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« Consulting Fees: AstraZeneca, Boehringer Ingelheim

+ Fees for Non-CME/CE Services Received Directly from a Commercial
Interest or their Agents: Genentech

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

cer

* 80-85% non-small cell lung cancer (NSCLC)
* 10-15% small cell lung cancer (SCLC)

Male
Lung & bronchus 76,650
Prostate 31,620
i Colon & rectum 27,640
32 Pancreas 23,800
3 Liver &intrahepaticbileduct 21,600
? Leukemia 13,150
& Esophagus 13,020
E Urinary bladder 12,870
E Non-Hodgkin lymphoma 11,510
Brain & other nervous system 9,910
Allsites 321,670

American Cancer Society
© 2019-2020 Sociely for Immunotherapy of Cancer

Female
24% Lung & bronchus 66,020  23%
10% Breast 41,760  15%
9% Colon &rectum 23,380 8%
% Pancreas 21,950 8%
% Ovary 13980 5%
4% Uterine corpus 12,160 4%
4% Liver &intrahepatic bile duct 10,180 4%
4% Leukemia 9,690 3%
4% Non-Hodgkin lymphoma 8,460 3%
3% Brain & other nervous system 7,850 3%
All sites 285,210
DA AGEE
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Nivolumab
PD-1

Pembrolizumab
PD-1

Atezolizumab
PD-L1

Durvalumab
PD-L1

Ipilimumab
— CTLA-4

© 2019-2020 Sociely for Immunotherapy of Cancer

Immune checkpoint inhibitors in
lung cancer

. 2015

Nivolumab:
2" line Sq NSCLC

Nivolumab:

2" line Non-Sq
NSCLC
Pembrolizumab:
2" line NSCLC
(PD-L1 > 50%)

‘2017

2016

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

Pembrolizumab:
2" line NSCLC
(PD-L1 2 1%)

Atezolizumab:
2" line NSCLC

#LearnACl

Pembrolizumab
+ Pemetrexed +
Carboplatin:

15t line NSCLC

. 2018

Atezolizumab +
Etoposide/Platinum:
Durvalumab: 1t line ES-SCLC
Stage Il NSCLC

(unresectable) s/p  Pembrolizumab:
chemoradiation w/o 13t |ine PD-L1+ Stage

progression 11l NSCLC

Nivolumab:
3rd Jine SCLC

Pembrolizumab:
3d-line ES-SCLC

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

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

Dol

el

QAAEM

. 2019 .

2020

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

Nivolumab +
ipilimumab:

1st 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% line
NSCLC with no
EGFR/ALK mutations
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Immunomodulatory Effects of
Chemotherapy

CHEMOTHERAPY IMMUNOTHERAPY

ogg

@@
09|

Repression of immunosuppressive
cells

@ Tumor cell [ @
@ re @
0 Treg Increased antigen recognition Increased function of T cells
K ©

@ MDSC Increased antigen presentation

Q ™M

Leonetti, etl al., Molecular basis and rationale for combining immune checkpoint inhibitors with chemotherapy in NSCLC q‘AAEmM Dl @ I'jo PA (/Slty

Drug Res Updates 46 (2019)
® 2019-2020 Sociely for Immunotherapy of Cancer
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Histology

I
| |

First Line
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Treatment Algorithm for First Line
Advanced NSCLC

NonSquamous NSCLC

PDL1 High
(>50%)

| | —

e Pembro
Flrs_l’_cKLIme Chemo/10 Chemo/10 or

Nivo/Ipi

Pembro or
Atezo

Accc &HOPA Csite>
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©) Treatment Naive Regimens:
Competing Strategies in NSCLC

* Single Agent Immunotherapy in First-line NSCLC
* KEYNOTE 024 — Pembrolizumab vs. Chemotherapy in PD-L1 2 50%
* KEYNOTE 042 — Pembrolizumab vs. Chemotherapy in PD-L1 2 1%
* IMPOWER-110-Atezolizumab vs Chemo in PDL1>50%

* Chemo-Immunotherapy in First-line NSCLC
* Pembrolizumab: KN-21G, KN-189, KN407 (SCC)
* Atezolizumab: IMPOWER-150, IMPOWER-133

* Nivolumab + Ipilimumab +platinum-doublet (2 cycles): CM-9LA

* Combination Immune Checkpoint Blockade in First-line

* CHECKMATE 227 — Ipilimumab + Nivolumab vs. Chemotherapy in advanced NSCLC -high TMB

© 2019-2020 Sociely for Immunotherapy of Cancer
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Eoncer ©) Immunotherapy for first-line

treatment of metastatic NSCLC
= S = R

200 3W or 400 6W
EGFR/ALK mutations mg G3W or 400 m Q!
. 1¢t line metastatic NSCLC with PD-L1 2 50% of tumor cells or 2
dzclizaneh 10% of immune cells with no EGFR/ALK mutations 840 mg Q2W, 1200 me Q3W, or 1680 mg Q4W
. A 15t line metastatic NSCLC with PD-L1 21% and no EGFR/ALK
Nivolumab + ipilimumab .
mutations
Nivolumab + ipilimumab + platinum-

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

15t line metastatic NSCLC with no EGFR/ALK mutations

Nivolumab 360 mg Q3W + ipilimumab 1 mg/kg Q6W + 2 cycles of
chemotherapy
. - . ~ .
Pembrcllzumab.+ pemetrexed + 1st line metastatic non squamc?us NSCLC with no EGFR/ALK 200 mg Q3W or 400 mg QEW
platinum mutations
Pembrolizumab + carboplatin +
paclitaxel/nab-paclitaxel

1st line metastatic squamous NSCLC 200 mg Q3W or 400 mg Q6W
Atezolizumab + bevacizumab +
paclitaxel + carboplatin

