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Current Challenges with 10 in Lung Cancer

Too many first line options

How long should 10 be continued (CM 153)?

Role of immunotherapy in NSCLC with driver mutations uncertain

How best to use radiotherapy with immunotherapy

Majority of patients do not respond to IO alone (primary resistance)
The majority of responders will develop resistance

Management of 1O toxicity/ use of 10 with autoimmune dis./ transplant

N o U A wN R

* How are we addressing these questions in clinical trials?
#LearnACl
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B u.s. National Library of Medicine

ClinicalTrials.gov

Find Studies v About Studies ¥ Submit Studies ¥ Resources v About Site ¥ PRS Login

Home > Search Results [ Saved Studies (53) J

283 Studies found for: Recruiting, Not yet recruiting, Active, not recruiting Studies | (Non Small Cell Lung Cancer OR non-small cell lung carcinoma OR non-small
cell lung cancer) AND (Immunotherapy OR immune checkpoint OR cytokine OR Cellular OR Costimulatory OR Vaccine OR Angiogenesis OR intratumoral OR
Epigenetic) | Phase 3

Applied Filters: Recruiting Not yet recruiting Active not recruiting Phase 3

- Excluded trials evaluating adjuvant/ neoadjuvant therapy

#LearnACI
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How often/ long should IO be cont.?
/v sein oo _esmen L1 e e

DICIPLE 1L; PD-L1, 1-49% Nivolumab/ Ipilimumab for 6 months 2> 2023
03469960 (France) Continuation versus Observation

REFINE-Lung 1L Pembrolizumab +/- Chemotherapy x 6 months = OS at 2027
05085028 (UK) Pembrolizumab every 6/9/12/15 or 18 weeks 2 years

DIAL 1L Platin Doublet/ Pembrolizumab x 6 months = Observation 0OS 2029
05255302 (France) (Maintenance Pemetrexed in Non-Sq)

Platin Doublet/ Pembrolizumab =2
Pembrolizumab (with Pemetrexed in Non-Sq)

EDEN 1L, Sq NSCLC Platin Doublet = Switch Maintenance Nivolumab vs. Delayed OS 2022
03542461 (Italy) Nivolumab (on Progression)
INSIGNA 1L; Non-Sq NSCLC Pembrolizumab, on Progression = Carboplatin/ Pemetrexed  OS 2022
03793179 PDL1 > 1% plus/minus Pembrolizumab (Arms A and B)

(US, Canada, Guam) Pemetrexed/Carboplatin/ Pembrolizumab
04909684 1L SOC Pembrolizumab (200/400mg Q3/6 Weeks) OS at 2024

(Netherlands) Pembrolizumab 300 mg Q 6 Weeks 1 year
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Immunotherapy for EGFR (and other driver) Mutant NSCLC?
m

CM722 EGFRm, Prior- TKI Platin/ Pemetrexed plus/ minus Nivolumab 2022
02864251 (International, INT) Nivolumab/ Ipilimumab (arm closed)
KEYNOTE 789  EGFRm, Prior TKI Platin/ Pemetrexed/ Pembrolizumab OS 2023
03515837 (INT) Platin/ Pemetrexed/ Placebo PFS
03924050 EGFRm, Prior TKI Platin/ Pemetrexed/ Toripalimab (anti-PD-1) PFS 2022
(China) Platin/ Pemetrexed/ Placebo
05132413 EGFRm, Prior TKI Platin/ Pemetrexed/ SH-1701 (anti-PD-L1/ TGFbetaRII) PFS 2024
(China) Platin/ Pemetrexed/ SH-1701/ Bevacizumab - 1° Endpoint met
Platin/ Pemetrexed/ Placebo
ORIENT-31 EGFRm, Prior TKI Cisplatin/ Pemetrexed/ Sintilimab (anti-PD1) PFS 2022
03802240 (China) Cisplatin/ Pemetrexed/ Sintilimab/ IBI305 (Anti-VEGF)
Cisplatin/ Pemetrexed/ Placebo
05184712 EGFRm, Prior TKI Carboplatin/Pemetrexed/ AK112 (anti-PD-1/VEGF) PFS 2024
(China) Carboplatin/Pemetrexed/ Placebo
03991403 EGFR/ ALK+, Prior TKI Carboplatin/ Paclitaxel/ Bevacizumab/ Atezolizumab PFS 2022

