=
onyjyererce te e
Pt bythe CALIFORNIA CANCER CANCER EXPERT
RECENT ADVANCES AND NEW CONSORTIUM CONFERENCE “‘ MEC
DIRECTIONS IN CANCER THERAPY e
’ THE MEDICAL EDUCATOR CONSORTIUM

U l L Avvmral Calyfonadoct : : -
@7 1 @ e e
CANLCEY ;\_OrlSsOrtidLnt [ MEC VI earning
Y Presented l Accredited by MEeDPRO™

[

How I treat Stage IV Lung Adenocarcinoma without
a Driver Mutation and Negative PD-L1 expression

Karen Kelly, MD
Professor of Medicine
Associate Director for Clinical Research
Jennifer Rene Harmon Tegley and Elizabeth Erica Harmon
Endowed Chair in Cancer Clinical Research
UC Davis Comprehensive Cancer Center



Disclosures

Advisor: AbbVie, Amgen, AstraZeneca, EMD Serono, Genentech, Genmab, Lilly,
Merck, Novartis, Regeneron, Targeted Oncology, Takeda

Honoraria: Merck

Research:  AbbVie, Astellas, EMD Serono, Five Prime, Genentech, Lilly, Novartis,
Regeneron,

Royalty: UpToDate Author



Case Presentation

DEWA
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72 yo WF who presented to her PCP with a persistent
mild cough, DOE, fatigue and anorexia (PS-1). ’
Chest X-ray revealed a 4.1 cm mass in the LLL that ;-
was confirmed on CT. PET scan revealed additional
mediastinal and retrocrural lymph nodes as well as
bone metastases. Brain MRI was negative.
Transbronchial biopsy of the lung mass revealed
moderately differentiated adenocarcinoma. PD-L1 O.
No actionable mutations. TMB 5.

Stage IV (T2aN2M1c)

PMH: GERD, HTN, osteoporosis

SH: 15 pack-years; quit 30 years ago

PE: Unremarkable; no palpable adenopathy




PD-L1 Negative Tumors

- Approximately one-third of patients do not express PD-L1 on
the surface of their tumors.

Patients are typically never smokers

Patients with PD-L1 negative tumors have approximately a
10% ORR to immune checkpoint inhibitors (ICI) alone in the
second line and beyond setting.

- A combination approach is needed for first line treatment.



Chemotherapy + ICI in PD-L1 Negative Expression NSCLC
Subset analysis of KEYNOTE-189

Key Eligibility Criteria Pembrolizumab 200 mg + Pembrolizumab
-Untreated stage IV Pemetrexed 500 mg/m?2 + 200 mg Q3W for
nonsquamous NSCLC Carboplatin AUC 5 OR up to 31 cycles

. 0 +
-No sensitizing EGFR or ALK Claplatin 75 srig)/ s Pemetrexed
alteration Q3W for 4 cycles 500 mg/mz2 Q3W

ECOGPS Ooril
* Provision of a sample for PD-
L1 assessment Placebo (hormal saline) + Placebo (normal saline)

«No symptomatic brain Pemetrexed 500 mg/m? + for up to 31 cycles
metastases Carboplatin AUC 5 OR +

-No pneumonitis requiring Cisplatin 75 mg/m? Pemetrexed
systemic steroids Q3W for 4 cycles 500 mg/m2 Q3W

Stratification Factors

*PD-L1 expression
(TPS <1% vs =1%)
«Platinum Pembrolizumab

(cisplatin vs carboplatin) 200 mg Q3W

«Smoking history for up to 35 cycles
(never vs former/current)

Gandhi et al, AACR and NEJM 2018



Keynote 189: Efficacy Results for PD-L1

negative NSCLC

OS

Updated Analysis. N=190

PFS

PFS2

D TPS < 1%
Events, n/N (%)  HR (95% Cl)
Pembrolizumab combination 75/127 (59.1) 0.52
Placebo combination 51/63 (81.0) (0.36 to 0.74)
100 A
90 1 12-month rate
80 - ! 63.4%
70 ' 47.6% _24-month rate
S 60- : : 38.5%
D) " P, S Sy - Sy,
B 40- Median (95% Cl)
30 4 17.2 months (13.8 to 22.8)
10.2 months (7.0 to 13.5)
20 4
10 4
1 ; I ; I
0 6 12 18 24 30
Time (months)
No. at risk:
Pembro 127 104 79 61 17
Placebo 63 45 30 15 2