15t line metastatic non-squamous NSCLC with no EGFR/ALK

For 4-6 cycles: atezolizumab 1200 mg Q3W + chemotherapy +
mutations bevacizumab; Maintenance: 840 mg Q2W, 1200 mg Q3W, or
1680 mg Q4W
Atezolizumab + nab-paclitaxel + 1st line metastatic non-squamous NSCLC with no EGFR/ALK For 4-6 cycles: atezolizumab 1200 mg Q3W + chemotherapy
carboplatin mutations Maintenance: 840 mg Q2W, 1200 mg Q3W, or 1680 mg Q4W
AAEM yooe HHOPA  Cite
#learnACl ‘} i e = - lé o ...;.:_{3-
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Immunotherapy for

relapsed/refractory NSCLC
| omg | ndiaton | Dose |

Nivolumab

Pembrolizumab

Atezolizumab

© 2019-2020 Sociely for Immunotherapy of Cancer

Metastatic squamous or non-
squamous NSCLC with progression
after chemotherapy (2™ line)

Metastatic NSCLC with progression
after chemotherapy and PD-L1 2 1%

Metastatic NSCLC with progression
after Pt-chemotherapy and targeted
therapy if EGFR/ALK mutation-
positive

#LearnACl

240 mg Q2W or 480 mg Q4W
200 mg Q3W or 400 mg Q6W

840 mg Q2W, 1200 mg Q3W, or 1680
mg Q4W

YAAEM xoeo .@;HOPA (s|t9
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KEYNOTE-024: Pembrolizumab vs.
Chemotherapy for PD-L1 Positive (2 50%)

NSCLC Study Design (NCT021427389)

Key Eligibility Criteria
* Untreated stage IV NSCLC
* PD-L1 TPS 250%
* ECOG PS 0-1

* No activating EGFR mutation or
ALK translocation

* No untreated brain metastases

* No active autoimmune disease
requiring systemic therapy

Reck M et al, ESMO 2016, NEJM 2016
© 2019-2020 Sociely for Immunotherapy of Cancer

Pembrolizumab

200 mg IV Q3W
(2 years)
Platinum-Doublet PD Pembrolizumab
Chemotherapy @~ -~~~ > 200 mg Q3W
(4-6 cycles) for 2 years

Xeec e HOPA Csitc >
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ADVANCESN@ KEYNOTE-024: Pembrolizumab vs.
RO R Chemotherapy for PD-L1 2 50% NSCLC
Overall Survival o WedER  OR s
n mo (95% ClI)
Pembro 44 NR 0.60
o ; Chemo 64  NR (041089 %9
901 i 170%
80 " 154%
701 ,
601 ' !
o 501 i !
O 401 : !
301 ' :
201 ! i
10 i :
no 3 6 9 12 15 18 21
No. at risk Time, months
154 136 i 82 39 1 2 0
151 123 106 64 34 7 1 0
Reck M et al, ESMO 2016, NEJM 2016 QQAAEM NCatata @HOPA
© 2019-2020 Sociely for Immunotherapy of Cancer
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ADVANCESN@ KEYNOTE-042: Pembrolizumab vs.
R Chemotherapy for PD-L1 2 1% NSCLC

Key Eligibility Criteria Pembrolizumab
« Untreated locally advanced or 200 mg Q3W
metastatic NSCLC of any histology for up to 35 cycles
*PD-L1TPS 21%
* No sensitizing EGFR or ALK alterations _ “Randomize
«ECOGPSOor 1 1:1

+ No untreated or unstable CNS (e=rpoplat “:‘WC Jur 5430
metastases Paclitaxel 200/mg/m= Q3 W
« No history of pneumonitis that required OR

systemic corticosteroids Carboplatin AUC 5'or 6 Q3W +
Pemetrexedi500img/m=QBWe:

IW =+
S

Stratification Factors
* Region (east Asia vs rest of the world)
»ECOGPS (0 vs 1) End points
» Histology (squamous vs nonsquamous) ¢ Primary: OS in PD-L1 TPS >50%, >20%, and 1%
*PD-L1 TPS (250% vs 1-49%) « Secondary: PFS and ORR in TPS >50%, >20%,
and >1%; safety in TPS >1%

*Pemetrexed maintenance therapy was optional but strongly encouraged for patients with nonsquamous histology.

Xeec e HOPA Csitc >

Lopes et al, ASCO 2018
© 2019-2020 Sociely for Immunotherapy of Cancer
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Overall Survival: TPS >50%

No. at Risk

Pembro 157 (52.5%)

Months

0.0003

10.4-14.2)

P

100
90

80

70

® 60
7 50:
40

30

20

10:

#No alpha allocated to this comparison.

KEYNOTE-042: Pembrolizumab vs.
Chemotherapy for PD-L1 2 1% NSCLC

Overall Survival

Overall Survival: TPS 21-49% (Exploratory Analysis?)