(Korea) Platin/Pemetrexed
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CM722 EGFRm, Prior- TKI Platin/ Per ﬁ 4-5"4 Cytokines IL-12
02864251 (International, INT) Nivolumat @ \
Th2 Profferation Magrophage (M2)
KEYNOTE 789  EGFRm, Prior TKI Platin/ Per 3 \\7 @23&!(?.?2;".2‘3‘,".310
03515837 (INT) Platin/ Per eos n: i
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03924050 EGFRm, Prior TKI Platin/ Per —' i,\ . J l sen, @@ Degranulation
(China) Platin/ Per immane @ P ) ‘
05132413 EGFRm, Prior TKI  Platin/ Per raton :NK .
. . s W
(China) Platin/ Per Exocytosis e Preciuation
PIatin/ Per ﬁ:{:cj;oxic Activity
ORIENT-31 EGFRm, Prior TKI Cisplatin/ Pemetrexed/ Sintilimab (anti-PD1) PFS 2022
03802240 (China) Cisplatin/ Pemetrexed/ Sintilimab/ IBI305 (Anti-VEGF)
Cisplatin/ Pemetrexed/ Placebo
05184712 EGFRm, Prior TKI Carboplatin/Pemetrexed/ AK112 (anti-PD-1/VEGF) PFS 2024
(China) Carboplatin/Pemetrexed/ Placebo
03991403 EGFR/ ALK+, Prior TKI Carboplatin/ Paclitaxel/ Bevacizumab/ Atezolizumab PFS 2022

(Korea) Platin/Pemetrexed
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How best to use radiotherapy with immunotherapy?

Trial/ NCT Setting Treatment
(Location)

LONESTAR 10 naive Nivolumab/ Ipilimumab plus Local Treatment (Surgery/RT) 2022
03391869 (US) Nivolumab/ Ipilimumab OS oligo
NIRVANA |0 naive Platin Doublet/ Pembrolizumab plus Concurrent Radiation OS 2024
03774732 (France) Platin Doublet/ Pembrolizumab
04929041 1L, PD-L1<1% Standard |0 w or w/out Chemotherapy plus Radiation (ON) 2027
RPh2/3 (US) Standard IO w or w/out Chemotherapy PFS
03867175 1L, Maint. ChemolO = Pembrolizumab plus SBRT PFS 2027
(US) Pembrolizumab
TRAILOCLORIO1 1stline, Anti- PD-1/L1 with or w/out Chemo = Anti-PD-1/L1 + Stereotactic OS 2024
05111197 Oligomet Radiation Therapy (up to 5 FDG avid lesions)
(France) Anti- PD-1/L1 with or w/out Chemo = Anti-PD-1/L1
04702009 1L, Central Platinum Doublet/ anti-PD1/L1/ Bronch. Assist. Interventional Tx ORR 2026

Lesion (China) Platinum Doublet/ anti-PD1/L1

© 2021-2022 Society tor Inmunotherapy of Cancer
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How best to use radiott .

Trial/ NCT Setting Treatment
(Location)

LONESTAR 10 naive Nivolumab/ Ipil
03391869 (US) Nivolumab/ Ipil
. . Abscopal tumor cells
NIRVANA |0 naive Platin Doublet/
03774732 (France) Platin Doublet/ - /'/F_ Lymph node
04929041 1L, PD-L1<1% Standard IO w ¢ i)@ .
RPh2/3 (US) Standard 10 w ¢ @ = et o rod
T call recegbor L

03867175 1L, Maint. ChemolO - Pe Activated T cells - comee :21:4;.2_:.4

(US) Pe - EEEL Y aetiPO-LY
TRAILOCLORIO1 1stline, Anti- PD-1/L1 with or w/out Lhemo =2 Anti-PD-1/L1 + Stereotactic US> 2024
05111197 Oligomet Radiation Therapy (up to 5 FDG avid lesions)

(France) Anti- PD-1/L1 with or w/out Chemo = Anti-PD-1/L1
04702009 1L, Central Platinum Doublet/ anti-PD1/L1/ Bronch. Assist. Interventional Tx ORR 2026

Lesion (China) Platinum Doublet/ anti-PD1/L1
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How best to use radiotherapy with immunotherapy?

