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« Contracted Research: Merck Sharp & Dohme, Mirati Therapeutics,
AstraZeneca, Blueprints Medicine, Lilly

| will be discussing non-FDA approved indications during my
presentation.
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Epidemiology of Lung Cancers

Small cell carcinoma

(~10-15%) Small cell lung
cancer (SCLC)

Early, widespread metastasis; Most
common in heavy smokers

Squamous cell carcinoma
(~25-30%)

Most often arises in mucous
membrane of proximal bronchi

Adenocarcinoma (~40%) | Non-small cell lung
cancer (NSCLC)

Common; Characterized by growth
patterns

Non-squamous

Large cell undifferentiated
carcinoma (~10-15%)

Rare; Large, rapidly-growing tumors
often located in peripheral lung tissue
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@ Treatment options for NSCLC

Local disease (stage | and Il) Metastatic disease
e Surgery or SBRT * Oral TKI for oncogene driver cancers
* Post surgery platinum CTX  Single agent immunotherapy

* CTX + 10 — multiple regimens

Stage Ill unresectable disease  Combination IO
e Concurrent CTX + RT then IO e RARE to use CTX alone
(durvalumab)
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Nivolumab
PD-1

Pembrolizumab
PD-1

Atezolizumab
PD-L1

Durvalumab
PD-L1

Ipilimumab
CTLA-4
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Immune checkpoint inhibitors in
lung cancer

‘ 2015

Nivolumab:
2"d [ine Sq NSCLC

Nivolumab:

24 line Non-Sq
NSCLC
Pembrolizumab:

2" [ine NSCLC
(PD-L1 > 50%)

Q..

2016

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

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

Atezolizumab:
2" |ine NSCLC

#tLearnAC|

Pembrolizumab
+ Pemetrexed +
Carboplatin:

15t line NSCLC

2019

Atezolizumab +

2018

Durvalumab:
Stage Il NSCLC
(unresectable)s/p  Pembrolizumab:
chemoradiation w/o 15t |ine PD-L1+ Stage
progression 111 NSCLC

Etoposide/Platinum:

1st line ES-SCLC

Nivolumab:
3rd Jine SCLC

Pembrolizumab:
3rd_line ES-SCLC

Pembrolizumab +
Carboplatin +

(nab) Paclitaxel: 1st
line Sq NSCLC

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

QAAEM
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2020

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

Nivolumab +
ipilimumab:

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

Atezolizumab: 15t 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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* Non-small cell lung cancer
* Front-line — PD-L1-selected and unselected
 Later lines of treatment
* Stage lll

* Small cell lung cancer
e Future directions for lung cancer immunotherapy
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A(DVA)NCESQ Immunotherapy for first-line
treatment of metastatic NSCLC

IMMUNOTHERAPY™

KEYNOTE 024,042 Pembrolizumab 30.0 mos, October 2016,
(Adeno, & SCC) 16.4 mos April 2019
KEYNOTE 189 Carboplatin, pemetrexed, pembrolizumab 22.0 mos August 2018
(NEJM 2018) (Adeno only)
KEYNOTE 407 Carboplatin, paclitaxel, pembrolizumab 15.9 mos October 2018
(NEJM 2019) (SCC only)
IMPower 150 Atezolizumab, bevacizumab, carboplatin, paclitaxel 19.2 mos December 2018
(NEJM 2018) (ABCP, adeno only)
CHECKMATE 227 Ipilimumab, nivolumab 17.1 mos May 2020
(NEJM 2018, 2020) (Adeno, & SCC)
CHECKMATE 9LA Ipilimumab, nivolumab, platinum doublet chemotherapy 15.6 mos May 2020
ASCO 2020 (Adeno & SCC)
IMPower 110 Atezolizumab 20.2 mos May 2020
(Adeno, & SCC)
YRR =—iCon @IULR ST
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DUNCES N 7 Treatment Naive Regimens: Competing
@ Strategies in NSCLC by biomarker status

IMMUNOTHERAPY™

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
IMpower110 IMpower150
Atezolizumab + chemotherapy
Impower130
AAEM ——xcce &HOPA Csitc
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Ve M CheckMate 227: Ipilimumab + nivolumab
lMMUNOTHEWQ vs chemotherapy for 1L NSCLC

20 40
18 37.9
35 36.4
16 17.2
30
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S 27.5 27.3
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= 6
10
4
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PD-L12> 1% PD-L1< 1% PD-L12>2 1% PD-L1< 1%
¥ Ipilimumab + nivolumab H Nivolumab (+ chemotherapy) ¥ Ipilimumab + nivolumab ® Nivolumab (+ chemotherapy)
m Chemotherapy m Chemotherapy
AAEM =——xccoc Csitc
Ramalingam, ASCO 2020. #LearnACl A ALCC @ HMO PA SIC2
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wovcion - KEYNOTE-024: Pembrolizumab vs.