Events  HR(95% Cl)

Pembro 214 (63.3%) 0.92
(0.77-1.11)

Median (95% Cl)

Months

Survival benefit seemed to be driven by the TPS 2 50% subset with little benefit witnessed in the subset TPS = 1 - 49%

Lopes et al, ASCO 2018

© 2019-2020 Sociely for Immunotherapy of Cancer
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Ghandi et al, NEJM 2018

©

KEYNOTE-189: Pembrolizumab/Platinum
/Pemetrexed vs Chemotherapy Alone for

Advanced Non-Squamous NSCLC

Key, Eligibility_Criteria

* Untreated stage IV

nonsquamous NSCLC

* No sensitizing EGFR or

ALK alteration

* ECOGPSOor1
* Provision of a sample for

PD-L1 assessment

* No symptomatic brain

metastases

* No pneumonitis requiring

systemic steroids

Stratification Factors

« PD-L1 expression

(TPS2<1% vs 21%)

* Platinum

(cisplatin vs carboplatin)

= Smoking history

(never vs former/current)

© 2019-2020 Sociely for Immunotherapy of Cancer

Pembrolizumab 200 mg +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 756 mg/m?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mg/m? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Pembrolizumab

200 mg Q3W for

up to 31 cycles
+

Pemetrexed
500 mg/m? Q3W

Placebo (normal saline)
for up to 31 cycles
+

Pemetrexed
500 mg/m? Q3W

Pembrolizumab
200 mg Q3W
for up to 35 cycles

Xcce HOPA  Csite >
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Ghandi et al, NEJM 2018
® 2019-2020 Sociely for Immunotherapy of Cancer

KEYNOTE-189: Pembrolizumab/Platinum
/Pemetrexed vs Chemotherapy Alone for
Advanced Non-Squamous NSCLC

100
90

80

704 Pembrolizumab combination
60
50

40

Placebo combination

Patients Who Survived (%)

30

20

Hazard ratio for death, 0.49 (95% Cl, 0.38-0.64)
P<0.001

0 T T T T T T 1
0 3 6 9 12 15

Months

AceC L HOPA Csitc >
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PD-L1<1%

KEYNOTE-189: Pembrolizumab/Platinum
/Pemetrexed vs Chemotherapy Alone for
Advanced Non-Squamous NSCLC

PD-L1=1-49%

_ 904
& 804 X 30
T 70 3 7o Pembrolizumab combination
: w] — E
E st Pembrolizumab combination E sl _—
3 40q Placebo combination 2 4
g 30 £ 30
B 204 F 209
& 10| Hazard ratio for death, 059 (95% C1, 0.38-0.92) 10 Hazard ratio for death, 055 (95% CI, 0.34-0.90)
T T T T d T T T T r T ,
3 6 9 215 18 21 3 6 9 2 15 18 2
Months PD-L1 =2 50% Months

Ghandi et al, NEJM 2018
® 2019-2020 Sociely for Immunotherapy of Cancer

100
90
80
70 :
60
] Plac

104 Hazard ratio for death, 0.42 (95% Cl, 0.26-0.68)

ebo combination

Patients Who Survived (%)
3

3 6 s 1 15 1’ 2 woeee MHOPA Csite
Months e !Qt ot ,,.,..‘.,..;.g,,
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A(DVAQCESN(\ KEYNOTE-407: Pembrolizumab/Chemotherapy vs
@ Chemotherapy Alone for Advanced Squamous-
Cell NSCLC

Key Eligibility Criteria L
Carboplatin AUC 6 Q3W + Pembrolizumab

* Untreated stage IV NSCLC Paclitaxel 200 mg/m?
. : g/m? Q3W OR
Cih SRS [ Sy nab-Paclitaxel 100 mg/m? Q1W 200(mg IOV

« ECOGPS0or1 for 4 cycles (each 3 wk) for up to 31 cycles

IMMUNOTHERAPY™

* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W + Placebo

* No ?neymtzniﬁ_sdrequifing Paclitaxel 200 mg/m? Q3W OR (normal saline) Q3W
systemic steroids nab-Paclitaxel 100 mg/m2? Q1W

for 4 cycles (each 3 wk)

for up to 31 cycles

Stratification Factors

* PD-L1 expression
(TPS?2<1% vs 21%) Optional Crossover®
« Choice of taxane Pembrolizumab
(paclitaxel vs nab-paclitaxel) 200 mg Q3W
« Geographic region
(east Asia vs rest of world) for up to 35 cycles

Xeec e HOPA Csite >
Paz-Ares et al, ASCO 2018 & v =
© 2019-2020 Sociely for Immunotherapy of Cancer
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A(DVAQCESN(\ KEYNOTE-407: Pembrolizumab/Chemotherapy vs
@ Chemotherapy Alone for Advanced Squamous-

IMMUNOTHERAPY™
PFS (RECISTv1.1, BICR) Overall Survival
Events HR (95% Cl) P Events HR (95% Cl) P
Pembro + Chemo  54.7% 0.56 <0.0001 Pembro + Chemo  30.6% 0.64 0.0008
Placebo + Chemo  70.1%  (#43°070) Placebo + Chemo  42.7%  (0:490:85)
100+ 1004
90 904
804 804
704 704
® 601 = 60
& 50 5 501
w
o 401 O 401
304 304
20 204
10 10
0 T T T T T T 1 0 T T T T T T 1
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months
No. at Risk No. at Risk
278 223 142 57 23 5 0 0 278 256 188 124 62 17 2 0
281 190 0 Pl 12 4 0 0 281 246 175 93 45 16 4 0

Xeec e HOPA Csitc >

Paz-Ares et al, ASCO 2018
© 2019-2020 Sociely for Immunotherapy of Cancer




11/9/2020

(/s-itc) Sacisy for Immunatherpy of

ADVANCES i Q CA209-003: Nivolumab in Heavily-pretreated

Advanced NSCLC (NCT00730639)
Phase 1, 5-Year Update

* First report of long-term

IMMUNOTHERAPY™

5-Year Survival

survival rate in patients with 107 Median OS (95% Cl), mo
metastatic NSCLC treated 80 Overall (N = 129) 9.9(7.8,12.4)
with an immune checkpoint
inhibitor g 7]
0 T 1y 0S,42%
. . © 40 ‘
* According to the National i | 2y05,24%
. | 3y0S,18%

Cancer Institute’s SEER data, 20+ ! ! ! Sy 05 16%
5-year survival rate for . | | Iy
patients with advanced 0 1 2 3 4 5 6 7 8
NSCLC iS 49% No. atRisk Years