Trial/ NCT Setting Treatment
(Location)

LONESTAR 10 naive Nivolumab/ Ipilimumab plus Local Treatment (Surgery/RT) 2022
03391869 (US) Nivolumab/ Ipilimumab OS oligo
NIRVANA |0 naive Platin Doublet/ Pembrolizumab plus Concurrent Radiation OS 2024
03774732 (France) Platin Doublet/ Pembrolizumab
04929041 1L, PD-L1<1% Standard |0 w or w/out Chemotherapy plus Radiation (ON) 2027
RPh2/3 (US) Standard IO w or w/out Chemotherapy PFS
03867175 1L, Maint. ChemolO = Pembrolizumab plus SBRT PFS 2027
(US) Pembrolizumab
TRAILOCLORIO1 1stline, Anti- PD-1/L1 with or w/out Chemo = Anti-PD-1/L1 + Stereotactic OS 2024
05111197 Oligomet Radiation Therapy (up to 5 FDG avid lesions)
(France) Anti- PD-1/L1 with or w/out Chemo = Anti-PD-1/L1
04702009 1L, Central Platinum Doublet/ anti-PD1/L1/ Bronch. Assist. Interventional Tx ORR 2026

Lesion (China) Platinum Doublet/ anti-PD1/L1
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PACIFIC 8 TIGIT ChemoRT = Durvalumab/ Domvanalimab or Placebo PFS 2027
05211895 (INT) (INT) ChemoRT = Durvalumab/ Placebo

PACIFIC 9 CD73 ChemoRT = Durvalumab/ Oleclumab plus/minus Monalizumab PFS 2026
05221840 (INT) NKG2A  ChemoRT = Durvalumab/ Placebo

SKYSCRAPER-03 TIGIT ChemoRT > Atezolizumab/ Tiragolumab PFS 2024
04513925 (INT) ChemoRT = Durvalumab

CM73L ChemoRT/ Nivolumab = Nivolumab plus/minus Ipilimumab PFS 2025
04026412 (INT) ChemoRT = Durvalumab

KEYVIBE-006 TIGIT ChemoRT/ MK-7684A (Pembrolizumab/Vibostolimab)—> MK7648A OS 2028
05298423 ChemoRT = Durvalumab PFS
KEYLYNK-012 PARP ChemoRT/ Pembrolizumab = Pembrolizumab with Olaparib or Placebo OS 2026
04380636 (INT) ChemoRT = Durvalumab PFS

04866017 TIGIT ChemoRT/ Tislelizumab (anti-PD1) plus/minus Ociperlimab PFS 2025
(US/ AU) ChemoRT = Durvalumab CCR

04092283 ChemoRT/Durvalumab = Durvalumab 0OS 2028
(US) ChemoRT = Durvalumab

04325763 VEGFR ChemoRT = TQB2450 (anti-PDL1)/ Placebo or TQB2450/ Anlotinib PES 2022

(China) ChemoRT = Placebo (Anlotinib- RTKi including VEGFR)
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ChemoRT = Placebo _ Chauvm et al, J Immunother Cancer 2020
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Trial/ NCT (Loc)

PACIFIC 8
05211895 (INT)

PACIFIC 9
05221840 (INT)

SKYSCRAPER-03
04513925 (INT)

CM73L
04026412 (INT)

KEYVIBE-006
05298423

KEYLYNK-012
04380636 (INT)

04866017
(US/ AU)

04092283
(US)

04325763
(China)

Can we Improve Upon PACIFIC?

Rationale for combining durvalumab with oleclumab (anti-CD73)
or monalizumab (anti-NKG2A)

1 Proinflammatory

ATP AMP Adenosine

J Immunosuppresive

PD-L1 Monalizumab
~ Y

\J .
=~ Oleclumab
[ W ,/
..' T n N
s : 1

(

'
CD39 cD73

3 \ ‘\%NKGZA

Durvalumab

’
L‘“”“"J e NS a

RT induces expression of CD73 and HLA-E (NKG2A ligand), which inhibit antitumour immune response '

Oleclumab inhibits CD73 to reduce extracellular adenosine production, thereby promoting antitumour immunity.® Oleclumab
combined with durvalumab produced durable responses with manageable safety in a Ph | study of advanced EGFRm NSCLC?®

Monalizumab blocks NKG2A to reduce inhibition of NK and CD8+ T cells.” Monalizumab combined with cetuximab had
promising activity with manageable safety in a Ph I/Il trial of patients with R/M HNSCC?