MM© Chemotherapy for PD-L1 2 50% NSCLC

A 70.3 No. of Events HR (95% CI)
54.8 Pembrolizumab 73 0.63 (0.47 to 0.86)
100 = Chemotherapy 96 P = .002*
90 -
80 - 51.5
70 - 345 Median OS (months) (95% Cl)
g 30.0 (18.3 to NR)
e 60- : 14.2 (9.8 to 19.0)
Py 50 _. .........
© 40 ;
30 4
20 A
10 -
1 1 1 I 1 1 1 i 1 1 1
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 5 0

qAAEM Sccc & HOPA (ut)
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Reck, J Clin Oncol 2019. #LearnACl . ¥
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https://ascopubs.org/doi/full/10.1200/JCO.18.00149?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed

A(DVA)NCES(\ KEYNOTE-042: Pembrolizumab vs.
@ Chemotherapy for PD-L1 2 1% NSCLC

IMMUNOTHERAPY™

A
100 HR 0.69 (95% O 0.56-0.B5), p=0u0003 HR 0-92 {95% {0 0-77-1.11)
90— -
Bo- -
£ I
= G0 -~
=
2 7
T o —
S 3p- -
20- -
10- -
.n 1 1 1 1 1 1
b [ 1 18 74 W 3 4z b 1 12 18 24 30 36 42
MNumber at sk Tame since endomsation months)
Pembrolzumab group 299(0y  724¢m  1B9(y  107(55) S9(91) I2(12Z) (1400  O(L43F) [E@) 9@ WEE 1W4S)  S1E3) I3[y  OQy)  oQ4)
Chemothenpygroup 300(0) 31(2)  1494) 75(46) 4006 11(30) 1Q000 OO0 [0 I5444) 167(B 9147 4E®B1L 13@E5 2 o@E  0@EE)

Survival benefit seemed to be driven by the TPS > 50% subset (L above) with little benefit witnessed in the subset TPS =
1-49% (R above)
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Mok et al. Lancet 2019 #lLearnACl
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vaiNcgs@ IMpowerl10: Atezolizumab vs
chemotherapy in 1L NSCLC

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

= ferolneen

—

1010 4 — AT 00 4
a4 —+ Chamodensoy 20 - =+ Crermioteragy
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= 70 = 70
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o 0 L 5 204 L 0,
10 ] 104 TC3 TC > 50%
04 LE
@ Z 4 & & 10 1z 14 16 15 20 22 74 It I8 30 3¢ 34 36 38 9 2 4 6 & 10 1 14 16 18 20 22 2¢ 26 28 30 3¢ 34 36 38 IC3 |C210%
Mozt rEk Months \p_3trEK Months S
Aezolzumab 107 84 85 50 66 B1 43 40 34 25 13 16 1 7 6 5 2 AlZolzuman 277 252 MIE 4170134 93 74 58 3 22 17 M 7 B 5 2
3e~1-:-.-e:_§;.- 33 % 7365 50 40 31 2319 12 8 7 B 4 3 3 3 Chemoifverapy 177150 73199453 105 78 63 43 24 10 7 B 4 3 3 3 4 TC2/3 TCZSA’
IC2/3 IC > 5%
TC1/2/3 TC>1%
Atezo Chemo Atezo Chemo =
IC1/2/3 IC>1%

(n=107) (n=98) (n=277) (n=277)
mOS, mo 20.2 13.1 mOS, mo 17.5 14 1

HR® 0.59 HRD 0.83
(95% CI) (0.40, 0.89) (95% Cl) (0.65, 1.07)

AMERICAN ACADEMY OF

EMERGENCY MEDICING
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Treatments not reliant on PD-L1
expression
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ey CheckMate 9LA: Nivolumab/Ipilimumab
©  tlimi
+ limited chemo