129 49 27 20 17 16 3 1 0

Gettinger et al. JCO 2018
Brahmer et al, AACR 2017

Kcce HOPA (?|tt)

NCI SEER data, Lung and Bronchus Cancer, 2014
© 2019-2020 Sociely for Immunotherapy of Cancer
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A Overall Survival in Patients with a PD-L1 Expression Level of 1% or More

171 morthe (95% C,150-201)

* Primary endpoint: OS in PD-L1 i wow

)
0/ ” e so. ¥ suvival
2 1% (tumor cells ! ‘
2 3 : Nivolumab + ipilimumab
. . . 2 2 i Chemotherapy
* Nivo/ipi: 17.1 months £ ‘ ‘
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
* Chemo: 14.9 months
L S

* Longer duration of response
with nivo/ipi over chemo

volu umab, 17.2 months (95% CI, 12.8-22.0)
Pt rapy. 12.2 m ki (95%@ 9.2-143)

* Benefit of nivolumab + i
ipilimumab seen regardless of ix N
PD-L1 status in this study AREEEREEELERLLL

Months

No. at Risk

Nivolumab + ipilimumab 187 165 142 120 110 100 87 80 73 69 59 34 19 8 2 0
Chemotherapy 186 164 135 107 92 74 62 49 41 35 29 19 12 5 0 0

Kcce HOPA (?|tt)

Hellmann, NEJM 2019.
© 2019-2020 Sociely tor Immunotherapy of Cancer
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ADVANCESN@ CheckMate 9LA: Nivolumab/Ipilimumab

IMMUNOTHERAPY™ + I i ite d C h e O
Key Eligibility Criteria NIVO 360 mg Q3w + IPI 1 mg/kg QsW
« Stage IV or recurrent NSCLC +
« No prior systemic therapy Chemod Q3W (2 ccles) Until disgase
« No sensitizing EGFR mutations progression,
or known ALK alterations unaccggtable
« ECOG PS 0-1 toxicity,
or for 2 years
Sbtratified by Chemod QAW (4 C cles) for immunotherapy
PD-L1 1% vs 2 1%), : . :
sex, and hi(s:ologyv?szz vs)NSQ) EKLLY With optional pemetrexed maintenance (NSQ)

Primary endpoint Secondary endpoints
+ 0S * 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.

°NCT03215706; ®Determined 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;
NSQ: pemetrexed + cisplatin or carboplatin; SQ: paclitaxel + carboplatin; °Hierarchically statistically tested.

AceC L HOPA Csitc >

Reck M et al, ASCO 2020.
® 2019-2020 Sociely for Immunotherapy of Cancer
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ADVANCESN@ CheckMate 9LA: Nivolumab/Ipilimumab
IMPMUNCTHERAPY™ + Iimited Chemo

NIVO + IPI + chemo Chemo

100 (n=361) (n = 358)
Median 0S, mo 15.6 10.9 O+ IP
80 4 (95% Cl) (13.9-20.0) (9.5-12.6) emo emo
HR (95% CI) 0.66 (0.55-0.80) 6 8
60 : . ORR, n (%) 138 (38) 89 (25)
S ! ! 0dds ratio 1.9
5 . | ot LY P oo (5% O 1426
! ! o, BOR, n (%)
' ! B anoo—a Chemo CR 8 (2) 4(1)
20 : i PR 130 (36) 85 (24)
: i SD 164 (45) 185 (52)
5 : ! PD 32 (9) 45 (13)
0 3 6 9 12 15 18 21 24 27 30 DCR, n (%) 302 (&4) 274 (76)
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 1 0 0

Accc & HOPA Csitc >

Reck M et al, ASCO 2020.
® 2019-2020 Sociely for Immunotherapy of Cancer

11



CSItC > sy ir immnsinpy s Ciear

©

ADVANCES IN

IMMUNOTHERAPY™

Carboplatin/Paclitaxel/
Bevacizumab in Advanced Non-Squamous NSCLC

(

+ Sex

-

recurrent metastatic
nonsquamous NSCLC
Chemotherapy-naive?
Tumor tissue available for
biomarker testing
Any PD-L1 IHC status —

Stratification factors:

* PD-L1IHC expression
+ Liver metastases

s

Stage IV or

N =1202

o

Socinski et al, NEJM 2018

© 2019-2020 Sociely for Immunotherapy of Cancer

ArmA
Atezolizumab® +
Carboplatin© + Paclitaxeld

4 or 6 cycles

ArmB
Atezolizumab® +
Carboplatin® + Paclitaxeld
+ Bevacizumab®
4 or 6 cycles

Arm C (control)
Carboplatin® + Paclitaxeld
+ Bevacizumab®

4or 6 cycles

Maintenance therapy
(no crossover permitted)

Atezolizumab®

AtezolizumabP
+
Bevacizumab®

Bevacizumab®

)

Treated with
atezolizumab
until PD per
RECIST v1.1
or loss of
clinical benefit

AND/OR

Treated with
bevacizumab
until PD per
RECIST v1.1

—

IMPOWER 150: Atezolizumab/Carboplatin/
Paclitaxel/Bevacizumab vs

o
=]
:
2
S
=
©
2
s
=
=
n

Dol

el
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IMPOWER 150: Atezolizumab/Carboplatin/
Paclitaxel/Bevacizumab vs Carboplatin/Paclitaxel/

Bevacizumab in Advanced Non-Squamous NSCLC

ArmB: Arm C:
Landmark 08, % | atezo + bev + CP bev + CP
12-month 67% 61%
18-month 53% 4M%
24-marth 43% 34%

1004
80 4
B0+
704
60
50

40
304
204

Overall Survival (%)

