total no. of (85% CI) rate (85% CIj rate (95% CIj rate [95% CIj
Total No. Median PFS 12-Mo PFS 18-Mo PFS patients (%) months Yo Yo Yo
of Patients (95% CI) (95% Cl) (95% Cl) Durvalumab 210/476 (44.1) MR (38.4-NR) 83.1(79.4-86.2) B6.3(61.8-704) 57.0(523-61.4)
104 iy % % Placebo 134/237 (56.5)  29.1(22.1-35.1) T74.6(68.5-79.7) 55.3(48.6-61.4) 435 (37.0-49.9)
- Durvalumab 214476 16.8 (13.0-18.1)  55.9 (51.0-60.4) 44.2 (37.7-50.5) e Stratified hazanrd ratio for death, 0.69 (85% CI, 0.55-0.86)

0.9 Placebo 157/237 5.6 (4.6-7.8) 35.3 (29.0-41.7)  27.0 (19.9-34.5) LR Stratified hazard ratio for death from the primary analysis,” 0.68 (35% CI, 0.53-0.87)
w©
s 3
= 084 08
3 07 -
o 0.7 a2
L - 08+ |
u o " Durvalumab
5§ 0.6 i‘ a5 - : | T
‘@ 4 i ! |
@ 0.54 ' ] 04 1 T
‘no'n . ! Durvalumab a [ ! |
[ Yy v =1 : : Placebo
5 . ‘ 0.2 ! |
> y HEHE . |
= 03 . e 'S 01+ i i
3 | T b | |
2 0.24 1 i | ACERO 0 -+ T T } T T ¥ t T T T } T T T T 1
& Stratified hazard ratio for disease progression i o1 3 5 9 12 15 18 21 4 27 30 33 I 39 42 45 48 51 54

0.14  ordeath, 0.52 (95% Cl, 0.42-0.65) ! : Time from randomization [months)

Two-sided P<0.001 ! { No. at risk
0.0 . . : 4 ; ; . . | Dunvalumab 476 454 431 415 385 384 343 318 288 288 274 283 208 132 73 33 7 ] ]
0 3 6 9 12 15 ]8 21 24 27 Placebo 237 220 198 178 171 156 143 133 123 116 107 =] Ta 43 25 13 5 1 (1]

Months since Randomization

Antonia, N EnglJ Med 2017.

Gray, J Thorac Oncol 2020. QMAAEM ,’.\CCC @ HOPA th

#LearnAC! A pematacgy oncoloo

Pharmacy Association Society for Immunotherapy of Cancer
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Outline

* Non-small cell lung cancer
* Front-line — PD-L1-selected and unselected
 Later lines of treatment
* Stage Il

* Small cell lung cancer
* Future directions for lung cancer immunotherapy

iE .
AAEM .CC HOPA Csit
+
g“ NECES @ Mod B sitc >
ssociation of Communily Cancer Center lematology/Oncology
#learnACl e SENRRIREN < oS o PR Rhoto  Rosirior iy o i
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Small cell lung cancer

* Median survival 1-2 years
after diagnosis

e Until recently, only one
FDA-approved 2" line
option: topotecan — DOR:
3.3 months

* Recent approvals of
immunotherapies mark
the first progress in
decades

#LearnACl
© 2020-2021 Sociely for Immunotherapy of Cancer

Small cell carcinoma
(~10-15%)

Early, widespread metastasis; Most
common in heavy smokers

Small cell lung
cancer (SCLC)

Squamous cell carcinoma
(~25-30%)

Most often arises in mucous
membrane of proximal bronchi

Adenocarcinoma (~40%)

Common; Includes bronchioloalveolar
carcinoma (BAC)

Large cell undifferentiated
carcinoma (~10-15%)

Rare; Large, rapidly-growing tumors
often located in peripheral lung tissue

AAAAAAAAAAAAAAA
sssssssssssssssssssssssss

Non-small cell lung
cancer (NSCLC)

Non-squamous

Hematology/Oncology
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G =mmeeneee - N @ gdvances in the treatment of small
ADVANCES IN (\
@ cell lung cancer (SCLC)

IMMUNOTHERAPY”

SCLC The four new targetable subgroups of SCLC
showed differential response to drugs

subtype PARP inhibitors wiihhm
SCLC-N \
NEUROD1 SCLC-P
I. ’ ScLC-l
SCLC tumors (n=81) SCLC-A

George et al.