D TPS < 1%
Events, n/N (%) HR (95% Cl)
Pembrolizumab combination  107/127 (84.3) 0.64
Placebo combination ~ 60/63 (95.2) (0.47 to 0.89)

100
90
80
70 4 : 12-monthrate  ; 24-month rate
Q) | ' 25.4% 19.2%
= 60 ! 15.5% 0%
R G T . VY P .
& 40 Median (95% ClI)
3.1) 30 4 6.2 months (4.9 to 8.1)
.9) 5.1 months (4.5 to 6.8)
20 1
10 H
I I- I .I I
0 6 12 18 24 30
Time (months) _
No. at risk: %
Pembro 127 63 31 17 3 N
Placebo 63 27 9 2

TPS < 1%
Events, n/N (%) HR (95% Cl)
Pembrolizumab combination ~ 88/127 (69.3) 0.46
Placebo combination ~ 59/63 (93.7) (0.33 10 0.66)
100 A
90 ' 12-month rate
80 i 54.2%
== gp i 36.5% . 24-month rate
o~ : r 31.0%
— 60 - i 0%
N : ¢
D | T e Srererenan
2T ; Median (95% CI)
& 12.6 months (10.2 to 15.9)
30 8.9 months (6.5 to 10.5)
20
10
1 I I 1 1
0 6 12 18 24 30
Time (months)
No. at risk:
Pembro 127 99 65 42 14 0
Placebo 63 42 23 7 0 0

Combination chemotherapy + pembrolizumab improves overall survival

Gadgeel S, et al. JCO 2020



Keynote 407: Efficacy Results for PD-L1

nhegative NSCLC

Final Analysis N=185
OS PFS

C PD-L1 TPS <1% C PD-L1 TPS <1%
C PD-L1 TPS <1%
Events,n  Median (95% CI) HR
’ (%) 08, mo (95% CI)
Events,n  Median (95% CI HR -
Events,n  Median (96% CI) HR o e 49%C) W Pembroizumab + chemo 64 (674) 160 (132-194 0.0
(%) 08, mo (95% Cl) 100 = T e e % (842) 63(6‘1—8 5 Placebo + chemo (adjusted) 71 (71.7) 9.5(8.6-13.0) (0.42-1.17)
100+ Pembrolizumab + chemo 64 (67.4) 150 (13.2-194) (o "o~ el ihen g7(879)  59(ddsz OO (049-091) 90 e, Placebo + chemo T 10(87-139)
% Placebo * chemo M@ 10@7-3s) 700811 90 : : e ! : :
80 : 80 .
. 64.2% 22 6.2
70 : 451% 2 o ”
e o X >
2 ; N g L e i T e
@ B0 A A R R E ................................ . 0
o : e
40+ o o
30+
20=
SN : : 0 T T T T T T
0 ‘ ' 0 3 6 9 12 15 18 21 24 27 30 33
. , ! ; . ! ; i L : . 0 T T T T T T T T T T 1
8 & & @& B & 6 4 &4 & ¥ = 0 3 6 9 12 15 18 2 24 27 30 B No.atisk Time
; Pembrolizumab g g9 g 730 @ 4 M A 3 3 0 0
No. at risk: Time, months . Tiine: nonthe Toheos
Paboioms & & n W o @ U A B ¥ 4 bl i P g % % M % 4 7 A % 03 00
+ chemo Pemb“’“zamab 95 82 64 35 29 19 1 7 5 0 0 0 (adjusted) & W “ .
Placebo + chemo Placebo
Joceho 99 2 ™ s 4 ¥ M 19 B 4 0 0 Pacsbo g 7o 4 g 1 0 6 . § 6 . Joxe % omooT B M ¥ M w1 4 00
+ chemo

Combination chemotherapy + pembrolizumab DID NOT improve overall survival

Paz-Ares L, etal. JTO 2020




Chemotherapy/Bevacizumab + ICI in

PD-L1 Negative Nonsquamous NSCLC

Stage IV or
recurrent metastatic
nonsquamous NSCLC
Chemotherapy-naive?
Tumor tissue available for

biomarker testing
Any PD-L1 IHC status

-~

Stratification factors:

* Sex

* PD-L1 IHC expression
* Liver metastases

Subset Analysis of Impower 150

R
1:1:1

N =1202

o /

ArmA
AtezolizumabP® + Carboplatin© +
Paclitaxel

4 or 6 cycles

ArmB
Atezolizumab® + Carboplatinc +
Paclitaxeld
+ Bevacizumabe
4 or 6 cycles

Arm C (control,

Carboplatinc + Paclitaxeld
+ Bevacizumab©

4 or 6 cycles

Maintenance therapy
(no crossover permitted)

Atezolizumab®

Atezolizumab®
+

Bevacizumab®

Bevacizumab®

4 N

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

o )

Socinski MA, et al. NEJM 2018.
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Impower 150: Efficacy Results for PD-L1 negative NSCLC

TCO and ICO 10 TCOandICO
o 10
100 1 — Atezo+Bev+CF = 09 - PFS Rate (95t ) ABCP BCP
90 1 —+ Bev+CP ﬁ 6-month 58.0% (504-656) | 57.1% (494-647)
HR?, 0.82 ‘é 08 1 faomonth | 291% 178 | 183% 16249
~ el (95% CI: 0.62, 1.08) L 07-
\ -
< 707 g
= 2 06 HR, 0.77 (95% C, 061-0.99)
2 60 - 4 P=0039
S 7 0.5
- . 0 4
7 e §
— 1 ' ol
m , I03-
bt ! &
Qo |
S 30 1 | . ™ 9 4
3 | . 0 0.2
201 | 2 01- |
. ' 8’ Median, 6.9mo {} Median, 7.1 mo
10 1 L & (95%C1, 59-78)  05%C, 6.0-83)
5 14.1 mo ;17.1mo =rtr1T1
3 2 4 6 8 10 12 14 16 18 20 52 54 26 28 30 32 34 012345678 9101121314151617 1819 20
Time (months) —_" Months
No. at Risk '
s70+Bev+CP 167 157 145 135 125 115103 82 61 50 29 17 8 4 ABCP 166 M6 131 W oM R 1 2 6 4
Bev+CP 172 160 145 134 123115106 79 54 39 29 17 10 6 1 1 1 BCP 2 150 1B 4 2 9 2

AACR 2020 update HR 0.90; median OS 16.9 mos

Combination chemotherapy + bevacizumab + atezolizumab DID NOT improve overall survival

Socinski MA, et al. NEJIM 2018



ICI Combination in PD-L1 Negative Expression NSCLC

CheckMate 227

Part 1a

NIVO + IPIb
n =396

PD-L1 Chemo®
Key Eligibility Criteria g expreismn n = 397 o X
+ Stage IV or recurrent NSCLC 2 1% , i
+ No prior systemic therapy N = 1189 NIVO¢ Independent primary endpoints:
* No sensitizing EGFR mutations ‘, n =39 ! | NIVO + IPI vs chemof
or known ALK alterations [ ——————————— T o PFS in high TMB (> 10 mut/Mb)
* No untreated CNS metastases —— NIVO + IPIP population!
; ’ t = ; .
ECOG PS5 0-1 o =157 o 0SinPD-L1> 1% population?
PD-L1
Stratified by SQ vs NSQ > expression Ch_emoc - /
n=186
<1%
N =550

NIVOe + chemoc©
=177

Ramaligan S et al. ASCO 2020



CheckMate 227 3-Year Update

OS with NIVO + IPI vs Chemo vs NIVO + Chemo (PD-L1) < 1%)

Part 1b
NIVO + IPI
100 2w, NIVO + IPI NIVO + chemo Chemo Chemo
(n=187) (n=177) (n=186) HIVG = chemo
Median OS, 172 15:2 12.2
80 - mo
60% HR (vs 0.64 0.82
chemo) 0.51-0.81 0.66-1.03
60 — (95% Cl)
3 20%
2, 35%
40 -
20 - o NIVO + |PI
NIVO + chemo
0 [ [ [ | [ [ [ [ [ [ [ i [ [ [ [ |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk
NIVO +IPI 187 165 142 120 110 100 87 80 73 69 65 62 59 43 23 16 6 0
NIVO + chemo 177 159 139 119 102 88 78 67 60 48 42 39 34 25 15 4 0 0