Median, 14,7 mo

(95% C1: 13.3, 16.9)

HR?, 0.78
(95% Cl: 0.64,0.96)
P=0.0164
Median follow-up: ~20 mo

Subgroup
PD-L1-High (TC3 or IC3) WT
PD-L1-Low (TC1/2 or IC1/2) WT

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

Liver Metastases WT
No Liver Metastases WT

n (%)*
136 (20%)
226 (32%)

94 (14%)
602 (86%)

ITT (including EGFR/ALK+)

H EGFR/ALK+ only

Median, 19.2 mo
(95% CI: 17.0, 23.8)

|||||||||||||||||||||||||||||||||||

0123456728 010111213141516171810202122232425262728293031323334

Socinski et al, NEJM 2018

Time (months)

© 2019-2020 Sociely for Immunotherapy of Cancer

IT-WT

800 (100%)
104% (13%)
696 (87%)

02

10

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

Dol

el
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ADVANCESN@ IMpowerl110: Atezolizumab vs
chemotherapy in 1L NSCLC

SP142 (TC3 or IC3-WT)? SP142 (TC1/2/3 or IC1/2/3-WT)?

0. hemmes

§ @ g &

23 3

E k] .g 0

N,m‘":' 2 4 6 8 012 N W 20 2 24 26 2/ 0 X M 36 B w“:. [-] 41 € 8 10N ”';:“l‘,; 20 22 u 2.! 2 0 N 3 e 3

Atezo Chemo Atezo Chemo 7
(n=107) (n=98) (n=277) (n=277)

mOS, mo 20.2 13.1 mOS, mo 17.5 141
HR® 0.59 HRP 0.83
(95% ClI) (0.40,0.89) (95% Cl) (0.65, 1.07)

Herbst, ESMO-10 2019. -2
© 2019-2020 Sociely for Immunotherapy of Cancer
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ADVANCESN@ Is there a Role for Checkpoint Inhibitors in

Metastatic EGFR-Mutated NSCLC
Meta-Analysis: CM-057, KN-010, POPLAR; IMPOWER-150

IMMUNOTHERAPY™

IMPOWER-150
Stu Weight _ Hazard Ratio[95% CIl Hazard Ratio
EGFR wild-type n(%) HR (95% C1) Median overall
ival, month:
Checkmate 057 26.0% 0.66[0.51, 0.86] — :"B’(“;““ ';‘:: =
Romon S20% 068 10.55. 0,501 EGFR mutat 791100} 061(029-128) NE 187
— | mutation — - y
POPLAR 11.0% 0.70[0.47, 1.04] Sensitising EGFRmutation”  58(73) —— 031(011-083)  NE 75
Subtotal (95% CI) 89.0%  0.66 [0.58, 0.76] - Previously received TKI therapy  50.(63) ——i 039014107 NE 175
—T—1
00 o0z 1020
Favours ABCP  Favours BCP
EGFR mutant n (%) HR (95% C1) Median overall
ival, h
Checkmate 057 6.0% 1.18 [0.69, 2.00] T ;"{:"“ ’:::‘ s
Keynote 010 3.8% 0.88[0.45, 1.70) e = P T a—r
mutation 4 -]

SOQLAF: 95% CI 111&2 10 '099 [3 'Zg X ? A3 _’_ Sensitising EGFR mutation® 65(72) [ 090 (0-47-1.74) 212 175

ubtotal (95% CI) E -05[0.70, 1.55] Previously received TKItherapy 56 (62) —— 105(053-209) 140 175

1
00 02 1020
F: ‘_A(P F: _IEP

Total (95% CI) 100.0% 0.70[0.61, 0.80] ey avours avours

05 07 15 2
Favors PD1/PDL1 inhibitor  Favors docetaxel

Immune Checkpoint Inhibitors alone are not active in EGFR+ lung cancer

CK Lee etal., JTO 2016 gAAE M

M Reck et al., Lancet Resp Med 2019
© 2019-2020 Sociely for Immunotherapy of Cancer
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ADVANCESN@ Optimal Sequence of

IMMUNOTHERAPY™ I m m u n Ot h e ra py

Optimal Sequencing of Pembrolizumab (MK-3475) and Standard Platinum-
based Chemotherapy in First-Line NSCLC (AFT-09)

Randomized Chemo' x4 = Pembrox4 -
phase Il \
Primary endpoint « Pembro
or}R1 (RECISIT (R until PD or
v1.1, centra 1 year
review) / L
N=90 Pembrox4 = Chemo! x 4
Eligibility Chemo! (histology-aligned):
-1%t line stage IV NSCLC; PS 0-1 Carboplatin AUC 6 +
jloaedichSimets allowed If Squamous: Paclitaxel 200 mg/m? or
-adequate tissue to determine PD-L1 status
G aralatives If Non-squamous: Pemetrexed 500 mg/m?

- To be determined

A
[j Stratification: Smoking history and histology

01 CUNKCALTBAL N NCOLOGT

Xeec e HOPA Csitc >

© 2019-2020 Sociely for Immunotherapy of Cancer

CSItC > sy ir immnsinpy s Ciear

Canees @ Duration of Therapy
=" CM-153: 1 year vs ongoing nivo in 2" line

100
80 -
52 60 Next step: Do first-line NSCLC
g LY patients benefit from continued
8 404 e e o immunotherapy > 1 year
20 4
0 : - - - - - - ,
0 3 6 9 12 15 18 21 24
Time Post-Randomization, Months
Number at risk
Continuous tx 76 60 53 49 kL 22 10 3 0
1-year tx 87 50 43 33 21 16 . 1 0

Spigel et al, ESMO 2018
® 2019-2020 Sociely for Immunotherapy of Cancer
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o e Tumor Mutational Burden (TMB) may
@ Determine Sensitivity to PD-1 Blockade
in NSCLC