IMMUNOTHERAPY™

100 - NIVO + IPI + chemo Chemo
; (n = 361) (n = 358)
0 Median OS, mo 15.6 10.9
50 - 81% (95% Cl) (13.9-20.0) (9.5-12.6) N“é?‘e*m'z' *1  Chemo
HR (95% C) 0.66 (0.55-0.80) (n=361) | (=358
@ i . ORR, n (%) 138 (38) 89 (25)
§ | | . )
4 i ' NIVO + IPI + chemo %%c%)scr?)tlo (1.111:2.6)
4 I v AAA
40 | i BOR, n (%)
20 | i SRS I §§ 13%((23)6) 8‘51' 8_21)
- 1
| : | SD 164(45) | 185 (52) |
. | i PD 32 (9) 45 (13)
I I 1 1 1 I 1 I 1 1 0,
0 3 6 9 12 15 18 21 24 27 30 DCR, 1) A Ied e N
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 1 0 0
AAEM S eve
Reck M et al, ASCO 2020. #LearnACl ?95“"5‘*"‘"”"55 - = © H OPA, ,“ff«,‘,)

© 2020-2021 Society for Inmunotherapy of Cancer



;VA)NCES(\ KEYNOTE-189: Pembrolizumab/chemotherapy vs
@ Chemotherapy Alone for Advanced Non-
Squamous NSCLC

IMMUNOTHERAPY™

Events, n/N (%) HR (95% ClI)
25
Pembrolizumab combination  213/410 (52.0) 0.56
Placebo combination  144/206 (69.9) (0.45 to 0.70)
100 =20
90 - . 12-month rate %
70 - 1 38.1% . 24-month rate -
) | : } 45.5% o
= gg | : 1 29.9% S 10
D 10 : - Median (95% Cl) kS
© hi : : 22.0 months (19.51025.2) =
i : ’ 10.7 months (8.7 to 13.6)
20 4 s :
10 - 0
T t T 1 T PD-L1 TPS 250% PD-L1TPS 1-49% PD-L1 TPS <1%
0 6 12 18 24 30 ]
. B Pembrolizumab + chemotherapy B Chemotherapy
Time (months)
Gadgeel, J Clin Oncol 2020. #LearnACl ?:A‘ACE"M ACCC @ HOPA my(il?«
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KEYNOTE-407: Pembrolizumab/Chemotherapy vs
Chemotherapy Alone for Advanced Squamous-
Cell NSCLC

IMMUNOTHERAPY™

B Subgroup Analysis of Overall Survival
No. of Events/
A Overall Survival Subgroup No. of Patients Hazard Ratio for Death (95% Cl)
100~ Overall 205/559 —— i 0.64 (0.49-0.85)
90+ Age 3
<65 yr 88254 —. 0.52 (0.34-0.80)
g 80+ =265 yr 117/305 —H 0.74 (0.51-1.07)
g 704 Sex :
g Male 167/455 —a— 0.69 (0.51-0.94)
E 60 Pembrolizumab combination Female 38/104 —— 3 0.42 (0.22-0.81)
‘g 50 ECOG performance-status score "
ES . 0 48/163 — 0.54 (0.29-0.98)
9 1 157/396 —a— 0.66 (0.48-0.90)
g 307 Placebo combination Region of enrollment 3
8 0 East Asia 34/106 a : 0.44 (0.22-0.89)
Hazard ratio for death, 0.64 (95% Cl, 0.49-0.85) Rest of the world 171/453 . 3 0.69 (0.51-0.93)
109 p<0.001 PD-L1 tumor proportion score "
0 —— — R S — <1% 73/194 —a— 0.61 (0.38-0.98)
0 3 6 9 12 15 18 21 =1% 129/353 —.— 0.65 (0.45-0.92)
Months 1-49% 76/207 T 0.57 (0.36-0.90)
) 250% 53/146 —_— 0.64 (0.37-1.10)
No. at Risk w
Pembrolizumab combination 278 256 188 124 62 17 2 0 Txsnesbesadidnig
Placebo combination 281 246 175 93 45 16 4 0 Paclitaxel 1407336 ——, 0.67 (0.45-0.93)
Nab-paclitaxel 65/223 —— 0.59 (0.36-0.98)
T T I
0.1 0.5 1.0
Pembrolizumab Combination Placebo Combination
Better Better
QAAEM oo geHOPA Ciite>
Paz-Ares et al, N Engl J Med 2018. #lLearnACI resveine B TR Saneseus seraicias O Soter for Immuncmarapy of Cascer
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IMpower150: Atezolizumab/Carboplatin/