Combinations of RT and anti-CD73/NKG2A + anti-PD-(X) show increased antitumour activity in preclinical models'24

ATP, adenosine tnphosphate, AMP, adenosine monophosphate; DC, dendntic cell, EGFRm, epidermal growth factor receptor mutant, MDSC, myeloid-denved suppressor cell, NK, natural killer,
PD(L)1, programmed cell death (kgand) 1, R'M HNSCC, recurrent/metastatic head and neck squamous cell carcanoma; RT, radiotherapy, TAM, tumour-associated macrophages
12N |
ChemoRT -2 Placebo

1 Wennerberg E, et al. Cancer Immunology Res 20208 465478, 2. Tsukui H, et al. BMC Cancer 2020,20.411;, 3. Nguyen AM, et al. Mol Cell Proteomics, 2020,19.375-389,
4 Battagha NG, et al. J Immunol 2020,204 241.24, 5. Geoghegan JC, et al. MAbs 2016,8:454-467, 6. Bendell J, et al. J Clin Oncol 2021,39.no. 15_suppl 9047,
7 André P, et al. Cell 2018,175:1731-1743 e13, 8. Cohen RB et al J Clin Oncol 38: 2020 (supp!, abstr 6516). Figures created with BioRender com

(Anlotinib- RTKi including VEGFR)
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ChemoRT = Durvalumab/ Domvanalimab or Placebo

PACIFIC 8
05211895 (INT)

PACIFIC 9
05221840 (INT)

SKYSCRAPER-03
04513925 (INT)

CM73L
04026412 (INT)

KEYVIBE-006
05298423

KEYLYNK-012
04380636 (INT)

04866017
(US/ AU)

04092283
(US)

04325763
(China)

TIGIT
(INT)

CD73
NKG2A

TIGIT

TIGIT

PARP

TIGIT

VEGFR

ChemoRT = Durvalur

ChemoRT = Durvalur
ChemoRT = Durvalur

ChemoRT = Atezolizt
ChemoRT = Durvalur

ChemoRT/ Nivolumak
ChemoRT = Durvalur

ChemoRT/ MK-7684A
ChemoRT = Durvalu

ChemoRT/ Pembrolizt
ChemoRT = Durvalur

ChemoRT/ Tislelizume
ChemoRT = Durvalur

ChemoRT/Durvaluma
ChemoRT = Durvalur

ChemoRT = TQB245(
ChemoRT = Placebo

Can we Improve Upon PACIFIC?

®

T Cell
Recruitme

@

Activation

Antigens

/,\_/CTLA-4

2027
(B Tumor Microenvironment
Tumor Cells
PD-1/PD-L1
Blockade PARP
Inhibition
Interferons &
Chemoattractants /

Regulatory
T Cells

Cytotoxic
T Cells
CTLA-4 Vikas et al, Frontiers in Oncol 2020

Blockade

4

~
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Trial/ NCT (Loc) e

Tumor-related Vessel
normalization

PACIFIC 8 TIGIT ChemoRT = Durvalumab/ T
05211895 (INT) (INT) ChemoRT - Durvalumab/ — (<) = &
PACIFIC 9 CD73 ChemoRT - Durvalumab/ I
05221840 (INT) NKG2A ChemoRT = Durvalumab/ . |
SKYSCRAPER-03 TIGIT ~ ChemoRT - Atezolizumab irriad) et ooy Ctcts ol
04513925 (INT) ChemoRT = Durvalumab @ — @ (e @
+® <y
CM73L ChemoRT/ Nivolumab > N Reprogramthe TME ot S
04026412 (INT) ChemoRT = Durvalumab ~ 'Mmunosuppressive = vy -
Immunostimulating e — 0 —

KEYVIBE-006  TIGIT  ChemoRT/ MK-7684A (Pen e e
05298423 ChemoRT = Durvalumab b o g TR -

. *’,* A ® — @ 0
KEYLYNK-012 PARP ChemoRT/ Pembrolizumak \® '.'* s s
04380636 (INT) ChemoRT > Durvalumab :,* Y, B E“C"‘.'S”"

o/ o
04866017 TIGIT  ChemoRT/ Tislelizumab (a1 s i
mmunosuppressive

(US/ AU) ChemoRT = Durvalumab TME
04092283 ChemoRT/Durvalumab - MIN . Chen etal, et
(US) ChemoRT = Durvalumab Anti-PD-L1 drugs ' ’ iy 1
04325763 VEGFR ChemoRT = TQB2450 (anti-PDL1)/ Placebo or TQB2450/ Anlotinib PFS 2022
(China) ChemoRT = Placebo (Anlotinib- RTKi including VEGFR)