Ipilimumab + Nivolumab improves overall survival

Ramaligan S et al. ASCO 2020



3-year update: PFS and DOR among patients with PD-L1 < 1%

B
A PD-L1 < 1% PD-L1 < 1%
NIVO + IPI NIVO + chemo Chemo
NIVO + IPI NIVO + chemo Chemo = _ _ _
100 =& (n=187) (n=177) (n= 186) 100 o i (hn=187) (=177) (n=186)
' Median PFS, mo 5.1 5.6 2.7 ORR, % 27.3 37.9 23.1
HR (vs chemo) 0.75 0.73 Median DOR,P mo 18.0 8.3 4.8
(95% C1) (0.59-0.95) (0.58-0.92) & 80 — (95% Cl) (12.4-33.2) (5.9-9.4) (3.7-5.8)
v 69%
g 60
g 31% [ 7
e 26% @ 43%
a 9 = 34% NIVO + IPI
=l :Z;’ 13% NIVO + IPI = A0~
e
’ 8% NIVO + chemo g : :
50 = 20 I 15%1 NIVO + chemo
o ] 1 1
| | 1
I | 1 |
0 I 1 1 i | I I i 1 1 1 'll | 1 1 1 0 : : :
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 L T T T T T T T T L T . .
Fronman O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Months

187 95 66 50 42 36 31 2
1

177 135 ?3 48 37 29 19 51 45 38 33 29 26 21

1
67 59 40 26 19 14 12 1

8 47 4f 42 4 8 4 2 0 0
1 9 9 8 7 3 3 1 0 0

Ramaligan S et al. ASCO 2020



Exploratory Landmark Analysis

Responders at 6 months Stable Disease at 6 months Progressive Disease at 6 months
PD-L1 < 1% PD-L1 < 1% PD-L1 < 1%
Post-landmark  Post-landmark
1-y: 2-y:
100 g 92% 92% Post-landmark 100 Post-landmark 100
3-y: 1-y:
|
0,
80 [ 80 - s 80 Post-landmark
| : Post-landmark 1-y:
: ' pik Post-landmark 43%
" .
< 60 - | 60 : 52% 3y ~ 60 - 30% Post-landmark
o : } | B-691 45% NIVO + IPI & ’ 2y: Post-landmark
(@] | 25e-5=5) (72 24% 3-y:
i o
40 | | 40 - | ! 40 - !
| I |
: | | : | ; 8% 9% NIVO + IPI
20 H | I I 20 | : - 20 - : | 4% cl\é(r)ng
: . ! : ! '122% NIVO + ! | |
! ! : | | | chemo : ;
U I S R I N R L B Ofr——T—TtT T T+ T T—+tT T T
69 1215 18 21 24 27 30 33 36 39 42 45 48 51 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 6 0 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time From Randomization (Months) Time From Randomization (Months) Time From Randomization (Months)
39038 38 37 36 36 36 3% 35 4 32 2 16 5 0 3 3
S 3k 3B B3 3 0 0 nRBRRBIEREBNY LD T & 0 m % oN T WB e 221

42 41 3% 88 B35 32¢ 260 23 523 22 9 M15F 9 F D

Ramaligan S et al. ASCO 2020



ICI Combination + Chemotherapy in

PD-L1 Negative Expression NSCLC

CheckMate 9LA study design

Key Eligibility Criteria NIVO 360 mg Q3w + IPI 1 mg/kg Q6w
+ Stage IV or recurrent NSCLC 5
* No prior systemic therapy Chemod Q3w (2 C cles) Until dise?ase
« No sensitizing EGFR mutations progression,
or known ALK alterations 97 unaccgptable
« ECOG PS 0-1 toxicity,
or for 2 years
Stratified by for immunotherapy
PD-L1b (< 1%€ vs > 1%), .
vex, and histology (SQ vs NSQ) n =358

Primary endpoint Secondary endpoints
 OS » PFS by BICR®
* ORR by BICR®
« Efficacy by tumor PD-L1 expression

Reck M, et al. ASCO 2020



Overall survival by PD-L1 expression level

100 PD-L1 < 1% N=264
80 . HR 0.62 (0.45-0.85%)
: 63%
g 60 - : ! e
N . : NIVO + IPI + chemo
O 40 - : : .
20- s e
0 I i I I I I I I I ]
0 3 6 9 12 19 18 21 24 4 30

Minimum follow-up: 12.7 months.
295% Cl.