Paclitaxel/Bevacizumab vs Carboplatin/Paclitaxel/
Bevacizumab in Advanced Non-Squamous NSCLC

ArmB: ArmC:
Landmark OS, % | atezo+ bev + CP bev + CP
12-month 67% 61% HR?,0.78
= (95% Cl: 0.64, 0.96)
18-month 53% 41% P =0.0164
24-month 43% 34% Median follow-up: ~20 mo

100
90
80 -
70 4
60 -
50

40 +
30 -
20 -

Overall Survival (%)

, i
10 - Median, 14.7 mo/|
(95% Cl: 13.3,16.9) |

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

e i B K 5 ke #sh
0123456728291

Socinski et al, NEJM 2018

1 T T T ) T 1 T T T ] T L] 1 Il T T ] T 1 1 T T T T
0111213141516 17 18192021 22 23 24 25 26 27 28 29 30 31 32 33 34

Time (months)

© 2020-2021 Society for Inmunotherapy of Cancer
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Subgroup n (%)
PD-L1-High (TC3 or IC3) WT 136 (20%)

PD-L1-Low (TC1/2 or IC1/2) 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

? AMERICAN ACADEMY OF
EMERGENCY MEDICING

1.0 20

Hazar& Ratio®

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

Acce &HOPA  Csite >
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ADVANCES N 7 IMpowerl30: Atezolizumab + chemo vs
@ chemo alone for non-squamous NSCLC

IMMUNOTHERAPY™
Tverall survival Cwerall survival
at 12 months at 24 months
Atezolizvmab plus | 63-1% 30-6%
chemotherapy group | (95% C1 58-6-67-7) | (95% C133-6-457)
Chemath OL-0H 30-04%
MOMEramy aroUR | (gow C148-9-622) | (95% 0217-383)

Aterolirumab plus chemotherapy group:
median overall survival 18- & months (95% Cl 16-0-21-2)

Chemiotherapy group:
median overall survival 1349 months (95% 0112-0-18-7)

HR 0-79 {05% (1 0-64-0-08); p=0-033

Crosrall sureival (%)
7

40—
30
-
10
0 1 1 1 | | | 1 ] 1 | 1
i 3 & g 13 15 18 ¥l 24 27 30 i3
Mumbser at risk {number censored) Time after randomisation (months)

Aterolizumab plus chemotherapy group 451(0)  400(10) 351(15) 305(18) 268(22) 194(68) 1291200 75(161) 40(1E3) 12(215) 4(211)
Chemotherapy group 228(0) 190{12) 161(13) 136(13) 119(13) oo0(28) sB(s2) 3I1FO) 13(85)  3({o4) 0(0)

QAAENM ——Xxccc & HOPA Csitc >
West, Lancet 2013 #LearnACl A tmmmoayoucioa
© 2020-2021 Sociely tor Immunotherapy of Cancer
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ADVANCES'N@ Immunotherapy for stage 11l NSCLC

IMMUNOTHERAPY™

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

15t line stage Il 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 ——icce G HO

EMERGENCY MEDICING

PA  Csitc>

#tLearnAC|
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No. of Events/
Total No. Median PFS 12-Mo PFS 18-Mo PFS
of Patients (95% Cl) (95% Cl) (95% Cl)
1.0+ mo % %
Durvalumab  214/476  16.8 (13.0-18.1) 55.9 (51.0-60.4) 44.2 (37.7-50.5)

_ 094 Placebo 157/237 5.6 (4.6-7.8) 35.3 (29.0-41.7)  27.0 (19.9-34.5)
£
s 0.8+
=3
a
g 0.7
%
§ 0.6
g :
go & g Durvalumab
&  04- Howgs. E i
s ?ﬁm_:_k—“fhw :
2 034 ! T e
z : e,
S 0.2+ ' ! Placebo
& Stratified hazard ratio for disease progression ‘

0.14  ordeath, 0.52 (95% Cl, 0.42-0.65) ! !

Two-sided P<0.001 ! ‘
oo Nl T T i A : L T 1
0 3 6 9 12 15 18 21 24 27

Months since Randomization

Antonia, N Engl J Med 2017.
Gray, J Thorac Oncol 2020.