- High nonsynonymous burden
1200, '] 100] g Y Yy

“ Low nonsynonymous burden
In two independent cohorts,
higher nonsynonymous tumor
mutational burden (TMB) was
associated with improved
objective response, durable
clinical benefit, and PFS.

g

Number of nonsynonymous
mutations/tumor (#)
2 5
CP [=]
1 |I ‘I *
LI
PFS (%)
2

0 P 0 .
4 8 12 16 20 24
Durable clinical No durable
benefit* benefit Months

(n=14) (n=17)

*Partial or stable response lasting > 6 mo

YAAEM feee £HOPA Csitc >
Rizvi N et al, Science, 2015 SPERIRLIEEN RS-
© 2019-2020 Sociely for Immunotherapy of Cancer
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AD\/ANCESN@ Severe Immune side effects in
sequential osimertinib->PDL1

Severe immune-related adverse events are common with sequential PD-
(L)1 blockade and osimertinib Hellmann, Annals of Oncology, Volume 30,
Issue 5, May 2019

* Case review of patients treated w EGFR and Immunotherapy who
developed grade 3-4 toxicity

* Fifteen percent (6 of 41) of all patients treated with sequential PD-(L)1
blockade followed later by osimertinib developed a severe irAE.

* Severe irAEs were most common within 3 months of prior PD-(L)1
blockade, median onset 20 days after osimertinib

* No severe irAEs among patients treated w osimertinib followed by PDL1, or
PDL1 followed by other EGFR-TKIs (afatinib or erlotinib)

QAAEM —ixccc & HOPA Csitc>

© 2019-2020 Sociely for Immunotherapy of Cancer
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Gitp Society for Immunotherapy of Cancer

ADVANCES IN
©

IMMUNOTHERAPY™

LOCALLY ADVANCED NSCLC

Unresectable Stage Ill Lung Cancer

YAAEM Xcce  Csitc>

EMERGENCY MEDICINE —— - ”
crom OF T EMESGEREY PHTEICIAN Association of Community Cancer Centers
Society for Immunotherapy of Cancer

© 2018-2019 Sociely for Immunotheropy of Cancer
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acen©)  PACIFIC (NCT02125461): Durvalumab after
IMAMUNGTHERAPY™ Chemorad|othera py |n Stage I” NSCLC

Patients with locally advanced unresectable
NSCLC (Stage Ill)
in a consolidation setting

Durvalumab (n=473)
IV 10 mg/kg Q2W
<12 months

Absence of progression following
at least 2 cycles of platinum-based
chemotherapy concomitant with radiation
therapy

Placebo (n=236)

(Randomization after chemoradiotherapy IvVazw

completion)

eec HOPA Csitc >
Antonia et al, NEJM 2018 PO
© 2019-2020 Sociely for Immunotherapy of Cancer
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ADVANCES IN 72
ancer (O
IMMUNOTHERAPY™

PACIFIC (NCT02125461): Durvalumab after

chemoradiotherapy in Stage [Il NSCLC

Durvalumak
Placebo

10 =
0.8 1
0.6
0.7 4
w
2 s
=3
£ o=
3
£ o4
o
03 -
02+
01 -
0 ——
o1 3 6 s 12
MNo. at risk
Durvalumab 476 464 431 415 385
Piacebo 237 220 18 178 ATM

GrayJ, etal.JTO 2019
Antonia et al, NEJM 2018
® 2019-2020 Sociely for Immunotherapy of Cancer

No. of events/ Median OS 12-month OS 24-month OS 36-month OS
total no. of [95% CI) rate (95% CI) rate (95% CI) rate (95% CI)
patients (%) months %o Yo %o

210/476 (44.1) MR (38.4-NR) B3.1(79.4-86.2) 663 (61.8-704) 57.0(523-61.4)

134/237 (56.5) 29.1(22.1-35.1) 74.6(68.5-79.7) 55.3 (4B.6-61.4)  43.5(37.0-49.9)

Stratified hazard ratio for death, 0.69 (95% CI, 0.55-0.886)
Stratified hazard ratio for death from the primary analysis,” 0.68 (35% Cl, D.53-0.87)

" Durvalumab

i == :

| .

i H

i i - .

! Placebo

I

1

|

T —t T T t T T T T —
15 18 21 24 - 30 e s £ az 45 48 51 54
Time from randomization [months)

e 243 318 288 288 274 263 205 132 73 33 T o o
156 143 133 123 116 107 @9 78 a3

Accc &HOPA Csite>
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ADVANCES IN

IMMUNOTHERAPY™

* Better response in
pts started <14 days
from radiation

* Retrospective series
show that this is
difficult

* Emory ( median time
to treatment 35 days)

* EORTC survery
(54.1% within 6

weeks, 21% within 14

days)

® 2019-2020 Sociely for Immunotherapy of Cancer

©) PACIFIC: Updated 3yr Subgroup
Analysis

i
f

2104TE(4A.1) 14237 (36.5) 08T 0.34-0.84)

TUIIAATE)  96/1685T8)

i

0741057-068)

||

1087154502) 681107 817)

|

0.750:56-1.03)

g
i

{

BIAIIE48) 121/218(58.0)

i
§

!
'||
i

H
g
i
H

0751043-1.05)

078055-1.03)

H
!
i
i

|

!
i

}
E

Cartopain. WNW4TY  BNR(8E) ———— 075054-1.03)

T64358(461)  MT5(58T) 079001-1.02)
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ADVANCES N ) Concurrent Chemorads +
IMMUNOTHERAPY™ |mmun0thera py trlals

mnm

KEYNOTE 799 216 CRT+ Pembro followed by Pembro
CRT followed by Pembro
CM- 73L 1] 1400 CRT+ Nivolumab followed by Nivo/Ipi