619 Advances in Cancer Immunotherapy™

Overcoming 1° Resistance to 10 (High PD-L1)
Trial/ NCT | Setting (Location) |Target |Treatment |1°EndPt | Results _

Skyscraper-01 1 Line, PD-L1>50% TIGIT Atezolizumab/ Tiragolumab 2025

04294810 (INT) Atezolizumab/ Placebo PFS

INTR@PID 037 1 Line, PD-L1>50% TGF-B  Bintrafusp alfa (anti-PDL1/ TGFbetaRIl Fusion Protein) ON) 2022

03631706 (INT) Pembrolizumab PFS

04746924 1L, PDL1>50% TIGIT Tislelizumab (anti-PD1) plus/minus Tociperlimab OS 2025
(INT) Pembrolizumab/placebo PFS

PERSEE 1L, PDL1 > 50% Platin Doublet/ Pembrolizumab PFS 2025

04547504 (France) Pembrolizumab

05047250 1L, PDL1 Hi (TC/IC) Platin Doublet PFS 2024
(China) Atezolizumab

TROPION-08 1L, PDL1>50% TROP2 Pembrolizumab/ Dato-DXd (TROP2 ADC) 0OS 2026

05215340 (US, Japan) Pembrolizumab PFS

#learnACl
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Overcoming 1° Resistance to IO (High PD-L1)

Skyscraper-01
04294810

INTR@PID 037
03631706

04746924

PERSEE
04547504

05047250

TROPION-08
05215340

#LearnACI
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1 Line, PD-L1>50% TIGIT  Atezolizumab/ Tiragolumab 2025
(INT) Atezolizumab/ Placebo PFS
1 Line, PD-L1>50% TGF-B  Bintrafusp alfa (anti-PDL1/ TGFbetaRIl Fusion Protein) OS 2022
(INT) Pembrolizumab PFS

1L, PDL].ZSO% TIGIT NK cell ," Mesenchyinatiike
— ot
Dendritic
1L, PDL1 > 50% = oo angogeness, (LIS peiasiasis et —
(France)
LR e Y

1L, PDL1 Hi (TC/IC)

J
(Ch i Nna ) Suppression of immune response TGF-B “trap” moiety sequesters TGF-8 Flbrosis and impaired o X
to block downstream signaling drug access g

TGF-*
P

1L, PDL1>50% TROP2
(US, Japan) =

Bintrafusp Tumor cells
alfa

Anti-PD-L1 mAb moiety
blocks PD-L1 interactions with PD-1

Emens et al, Abst 132
2020 SABCS

CAF, cancer-associated fibroblast; mAb, monoclonal antibody; NK, natural killer; TAM, tumor-associated macrophage. Virtual Congress, Dec. 2020

*Tumor cells are also a major source of TGF-(3 in the microenvironment.
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Overcoming 1° Resistance to |0 (any PD-L1)

LEAP-007* 1 Line, PDL1>1% VEGFR Pembrolizumab/ Lenvatinib * Did not meet 1° Endpoint OS and

03829332 (INT) Pembrolizumab/ Placebo PFS

MK-7684A-003 1L, PDL1 > 1% TIGIT MK-7684A (Pembrolizumab/ Vibostolimab) 0OS 2025

04738487 (INT) Pembrolizumab PFS

04964479 1L; PDL1 > 1% VEGFR TQB2450 (anti-PDL1)/ Anlotinib (RTKi including VEGFR) PFS 2022

China (China) Pembrolizumab/ Placebo

04203485 1L, PDL1 pos/ VEGFR Camrelizumab (anti-PD1) +/- Apatinib (RTKi incl VEGFR) OS 2022
(China) Platin Doublet PFS

05042375 1L, PDL1 pos. VEGFR Camrelizumab/Famitinib (RTKi incl VEGFR) OS 2024
(China) Pembrolizumab PFS

#learnACl
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Overcoming 1° Resistance to |0 (any PD-L1)