© 2020-2021 Society for Inmunotherapy of Cancer

Probability of OS

No. at risk

08

08

0.7

06 -

05

04

0.3

0.2

0.1 -

PACIFIC: durvalumab consolidation
therapy for stage |1l NSCLC

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

Durvalumab 210/476 (44.1) NR (38.4-NR) 83.1(79.4-86.2) 66.3 (61.8-70.4) 57.0 (52.3-61.4)
Placebo 134/237 (56.5) 29.1 (22.1-35.1) 74.6 (68.5-79.7) 55.3 (48.6-61.4) 43,5 (37.0-49.9)

Stratified hazard ratio for death, 0.69 (95% ClI, 0.55-0.86)
. Stratified hazard ratio for death from the prmary analysis,? 0.68 (95% CI, 0.53-0.87)
| i : Durvalumab
: : o
' ! et bl
% [ | |
: | |
1 ( i ! Placebo
4 ' i !
T T T T I% T T ' ; T T T % T Y T T T 1
01 3 3 9 12 15 18 21 24 27 30 33 k] 39 a2 45 48 51 54

Durvalumab 476

Placebo

#tLearnAC|

237

Time from randomization (months)

464 431 415 385 384 343 319 298 289 274 263 205 132 73 a3
220 199 179 1N 156 143 133 123 116 107 -] 79 49 25 13

o~
-
oo

A
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Csite >
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Outline

Cancer
IMMUNOTHERAPY™

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

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

QAAEM ——coc gyHOPA Cite>

Fharm

#tLearnAC|

an Saciety for Imrunoteragy of Cancer
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ADVANCESH\J@ Small cell |ung cancer

IMMUNOTHERAPY™

* Median survival 1-2 years
. . (~10-15%) Small cell lung
a fte r d I a g n O S I S Early, widesprga: metastaskis; Most :| cancer (SCLC)

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

* Recent approvals of
immunotherapies mark crsooma -10-
the first progress in ey | |
decades

Squamous cell carcinoma
(~25-30%)

Most often arises in mucous
membrane of proximal bronchi

Adenocarcinoma (~40%) | Non-small cell lung
cancer (NSCLC)

Common; Includes bronchioloalveolar
carcinoma (BAC)

Non-squamous

Large cell undifferentiated
carcinoma (~10-15%)

QAAEN ——ixcce HHOPA Csite>
#LearnACl o S N oty e
© 2020-2021 Society for Immunotherapy of Cancer



vaiNcgs@ Approved checkpoint inhibitors in

IMMUNOTHERAPY™

SCLC

Pembrolizumab

Atezolizumab +
carboplatin +
etoposide

Durvalumab +
etoposide +
carboplatin/cisplatin

© 2020-2021 Society for Inmunotherapy of Cancer

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

1%t line extensive stage SCLC

1% line extensive stage SCLC

#tLearnAC|

200 mg Q3W or 400 mg Q6W

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

QAAEN —ixcce &HHOPA Csitc>

FMERGENCY MED ICINE
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ADVANCESIN@ Front-line ICls in SCLC

IMMUNOTHERAPY™
IMpowerl33 CASPIAN
20 20
16 16
12 12
12.6 12'3
8 8
| . : |
0 0
PFS (months) PFS @ 12 months (%) OS (months) PFS (months) PFS @ 12 months (%) OS (months)
B Atezolizumab B Chemotherapy B Durvalumab B Chemotherapy
QAAEM HOPA Csitc >
Huang, J Hematol Oncol 2020. H#LearnACl ¥ smerGaENcY MEDIoNE @ ...+ FI
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ADVANCES In @ Outline

IMMUNOTHERAPY™

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

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

QAAEM —ixcce &HOPA Csitc >
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A(DVA)NCES@ In development: answering
outstanding questions

IMMUNOTHERAPY™

* Biomarker-driven treatment
* Timing of different treatments and combinations
* Emerging toxicities
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A(DVA)NCES@ In development: answering
e outstanding questions

IMMUNOTHERAPY™

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

* Emerging toxicities 15ine treatment 2%.line treatment
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A(DVA)NCES@ In development: answering
outstanding questions

IMMUNOTHERAPY™

* 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.

Neee éHOPA (SitQ

Schoenfeld, J Immunother Cancer 2019. #LearnACl
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ADVANCES'N@ Immunotherapy for mesothelioma

IMMUNOTHERAPY™

Nivolumab + ipilimumab Frontline unresectable Nivolumab 360 mg Q3W +
malignant pleural ipilimumab 1 mg/kg Q6W
mesothelioma

e 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
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AD\/ANCESIN@ ConCIUSiOnS

MMUNOTHERAPY™

* NSCLC has been a proving ground for checkpoint inhibitors

* MANY options now available — with no data to guide which
regimen is preferred in the 15t line setting

* PD-L1 IHC works... but is imperfect

* SCLC and MPM now have approved |0 combinations (with
CTX in the case of SCLC)
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ADVANCESH\J’@ Resources

IMMUNOTHERAPY™

Cancer Immunotherapy

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

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?"”