CRT+ Nivolumab followed by Nivolumab
CRT followed by Durvalumab

PACIFIC 2 [ 328 CRT+ Durvalumab followed by Durvalumab
CRT followed by placebo
EA 5181 [ 660 CRT + Durvalumab followed by Durvalumab

CRT followed by Durvalumab

YAAEM xoeo .@;HOPA (s|t9

© 2019-2020 Sociely for Immunotherapy of Cancer

Gi_tc Society for Inmunotherapy of Cancer

ADVANCES IN
©

IMMUNOTHERAPY™

SMALL CELL LUNG CANCER

.
AAEM c Csitc
}
? AMERICAN ACADEMY OF _I_\ C/ (/ ( )
W Aol Association of Community Cancer Cente

Society for Immunotherapy of Cancer

© 2018-2019 Sociely for Immunotheropy of Cancer
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A
@ Small cell lung cancer

* 10-15% of lung cancers
* Almost exclusively former/current smokers
* Median survival 1-2 years after diagnosis

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

* Recent approvals of immunotherapies mark the first progress in
decades

=M XCCS HOPA Csitc >

© 2019-2020 Sociely for Immunotherapy of Cancer

11/9/2020
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ADVANCES“@ Approved checkpoint inhibitors in

IMMUNOTHERAPY™ S C L C

Metastatic small cell lung cancer with
Nivolumab progression on Pt-chemotherapy and 240 mg Q2W
one other therapy (3" line)

Metastatic small cell lung cancer with
Pembrolizumab progression on Pt-chemotherapy and 200 mg Q3W or 400 mg Q6W
one other therapy (3" line)

For 4 cycles: atezolizumab 1200 mg +

i +
Atezolizumab carboplatin + etoposide Q3W

. o .
ca;tl:)o;::it;r; + 1%t line extensive stage SCLC Maintenance: 840 mg Q2W, 1200 mg
P Q3W, or 1680 mg Q4W
Durvalumab + For 4 cycles: 1500 mg durvalumab Q3W +
etoposide + 1%t line extensive stage SCLC chemotherapy; Maintenance: 1500 mg
carboplatin/cisplatin durvalumab Q4w

© 2019-2020 Sociely for Immunotherapy of Cancer
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ADVANCESN@ IMpower133: Atezolizumab + chemo
IMPMUNOTHERAPY in 1st_|ine SCLC

A Overall Survival

* Induction phase: four 21- 1%+

Rate of Overall Survival at 12 Mo

i " | ,emli:l::cr::o 38:22/: (QS:/: Cl: ;‘1‘:;:45:3)
day cycles of carboplatin o e abanat
. 3 Stratified hazard ratio for death, 0.70 (95% Cl, 0.54-0.91)
and etoposide + 3 Proarr
. E 60
atezolizumab (1200 mg Y SOOI .
= 40 J
once per cycle) or placebo 2 M
. g 20 ! Atezolizumab
* Maintenance phase: 0] Medisnntheplicsbogroup, | | M inthesezalumab groap—Fcebo
. . o 10.3 mo (95% Cl, 9.3-11.3) | 12.3 mo (95% Cl, 10.8-15.9)
either atezolizumab or RN EEEE R R R R R R R R R R Y
Months

placebo —

Atezolizumab 201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11 5 3
Placebo 202 194 189 186 183 171 160 146 131 114 96 81 59 36 27 21 13 8 3 3
* @13.9 mo:
* mOS=12.3vs10.3 mo
* mPFS=5.2vs4.3 mo

2 a
2 2

eec HOPA Csitc >
Horn, NEJM 2018. someny o e eeary o
© 2019-2020 Sociely for Immunotherapy of Cancer
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coe©)  CheckMate-032: Nivolumab in 3rd
IMMUNCTHERAPY™ Ilne SC I_C

* Nivolumab in SCLC with progression on platinum chemotherapy and
another therapy

* Nivolumab 3 mg/kg Q2W

100 ) 100 )
3L+ Nivolumab 3L+ Nivolumab
90 o (n=109) 90 o (n=109)
° 28 3 m th . Median 08, mo 56 Median PFS, mo 14
. on S: 80 - (95% CI) (3.1-6.8) 80 - (95% CI) (1.3-1.6)
70 4 70 4
* ORR: 11.9%
. . (o] 60 - _ 604
g g
> 50 @ 50
* mDOR: 17.9 month 8 £
: 17.9 months 8] g1
124 =28.3%
55 mo OS = 28.3% .
» 18-mo OS = 20.0% 0] ——
o 3L+ Nivolumab o
o+———F——F——F—T—T T T T 0
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48
Months Months
No. at risk No. at risk
Nivolumab 109 63 47 37 27 22 13 9 9 7 5 65 5 3 3 1 0 Nivolumab 109 256 17 11 10 9 6 5 6§ 5 3 3 3 3 2 0 0

YAAEM Koo £ HOPA Csitc >y
Ready, J Thorac Oncol 2019 e T e PO
© 2019-2020 Sociely for Immunotherapy of Cancer
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@ Pembrolizumab in 3-line SCLC

« KEYNOTE-028: PD-L1+ only PD-LL+ (KEYNOTE-028)

(Cohort C1) A B
« KEYNOTE-158: PD-L1 +/- g ” g
(Cohort G) 2,
 Combined analysis: 23 E
. ORR: 19‘3% ' : . ' . ' , Eea,a:/,. 537.7% . ‘ .
0 4 8 12 16 20 24 0 4 8 12 16 20 24
2 CR, 14 PR Time (months) Time (months)

* 14/16 responders were PD-L1+

* 9/16 responders had response
218 mo.