LEAP-007* 1 Line, PDL1>1% VEGFR Pembrolizumab/ Lenvatinib * Did not meet 1° Endpoint OS and
03829332 (INT) Pembrolizumab/ Placebo PFS
MK-7684A-003 1L, PDL1 > 1% TIGIT MK-7684A (Pembrolizumab/ Vibostolimab) 0OS 2025
04738487 (INT) Pembrolizumab PFS
04964479 1L; PDL1 > 1% VEGFR TQB2450 (anti-PDL1)/ Anlotinib (RTKi including VEGFR)  PFS 2022
e B Avapritint e [rmmew] Pembrolizumab/ Placebo
| Famiinb B PDGFR | somp | cKit | Lamvacin
o v I | | ey —*“'_ Rerstal —*H’_.fﬂ-'i-’ff“;.".;- | poe | Camrelizumab (anti-PD1) +/- Apatinib (RTKi incl VEGFR) OS 2022
L E:',:E I, C%:b:" Platin Doublet PFS
& (s ] - Camrelizumab/Famitinib (RTKi incl VEGFR) 0s 2024
L RraF | PI3K. - Pembrolizumab PFS

| PKC l l l
DMEK]—| Sorseris | BAKT

Binimetinib | FAK +—
Vallilas etal, AEmetig .7
IntJ Mol Sci 2021

|ERK12 ' mTOR

4 4

Angiogenesis Cell proliferation Anti-apoptosis Cell motility
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Overcoming 1° Resistance to 10 (PDL1 Independent)

Trial/ NCT Setting Target | Treatment 1° EndPt
(Location)

SKYSCRAPER 06 1L, Non-Sq TIGIT Platin/Pemetrexed/Atezolizumab/ Tiragolumab 2024
04619797 (INT) Platin/Pemetrexed/Pembrolizumab/ Placebo PFS

LEAP-006 1 Line, N-Sqg VEGFR Platin/Pemetrexed/Pembrolizumab/ Lenvatinib DLT, OS 2023
03829318 (INT) Platin/Pemetrexed/Pembrolizumab/ Placebo and PFS
IPOWER151 1L, Non-Sq Platin Doublet/Bevacizumab/ Atezolizumab PFS 2023
04194203 (China) Platin Doublet/Bevacizumab/ Placebo

ENREACH-L-01 1L, Sq NSCLC Catboplatin/ Paclitaxel/ KNO46 (anti-PDL1/CTLA4) PFS 2022
04474119 (China) Catboplatin/ Paclitaxel/ Placebo OS

KEYVIBE-007 1L TIGIT Platin Doublet/ MK-7684A (Pembrolizumab/Vibostolimab) OS 2025
05226598 Platin Doublet/ Pembrolizumab PFS

QUILT 2.023 1L IL15 Pembrolizumab/N-803 +/- Platin Doublet Chemo PFS 2023
03520686 (US) SupAg Pembrolizumab +/- Platin Doublet Chemo

CANOPY-1 1 Line IL-1B Platin Doublet/ Pembrolizumab/ Canakinumab OS -
03631199 (INT) Platin Doublet/ Pembrolizumab/ Placebo PFS

TTLOCUL I\
© 2021-2022 Society tor Inmunotherapy of Cancer
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e N-803 Mechanism of Action
vercoming

Trial/ NCT Setting Macrophages
(Location)

SKYSCRAPER 06 1L, Non-Sq N-B03 IL-15 Superagonist Antibody Cytokine Fusion \_/

’ rotein

04619797 (INT) _
Cytokine |

LEAP-006 1 Line, N-Sq (IL-15N72D) 40 O |

03829318 (lNT) Cytokine Fusion

(IL-15Rq)

Arabody (gGife
Incroases Mar-Ufe (FcRa
Reocepior) & ncreases Homng

g % CO16 Receptor on N Cells
IPOWER151 1L, Non-Sq w:itv;tmo;dng;get; Fc target, S Macxghages |
04194203 (China) killing cells NK, CD8* T Cells without
inducing T Reg stimulation 18NT20
ENREACH-L-01 1L, Sq NSCLC NP
04474119 (China)
KEYVIBE-007 1L Chamie et al, ASCO GU 2021 ‘
05226598 _ m(c.u
QUILT 2.023 1L IL15 Pembrolizumab/N-803 +/- Platin Doublet Chemo 2023
03520686 (US) SupAg Pembrolizumab +/- Platin Doublet Chemo
CANOPY-1 1 Line IL-1B Platin Doublet/ Pembrolizumab/ Canakinumab OS -
03631199 (INT) Platin Doublet/ Pembrolizumab/ Placebo PFS