QAAENM ——ixcec &HOPA Csitc>
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ADVANCES In
©

IMMUNOTHERAPY™

Case Studies
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ADVANCES 1 @ Case 1 — Which Regimen?

MMUNOTHERAPY™

© 2019-2020 C‘;[}{Ii[ﬂ‘}.-'

59 yo F presented with bilateral “neck bumps” to her PCP.

CT chest imaging revealed a LLL mass, bilateral
supraclavicular and mediastinal LAD.

PET/CT revealed FDG uptake in the LLL mass, lymph nodes,
_ adrenal, multiple skeletal muscle metastases

_ supraclavicular node biopsied — revealed lung
adenocarcinoma

Genomics: KRAS G12C
PD-L1 IHC: 5%
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ADVANCES 0) Case 1 — Which Regimen(s)?
A. Pembrolizumab
B. Atezolizumab
C. Carboplatin, pemetrexed, and pembrolizumab
D. Atezolizumab, carboplatin, paclitaxel, and atezolizumab
E. Carboplatin, nab-paclitaxel, and pembrolizumab
F. Ipilimumab and nivolumab
G. Carboplatin, pemetrexed, ipilimumab, and nivolumab

© 2019-2020 Society tor
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PEVANCES @ Case 1 — Which Regimen(s)?

IMMUNOTHERAPY™

A. Pembrolizumab

B. Atezolizumab

C. Carboplatin, pemetrexed, and pembrolizumab

D. Atezolizumab, carboplatin, paclitaxel, and atezolizumab
E. Carboplatin, nab-paclitaxel, and pembrolizumab

F. Ipilimumab and nivolumab

G. Carboplatin, pemetrexed, ipilimumab, and nivolumab

QLAEN ——xXccc L HOPA Csitc >
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ADVANCES N 0) Case 1 — Which Regimen?

|I|\JI"I"\"F'|L~|NOTH E RAPY ™

e Started carboplatin, pemetrexed, and pembrolizumab — she
was diagnosed in July 2018

e Completed 2 years of therapy in August 2020

* |In remission without evidence of disease recurrence as of
January 2021
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paS @ Case 2 — What now?

MMUNOTHERAPY™

© 2019-2020 C‘;[}{Ii[ﬂ‘}.-'

66 yo female diagnosed with stage |Il NSCLC, adenocarcinoma,
EGFR/ALK/KRAS wt in 2014

Underwent resection followed by cisplatin + pemetrexed
adjuvant therapy x 4 cycles

Developed progressive L chest wall painin 2018
Imaging showed numerous bone lesions and LNs

EBUS/bronchoscopy performed — revealed lung
adenocarcinoma

Genomics: pan negative (only p53 +)
PD-L1: 80%
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BN @ Case 2 — What now?
* Palliative RT performed to L rib (20Gy)
* Pembrolizumab initiated in April 2018
 Marked clinical and radiographic response by July 2018

e January 2020 she developed an enlarging L axillary LN —
PET/CT showed no other evidence of disease

* L axillary node biopsied: lung adenocarcinoma

What would you do next?
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ADVANCES I @ Case 1 — Which Regimen(s)?

IMMUNOTHERAPY™

A. Change to docetaxel

B. Lymph node dissection

C. Radiation therapy to the LN

D. Add chemotherapy to pembrolizumab

E. Change to ipilimumab, nivolumab, carboplatin, and
pemetrexed

QAAEM ——cce GHOPA Csitco
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CoICES ) @ Case 1 — Which Regimen(s)?

IMMUNOTHERAPY™

A. Change to docetaxel

. Lymph node dissection

Radiation therapy to the LN

. Add chemotherapy to pembrolizumab

m o O

Change to ipilimumab, nivolumab, carboplatin, and
pemetrexed
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ADVAN@\ES/N@ Case 1 — Which Regimen(s)?

MMUNOTHERAPY™

e Underwent LN dissection since there was no evidence of
distant recurrent disease

* Continued pembrolizumab without progression — remains
on as of March 2021

lllustrates the growing need to understand how to treat
patients with metastatic disease at progression.
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