Reck M, et al. ASCO 2020
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KNT 189 (adeno) 190 17.0 mos : 38.5% 10.8 mos 10.9%

KNT 407 (SCCA) 194 15.9mos 0.79 29.5% 6.9 mos 13.3%

IMpower 150 339 17.1 mos 0.82 NR NR 13.4%
CHMT 227 373 17.2mos 0.62 40.4% 18.0 mos 33%
CHMT 9LA 264 16.8 mos 0.62 NR NR 22%

* All patients



How do we identify the PD-L1 negative patients that are most

likely to respond to immunotherapy?

CheckMate 227
= 0 TMB 210 mut/Mb and <1% Tumor PD-L1 Expression
A PD-L1 < 1%
NIVO + IP| NIVO +chemio Chemmo Nivo + chemo Nivo +ipi Chemo
100 & (n=187) (n=177) (n = 186) (n =43) (n=38) (n=48)
¥ Median PFS, mo 5.1 5.6 4.7 100 Median PFS,? mo 6.2 77 5.3
HR (vs chemo) 0.75 0.73 HR (vs chemo) 0.56 0.48
(93%Cl) (0:29-0:99) 10:78-0.92) (95% Cl) (0.35,0.91)  (0.27,0.85)
80 -
) 31% S 60 -
v 26% 7 i 1-y PFS = 45%
o N 0 - — :
40 ﬁ;’ 13% NIVO + IPI a 40 | ; s Mhelumeb *
A | 1-y PFS = 27%
8% NIVO + chemo T
20 — 740 s chemotherapy
: 0 | ¥ : | Chemotherapy
0 I I | I | | I I I | | | | | I | 0 3l 6l 9I 112 1|5 18 211
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months No. at risk Months
Nivo + chemo 43 36 21 14 9 5 2 0
187 95 66 50 42 36 31 23 22 20 20 18 15 8 5 2 0 Nivo + ipi 38 20 16 15 10 8 4 1
177 135 73 48 37 29 19 g5 1 11 10 8 6 6 2 1 0
Chemo 48 30 16 4 1 1 1 0

20% of PD-L1- tumors were TMB high; 51 patients overall had an ORR

Hellmann MD et al. Oral presentation at AACR 2018. CT077



How do we identify the PD-L1 negative patients that are most

likely to respond to immunotherapy?

CheckMate 568
B TMB < 10 mut/Mb
50 - Il TMB > 10 mut/Mb
Key eligibility criteria :
Stage IV o recurrent stage llb NSCLC Nivolumab 3 mgfkg every . . i
No piorsystemic therapy . 2 weeks Until disease progression 40 -
No known sensitzing EGFRALK Ipilimumab 1 mg/kg every or unac.ceptable toxicity _
lisrefias 6 weeks or maximum of 2 years = 30-
ECOG PS -1 b= o
g 20 -
Primary end points: Select secondary end points; 101 "
ORR*in PD-L1> 1% and PFS and 0S
<1% populationst ORR, PFS, and OS by TMB 0~
n/N 5/28 11/26 1/22 9/19

PD-L1 > 1%* PD-L1< 1%
16.6% of PD-L1 negative patients were TMB high Ready N, et al. JCO 2019



Beyond PD-L1 Negative Expression

and Primary IO Resistance

Patient-Intrinsic Factors

Tumor Intrinsic Factors Tumor Microenvironment

Insufficient tumor antigenicity Heterogeneity of TME Host immune system
Disruption of interferon-y signaling Lack of a preexisting HLA genotype

immune response
Loss of MHC Gut microbiota
Oncogenic signaling Neutrophil/Lymphocyte
WNT-B-catenin, CDK-4/6 & MAPK Ratio
signaling BM|
Loss of PTEN
Tumor dedifferentiation/stemness

Kalbasi A and Ribas Al Nature Review 2020




Therapeutic Strategies to Enhance IO

Responsive in PD-L1 Negative NSCLC

* Oncolytic viruses
e Activation of APCs
(e.g. TLR agonists

and CD40 agonist)
¢ Decreasing dsRNA

Tumour cell—| iy 4

S (D ing threshold LR
Teell - CERESON (ADAR 1 inhibition) 4 QQ&QQ
'&{‘O %) e Cytotoxic therapy OQ ﬂo QD
Myeloid cell~S(@) N® ) NAD OB Y
N~ O f g O "
-y ' g . R4 v

‘Immunologically cold’ tumour ‘Immunologically hot’ tumour
Lacking tumour-specific T cells Successfully primed tumour