TTLROUL I\
© 2021-2022 Society tor Inmunotherapy of Cancer
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Overcoming 1° Resistance to IO (PDL1 Independent)

Trial/ NCT Setting Target | Treatment
(Location)

SKYSCRAPER 06 1L, Non-Sq TIGIT PIatin/Pemetrexed/AU Proposed mechanism of action

04619797 (lNT) PIatin/Pemetrexed/Pe ( Immunosuppressive oe:: l
e.g., MDSC, TAM, Tr
LEAP-006 1 Line, N-Sq VEGFR Platin/Pemetrexed/Pe O

03829318 (INT) Platin/Pemetrexed/Pe

Neutralized IL-1 B
signaling inhibits action of

IPOWER151 1L, Non-Sq Platin Doublet/Bevaci;| | immunosuppressive cells

04194203 (China) Platin Doublet/Bevaci

ENREACH-L-01 1L, Sq NSCLC Catboplatin/ Paclitaxe

04474119 (China) Catboplatin/ Paclitaxe

KEYVIBE-007 1L TIGIT  Platin Doublet/ MK-7€ Demonsiaied
05226598 Platin Doublet/ Pembt @::"m'ﬁmﬁ%ﬁamry
QUILT2.023 1L IL15  Pembrolizumab/N-80: umor cal deatnl (g} () Tumor gt
03520686 (US) SupAg Pembrolizumab +/- Pl Garrido et al, Future Oncol 2021 + Metastasis /
CANOPY-1 1 Line IL-1B Platin Doublet/ Pembrolizumab/ Canakinumab OS -
03631199 (INT) Platin Doublet/ Pembrolizumab/ Placebo * Did not meet 1° P¥8point &
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Overcoming 1° Resistance to 10 (PDL1 Independent)

Trial/ NCT Setting Target | Treatment 1° EndPt
(Locatlon)

04619433
(Chlna)

KEYLYNK-006 1 Line, N-Sq
03976323 Maintenance
(INT)

KEYLYNK-008 1 Line, Sq
03976362 Maintenance
(INT)

ZEAL 1L-Maint
04475939 (INT)

#LearnACI
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VEGFR Carboplatin/Pemetrexed/Camrelizumab (anti-PD1)/ Famitinib  PFS 2022
Carboplatin/Pemetrexed/Camrelizumab/ Placebo

PARP Platin/Pemetrexed/Pembrolizumab =2 0OS 2024
Pembrolizumab/ Olaparib PFS
Pembrolizumab/ Pemetrexed

PARP Platin/nab-Paclitaxel)/Pembrolizumab 2> 0OS 2024
Pembrolizumab/ Olaparib PFS
Pembrolizumab/ Placebo

PARP Platinum Doublet/ Pembrolizumab = 0OS 2024
Pembrolizumab/ Niraparib PFS

Pembrolizumab/ Placebo



Sitc

LEAP-008
03976375 (INT)

Sapphire
03906071 (INT)

CONTACT-01
04471428 (INT)

LUNG MAP
05096663 (US)

COSTAR
04655976 (INT)

04921358
(China and AU)

05001724
(China)

05106335
(China)

03944980
(China)

Post CT and
ICl

Post CT and
ICI; Non-Sq

Post CT and
ICl

2/3 Line
Prior 10

Prior 10 and
Chemo

Prior
ChemolO

Prior 10/
ChemolO

Prior 1O and
Chemo

2L
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VEGFR

VEGFR
TAM

VEGFR
TAM

IL15
SupAg

TIM3
VEGFR
TAM

VEGFR

Pembrolizumab/ Lenvatinib
Docetaxel

Nivolumab/Sitravatinib (RTKI incl. VEGFR, TAM)
Docetaxel

Atezolizumab/ Cabozantinib (RTKi incl. VEGFR, TAM)
Docetaxel

ALT-803/ Pembrolizumab
SOC salvage 2nd/ 3 Line Chemotherapy

Docetaxel/Dostartalimab (anti-PD1) plus/minus Cobolimab
Docetaxel

Tislelizumab (anti-PD1) plus Sitravatinib
Docetaxel

KNO46 (anti-PDL1/CTLA4) versus Lenvatinib
Docetaxel

Camrelizumab (anti-PD1)/ Famitinib or Famitinib alone
Docetaxel

Docetaxel/ anti-PD1 Activated Peripheral T cell
Docetaxel

0S
PFS

OS

OS

OS

OS

OS

PFS

0S
PFS

OS

PFS

Ph-I11 IO Treated NSCLC

2023

2022

2022

2024

2024

2024

2024

2025

2022
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Ph-111 1O Treated NSCLC

e e S Py 73

LEAP-008
03976375 (INT)