i % U@
o ® (o’,\
b
Ap—— T\OT€ SeNsitive
relative IC50_ .
0 0.5 1.0

NEUR?Dl - - - New clinical trials testing aurora kinase
(31%) inhibitors in SCLC (PI: Byers/Gay)
AAEM o e i
Gay et al Cancer Cell In press g ’\(J(J(J @ HmO/PA kgts,)
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ADVANCESNM@ Approved checkpoint inhibitors in

IMMUNOTHERAPY”

SCLC

Nivolumab

Pembrolizumab

Atezolizumab +
carboplatin +
etoposide

Durvalumab +
etoposide +
carboplatin/cisplatin

© 2020-2021 Sociely for Immunotherapy of Cancer

Metastatic small cell lung cancer with
progression on Pt-chemotherapy and
one other therapy (3" line)

Metastatic small cell lung cancer with
progression on Pt-chemotherapy and
one other therapy (3" line)

1%t line extensive stage SCLC

1%t line extensive stage SCLC

#LearnACl

240 mg Q2W

200 mg Q3W

For 4 cycles: atezolizumab 1200 mg +
carboplatin + etoposide Q3W
Maintenance: 840 mg Q2W, 1200 mg
Q3W, or 1680 mg Q4W

For 4 cycles: 1500 mg durvalumab Q3W +
chemotherapy; Maintenance: 1500 mg
durvalumab Q4W

QAAEM ——xccc gHOPA Citc>

sssssssssssssssssssssssssssssssssss
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ADVANCES @ Impower 133: the addition of atezolizumab to
carbo/etoposide prolongs OS in ES SCLC

A Overall Survival

IMMUNOTHERAPY™

100 Rate of Overall Survival at 12 Mo
90 Atezolizumab 51.7% (95% Cl, 44.4-59.0)
= 30 Placebo 38.2% (95% Cl, 31.2-45.3)
& Stratified hazard ratio for death, 0.70 (95% Cl, 0.54-0.91)
T 70
=
g 60
tﬁ .
6 S0t ————— s
-=
= 40
2
'E 30 :
E 20 Bamms * Atezolizumab
10 Median in the placebo group, ' : Median in the atezolizumab group, Placebo
0 10.3 mo (95% Cl, 9.3-11.3) | ! 12. 3 mo (95% cl, 10 8-15. 9)
I I I I I I I I I I I
0123456789101112131415161718192021222324
Months
No. at Risk
Atezolizumab 201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11 5 3 2 1
Placebo 202 194 189 186 183 171 160 146 131 114 96 81 59 36 27 21 13 8 3 3 2 2
First immunotherapy drug (or targeted agent) to Horn et al, NEJM 2018
- . . Al )
improve OS in ES SCLC in RP3 trial! QAAEM ——xcce ¢HOPA (9

© 2020-2021 Sociely for Immunotherapy of Cancer



Slide 40

GM12 NEW SLIDE
Guijarro Munoz,Irene, 12/8/2020



GM13

i Society for Immunotherapy of Cancer
Ly Py

ADVANCES IN @
canesr CASPIAN study
PFS
1.0 - D+T+EP EP 1.0 =
Events, n/N (%) 229/268 (85.4) 236/269 (87.7)
0.8 mPF8*, months 4.9 5.4 08 -
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Durvalumab *+ tremelimumab + platinum-etoposide
in first-line extensive-stage SCLC (ES-SCLC): phase Il

Overall Survival: D+T+EP vs EP (Primary Endpoint)
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p-value 0.0451*
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ADVANCESNQ Front-line ICls in SCLC
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Huang, J Hematol Oncol 2020. #LearnACl
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Later-line ICls in SCLC
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H Nivolumab ™ Pembrolizumab
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* Non-small cell lung cancer
* Front-line — PD-L1-selected and unselected
 Later lines of treatment
* Stage Il

* Small cell lung cancer

* Future directions for lung cancer immunotherapy

i .
S b . |
gAAEM NCCC HOPA (t
Anican acanty b ACCE @ Haetolosy O SIS
ssociation of Community Cancer Centers amatologyy neelog
#learnACl = e SURSRIELIENSR ~ monit e s NG ot R

© 2020-2021 Sociely for Immunotherapy of Cancer



A‘WA)NCES@ In development: answering
M outstanding questions

IMMUNOTHERAPY”