* mOS: 7.7 months

Ott, J Clin Oncol 2017.
© 2019-2020 Sociely tor Immunotherapy of Cancer
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ADVANCES IN 7
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* New standard for advanced lung cancer is chemotherapy +ICl
or an ICl as first therapy.

* For oncogenic driven tumors, treatment should be directed
to the appropriate TKI, ICl can be administered in selected
cases

* Patients w unresectable Stage Ill should receive -durvalumab
as consolidation within 42 days of radiation.

* Predictive biomarkers beyond PDL1 expression are still
lacking

QAAEM ——ixccc gHOPA Csitc>

© 2019-2020 Sociely for Immunotherapy of Cancer
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@ Immunotherapy for mesothelioma
| bg | ndiation | Do |

Frontline unresectable malignant Nivolumab 360 mg Q3W +

Nivolumab + ipilimumab pleural mesothelioma ipilimumab 1 mg/kg Q6W

* Approval based on CheckMate 743
* Nivolumab + ipilimumab vs platinum-based chemotherapy
* Median OS: 18.1 months vs 14.1 months
* 2-year 0S: 41% vs 27%
* Median PFS: 6.8 months vs 7.2 months

* First FDA approval for mesothelioma since 2004

Xcce $HOPA Csite >
#LearnACl =t by G
© 2019-2020 Sociely for Immunotherapy of Cancer
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~\ Cancer Immunotherapy
MI\AUNOTHERAPY'“@ Re S O U rce S G U I D E |—| N ES

Brahmer et al. Journal for ImmunoTherapy of Cancer (2018) 6:75
https://doi.org/10.1186/540425-018-0382-2 Journal for ImmunoTherapy

of Cancer

Csi tC) Sociery 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®,

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?""

Xeec e HOPA Csitc >
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Case Studies
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ADVANCES In

IMMUNOTHERAPY™

Case Study 1

®,

76 year old M former heavy smoker (ECOG PS 0) presents w cough, increasing SOB. PET
CT reveals Left upper lobe lung mass SUV 13 w associated bulky mediastinal adenopathy
Clinical stage cT2N2MO0. EBUS+ poorly diff adenocarcinoma, PDL1 expression>50%,
TMB>30, EGFR/ALK/ROS wildtype

1. What is the best therapy for this patient?

A.
B.
C.

D.

® 2019-2020 Sociely for Immu

Single agent pembrolizumab
Neoadjuvant immunotherapy followed by surgery and radiotherapy

Induction carboplatin/paclitaxel followed by concurrent chemoradiotherapy followed by
durvalumab

Concurrent chemoradiotherapy followed by durvalumab

QAAEM —ixccc & HOPA Csitc>

notherapy of Cancer

11/9/2020
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ADVANCES N @ Case StUdy 1

IMMUNOTHERAPY™

® Patient was treated w concurrent chemoradiotherapy w carboplatin/paclitaxel followed by
durvalumab.

® After 18 cycles of durvalumab, Ct scan reveals positive response in the lung but new pancreatic
mass, biopsy proven metastatic adenocarcinoma of lung origin.

2. What is the best therapy for advanced lung cancer after progression on durvalumab?
A. Single agent chemotherapy
B. Carboplatin/pemetrexed/pembrolizumab
C. Nivolumab/Ipilumumab
D.

Carboplatin/paclitaxel/bevacizumab/atezoluzimab

"AA M (el @HOPA -K'/éitg)

© 2019-2020 Sociely for Immunotherapy of Cancer

CSItC > scaytermminsivargy o e

ADVANCES N @ Case StUdy 2

IMMUNOTHERAPY™

58 year old woman (light smoking history) presents w 4 month history of dyspnea,
non productive cough. CT scan reveals biapical lung masses, bronchial obstruction. Pt
develops acute resp distress and is admitted to hospital, bronch biopsy reveals poorly
diff adenocarcinoma. Staging scans + liver and bone metastases

1. Whatis the best first line therapy for this patient in the acute setting?
Carboplatin/pemetrexed
Carboplatin/pemetrexed/pembrolizumab

Single agent pembrolizumab

. Carboplatin/paclitaxel/bevacizumab/atezoluzimab

Palliative radiation until molecular mutation analysis is back
"AA M (el @HOPA -K'/éitg)

mooO®»
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ADVANCES I @ Case StUdy 2

IMMUNOTHERAPY™

* She is admitted to the hospital, intubated for resp distress. Bronchial stent is
placed. She receives 2 palliative doses of radiation while inpatient. After discharge
from hospital, a plasma liquid biopsy is ordered and the patient is started on
carboplatin/pemetrexed

® Liquid biopsy results come back a week later with + EGFR L858R mutation

1. Whatis the next therapy for this patient?

Continue carboplatin/pemetrexed for four cycles

Continue carboplatin/pemetrexed, but add pembrolizumab immunotherapy
Stop chemotherapy, start EGFR TKI (osimertinib)

. Carboplatin/paclitaxel/bevacizumab/atezolizumab

mooOw>

Palliative radiation until tumor molecular mutation analysis is back _
QAAEM ——icoc gHOPA Citc >
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ADVANCES I @ Case StUdy 2

IMMUNOTHERAPY™

Chemotherapy is stopped and she is started on osimertinib TKI. Breathing improved.

MRI brain reveals 3 isolated subcentimeter brain metastases ( 2-4mm in L frontal
lobe). Pt is asymptomatic.

3. What is the next best management strategy for her brain metastases?
A. Whole brain radiation
B. Continuation of osimertinib, without radiation and close monitoring
C. SBRT to isolated brain metastases
D. Change to osimertinib and bevacizumab.

DAAEM Neee @HOF’A Csitc >
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