Sapphire
03906071 (INT)

CONTACT-01
04471428 (INT)

LUNG MAP
05096663 (US)

COSTAR
04655976 (INT)

04921358
(China and AU)

05001724
(China)

05106335
(China)

03944980
(China)

Post CT and
ICI

Post CT and
ICI; Non-Sq

Post CT and
ICI

2/3 Line
Prior 1O

Prior 10 and
Chemo

Prior
ChemolO

Prior 10/
ChemolO

Prior 1O and
Chemo

2L

VEGFR

VEGFR
TAM

VEGFR
TAM

IL15
SupAg

TIM3
VEGFR
TAM

VEGFR

Pembrolizumab/ Lenvatinib 2023
Docetaxel PFS
Nivolumab/Sitravatinib (RTKI incl. VEGFR, TAM) OS 2022
Docetaxel
Atezolizumab/ Cabozantinib (RTKi incl. VEGFR, TAM) OS 2022
Docetaxel = p—
e-fo 0 ©
ALT-803/ Pembroll (e °
SOC salvage 2M/ 3 4 := :
Bergerot et al, MHC
Docetaxel/Dostart Mol Cancer o L4 \Aé.
Docetaxel o ()
o o
Tislelizumab (anti- o Ve’
Docetaxel »9 o
VEGFR Macrophage

Immuno-suppressive

KNO46 (anti PDL]./ &phenotype
Docetaxel M‘ER(

3 na
Camrelizumab (an »x ;Q (relﬁsed G : @
Docetaxel TYRO3 immature APC) >

© 2019 American Association for Cancer Research

Docetaxel/ anti-PL Sitravatinib: TAM (TYRO3, AXL, MER) and Split-family Receptors (VEGFR2)
Docetaxel Cabozantinib: MET, VEGFR, RET, ROS1 and TAM

APC
ol

Maturatlon/functlon
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LEAP-008
03976375 (INT)

Sapphire
03906071 (INT)

CONTACT-01
04471428 (INT)

LUNG MAP
05096663 (US)

COSTAR
04655976 (INT)

04921358
(China and AU)

05001724
(China)

05106335
(China)

03944980
(China)

Post CT and
ICl

Post CT and
ICI; Non-Sq

Post CT and
ICl

2/3 Line
Prior 10

Prior 10 and
Chemo

Prior
ChemolO

Prior 10/
ChemolO

Prior 1O and
Chemo

2L
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VEGFR

VEGFR
TAM

VEGFR
TAM

IL15
SupAg

TIM3
VEGFR
TAM

VEGFR

Pembrolizumab/ Lenvatinib
Docetaxel

Nivolumab/Sitravatinib (RTKI incl. VEGFR, TAM)
Docetaxel

Atezolizumab/ Cabozantinib (RTKi incl. VEGFR, TAM)
Docetaxel

ALT-803/ Pembrolizumab
SOC salvage 2nd/ 3 Line Chemotherapy

Docetaxel/Dostartalimab (anti-PD1) plus/minus Cobolimab
Docetaxel

Tislelizumab (anti-PD1) plus Sitravatinib
Docetaxel

KNO46 (anti-PDL1/CTLA4) versus Lenvatinib
Docetaxel

Camrelizumab (anti-PD1)/ Famitinib or Famitinib alone
Docetaxel

Docetaxel/ anti-PD1 Activated Peripheral T cell
Docetaxel

0S
PFS

OS

OS

OS

OS

OS

PFS

0S
PFS

OS

PFS

Ph-I11 IO Treated NSCLC

2023

2022

2022

2024

2024

2024

2024

2025

2022
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Other IO Being Evaluated in NSCLC (Phase |, 1)

Generally combined with PD-1 axis Inhibitors

e Other ICl and Stimulatory Agonists

* Anti-Angiogenesis Agents

* Epigenetic Therapy

 Vaccines (including personalized vaccines)
e Cellular Therapies

e Cytokine Therapies

* Microbiome-based Therapy

* Intratumoral Therapies

#LearnACI
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