* Biomarker-driven treatment
* Timing of different treatments and combinations
* Emerging toxicities
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* Biomarker-driven treatment

y—— Current Lung-MAP Schema

. In Development
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* Biomarker-driven treatment

outstanding questions

* Timing of different treatments and combinations

* Emerging toxicities

Stratification
¢ PD-L1 status
*  Smoking status

INSIGNIA trial
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Arm A

1st-line treatment

Arm B

2"line treatment

> Pembrolizumab

1%t-line treatment

2"d_line treatment

Pembrolizumab

> Pembrolizumab

1st-line treatment

Induction

) Maintenance
Pembrolizumab +

Pembrolizumab +
pemetrexed

pemetrexed +
carboplatin
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> +pemetrexed +
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Not specified
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* Emerging toxicities — radiation and ICls

Chest CT performed 5 months after completing right axillary radiotherapy
(March 2018) and 1.5 months after initiating nivolumab therapy

Axillary radiation treatment field from September-
October 2017 demonstrating overlap with peripheral
lung.
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* NSCLC has been a proving ground for checkpoint inhibitors
* Many front-line options available for NSCLC
* Clear-cut biomarkers still lacking

* SCLC is beginning to benefit from immune checkpoint
inhibitor treatments
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Brahmer et al. Journal for InmunoTherapy of Cancer (2018) 6:75

https//doi.org/10.1186/540425-018-0382-2 Journal for ImmunoTherapy
of Cancer

POSITION ARTICLE AND GUIDELINES Open Access

The Society for Immunotherapy of Cancer @
consensus statement on immunotherapy

for the treatment of non-small cell lung

cancer (NSCLC)

Julie R. Brahmer', Ramaswamy Govindan’, Robert A. Anders®, Scott J. Antonia®, Sarah Sagorsky‘r’,

Marianne J. Davies®, Steven M. Dubinett’, Andrea Ferris®, Leena Gandhi®, Edward B. Garon'?,

Matthew D. Hellmann'', Fred R. Hirsch'?, Shakuntala Malik'>, Joel W. Neal'*, Vassiliki A. Papadimitrakopoulou'®,
David L. Rimm'®, Lawrence H. Schwartz'/, Boris Sepesi'®, Beow Yong Yeap'®, Naiyer A. Rizvi® and Roy S. Herbst?""
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* A 60 year old man with a 15 packyear history of smoking in his twenties
presents with two episodes of hemoptysis (~10cc) and is found to have
metastatic lung adenocarcinoma with multiple liver and bone metastases.

* MRI brain shows a 6mm lesion in the right frontal lobe. He is neurologically
asymptomatic.

* His PDL1 is 0%. He is eager to initiate treatment.

1. Which of the following do you recommend?
A. Initiate treatment with carboplatin/pemetrexed/pembrolizumab (KN189)
B. Initiate treatment with ipilumumab/nivolumab (CM 227)
C. Await results of molecular profiling of EGFR, ALK, and other driver oncogenes.
D. Initiate treatment with chemotherapy alone.
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 He is found to be EGFR and ALKwt and have a KRAS G12V mutation.

2. Which of the following regimens would you recommend?

A.

mo o w

Pembrolizumab.

Ipilumumab and nivolumab (CM 227)
carboplatin/pemetrexed/pembrolizumab (KN189)
Carboplatin/pemetrexed/ipilumumab/nivolumab (9-LA)
Carboplatin/paclitaxel/atezolizumab/bevacizumab.
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0) Case Study 1

He states that his highest priority is to minimize the amount of
chemotherapy he receives.

2. Which of the following approved regimens do you recommend?

A.

monw

Pembrolizumab.
Ipilumumab and nivolumab (CM 227)
carboplatin/pemetrexed/pembrolizumab (KN189)

. Carboplatin/pemetrexed/ipilumumab/nivolumab (9-LA)

Carboplatin/paclitaxel/atezolizumab/bevacizumab.
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e A 70 year old man with a history of Hodgkin’s disease treated with
mantle field radiotherapy in 1970, and 10 packyear smoking, presents
with stage 3A squamous lung cancer with a 4.5 cm primary and
multiple ipsilateral mediastinal LNs involved (T2N2MO). He is EGFR
and ALK wt, PD-L1 20%. He has been told that he cannot receive
additional RT to his lungs or mediastinum.

1. Which of the following regimens are approved in this setting?
Durvalumab (Pacific regimen)

Pembrolizumab

Ipilumumab/nivolumab (Checkmate 227)
Carboplatin/paclitaxel/ipilumumab/nivolumab (9-LA regimen)

Cnwx
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