ALLIANCE TRIAL

Stage 4 NSCLC [1/0(+/-chemo) |
PS-0-2

PD-L1 (-)

| SBRT +1/O(+/-chemo) |

SBRT to one site (8Gy x 3 fractions, administered every other day) within 30 days of registration but not on days where systemic therapy is administered
phase II portion, 100 patients; primary endpoint PFS
phase III portion 427 patients; primary endpoint OS Kalbasi A and Ribas Al Nature Review 2020



Therapeutic Strategies to Enhance IO

Responsiveness in PD-L1 Negative NSCLC

a PD1-resistant antitumour T cell response Effective combination checkpoint blockade

Alternative
A checkpoints / /
* TIM3
* LAG3 Myeloid

* TIGIT cell
* B7-H3
*CD38

\ *CD73
TCR PD1 * A2A receptor

Blockade of
alternative
checkpoints

Blockade of
Anti-PD1 alternative
Anti-PD-L1 | checkpoints

MHC PD-L1 Anti-PD1
Anti-PD-L1

Tumour cell

Vibostolimab (anti-TIGIT antibody) + Pembrolizumab
Figure 1. Best Change From Baseline in Target Lesions Based on Investigator Assessment

perRECLtLlin e IRttt B e Rod Patients With Available PD-L1 Data Without Confirmation With Confirmation?

100+

: Iiz iz/;‘ TPS 21%: responders, n 6 4
80 m Missing TPS 21%: ORR, % (95% Cl) 46 (19-75) 31 (9-61)
60+ TPS <1%: responders, n 3 3

40+

TPS <1%: ORR, % (95% Cl) 25 (6-57) 25 (6-57)

20% Tumor growth

Table 3. PFS by TPS Status in Patients With Anti-PD-1/PD-L1-Naive NSCLC>

30% Tumor reduction n=13 n=12

Median (95% Cl), months 8.4 (3.9-10.2) 41 (1.9-NR)
5. ———

Change From Baseline in Target Lesions, %

—80

-100- Kalbasi A and Ribas Al Nature Review 2020;Niu J, et al. ESMO 2020 #1401P



Therapeutic Strategies to Enhance IO

responsiveness in PD-L1 negative NSCLC

Typell " Anti-PD1
. mt(geron Anti-PD-L1
nti-PD1
IFNyo/f ' Anti-PD-L1 5 %
/ PN }~,5;J ~~" TLR agonists, (%) 0
©)

T oncolytic virus,
IEHOR \.’ ADART1 inhibition
II‘ —
Tumour cell 1
&2 \v\ SNOR ol
No IFNy- .nduc.b[e / g encoding
PD-L1 or MHC class | MHC class |
expression l 2&%&2 K

y SORNONEPD-LIT
Tumour cell insensitivity to IFNy f;ll't;rln;ttlgsfgg:satlon of downstream interferon signalling through

A ALT-803, an IL-15 superagonist + nivolumab
= PD-L1 status
< B >50%
= B 1-50%
2 50 8 <1% Objective responses (n, %, 95% CI) Disease control (n, %, 95% CI)
'g [ Not available
$ All patients 6 (29%, 11-52) 16 (76%, 53-92)
A 0 TN ———"
g o DDDDEDDD—P—' > PD-1 relapsed and refractory 3 (27%, 6-61) 10 (91%, 59-99)
o —
% D' ":III:”]I PD-LI negative (<1%) 3 (30%, 7-65) 7 (70%, 35-93)
|5 PD-L1 positive (>50%) 3 (75%, 19-99) 4 (100%, 40-100)
0=
S_ 5
=
>
= SWOG 1800D
RS s e S S S S S S S e S S . . — —

Individual patients Kalbasi A and Ribas Al Nature Review 2020; Wrange J, et al. Lancet Oncol 2018



PD-L1 negative tumors

One third of patients with NSCLC have PD-L1 negative tumors.

Combination therapies (chemotherapy + ICI or dual ICIs) are the treatment of
choice with small subset of patients enjoying durable responses.

PD-L1 negative tumors are heterogenous. High TMB may identify PD-L1 negative
tumors more likely to respond to ICIs.

Future immuno-therapeutic advances will require a better understanding of the
interplay between the tumor, TME and host.

Trials specific for PD-L1 negative tumors should be considered.



