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NLRP3

IL-1p

TNF-o

GAPDH

Forward

CTAGCTGTTCCTGAGGCTGG
TATCCACTGCCGAGAGGTGA
CAGAAGTACCTGAGCTCGCC
TGCCACCTTTTGACAGTGATG
CTGGGCAGGTCTACTTTGGG
AGGCACTCCCCCAAAAGATG

CTCAATATTAGAGTCTCAAC
CCCCA

CAACGATGATGCACTTGCAGA
AATGGGCAGCCGTTAGGAAA
CCCTTAAGAGGGATGCTGCC

H, human; M, mouse.

Reverse

AGCCCTTCTGGGGAGGATAG
TCTTGCACACTGGTGGGTTT
AGATTCGTAGCTGGATGCCG
AAGGTCCACGGGAAAGACAC
CTGGAGGCCCCAGTTTGAAT
CCACTTGGTGGTTTGTGAGTG
GAGAAGGCAACTGGACCGAA

TGTGACTCCAGCTTATCTCTTGG
GCGCCCAATACGACCAAATC
ACTGTGCCGTTGAATTTGCC





OPS/images/fonc-10-01289/crossmark.jpg
©

2

i

|





OPS/images/fonc-10-01289/fonc-10-01289-g001.gif
%@
@
hm,@





OPS/images/fonc-10-00721/fonc-10-00721-g004.gif
e

—

f. el ;
i) /74

L
HE S L
SEF W TFS
fle

i §: +
i . N TP

51 'J 'ﬂﬁi. i :
GIEEE PP i TP FIE PP A

et et T s






OPS/images/fonc-10-00721/fonc-10-00721-g005.gif





OPS/images/fonc-10-00721/fonc-10-00721-g006.gif





OPS/images/fonc-10-00721/fonc-10-00721-g007.gif





OPS/images/fonc-10-00721/fonc-10-00721-g001.gif





OPS/images/fonc-10-00721/fonc-10-00721-g002.gif
consscronet A2z 0
oL S —— 51 01
o1 17105

socon | < 0

® e c L





OPS/images/fonc-10-00721/fonc-10-00721-g003.gif
Rowono@s

i
H

IPNLRPS
IBcubiquitn

H
i

wsionsm)
s ——— 1110

pro-cosposet - e

1eLRP3

18:pr0-caspase-t

Imasc





OPS/images/fonc.2021.559161/table3.jpg
Adjunct
Therapy

Rosiglitazone
Metformin
Tadalafil
Tadalafil

Paricalcitol

Galunisertib

Losartan,
FOLFIRINOX,
SBRT
Epacadostat

Propranolol
Aspirin
Aspirin or
Celecoxib
Celecoxib

Celecoxib

ICl used

Nivolumab or
Pembrolizumab
Nivolumab

Nivolumab

Pembrolizumab

Nivolumab

Nivolumab

Nivolumab

Pembrolizumab

Atezolizumab

Pembrolizumab
Nivolumab

Nivolumab
Ipilimumab

Study Title

A Phase Il Clinical Trial of Anti-PD-1 mAb Therapy Alone or With Metabolic Modulators to
Reverse Tumor Hypoxia and Immune Dysfunction in Solid Tumor Malignancies

Window of Opportunity Trial of Nivolumab and Tadalafil in Patients With Squamous Cell
Carcinoma of the Head and Neck

A Phase Il Study of Tadalafil and Pembrolizumab in Recurrent or Metastatic Head and Neck
Squamous Cell Carcinoma

A SU2C Catalyst Randomized Phase Il Trial of the PD1 Inhibitor Pembrolizumab With or
Without a Vitamin D Receptor Agonist Paricalcitol in Patients With Stage IV Pancreatic Cancer
Who Have Been Placed in Best Possible Response

A Phase 1b/2 Dose Escalation and Cohort Expansion Study of the Safety, Tolerability and
Efficacy of a Novel Transforming Growth Factor-beta Receptor | Kinase Inhibitor (Galunisertib)
Administered in Combination With Anti-PD-1 (Nivolumab) in Advanced Refractory Solid Tumors
(Phase 1b) and in Recurrent or Refractory NSCLC or Hepatocellular Carcinoma

A Randomized Phase 2 Study of Losartan and Nivolumab in Combination With FOLFIRINOX
and SBRT in Localized Pancreatic Cancer

A Phase 1/2, Open-Label, Dose-Escalation, Safety, Tolerability, and Efficacy Study of
Epacadostat and Nivolumab in Combination With Immune Therapies in Subjects With
Advanced or Metastatic Malignancies (ECHO-208)

A Phase Ib/ll Study of Propranolol With Fixed-Dose Pembrolizumab in Patients With
Unresectable Stage lIl and Stage IV Melanoma

A Phase Il Study of the Anti-PDL1 Antibody Atezolizumab, Bevacizumab and Acetylsalicylic
Acid to Investigate Safety and Efficacy of This Combination in Recurrent Platinum-resistant
Ovarian, Fallopian Tube or Primary Peritoneal Adenocarcinoma

PD-1 Antibody Combined With COX Inhibitor in MSI-H/dMMR or High TMB Colorectal Cancer:
a Single-Arm Phase Il Study

NICE-COMBO: An Open-Label Phase Il Study Combining Nivolumab and Celecoxib in Patients
With Advanced “ Cold “ Solid Tumors

Nivolumab, Ipilimumab, and COX2-inhibition in Early Stage Colon Cancer: an Unbiased
Approach for Signals of Sensitivity (NICHE)

Clinical Trial
Reference

NCT04114136

NCT03238365

NCT03993353

NCT03331562

NCT02423343

NCT03563248

NCT03347123

NCT03384836

NCT02659384

NCT03638297

NCT03864575

NCT02431208

Phase

Phase 2

Phase 1

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 1

Status

Not yet
recruiting
Active
Not yet

recruiting
Active

Active

Recruiting

Active

Recruiting

Recruiting

Recruiting

Not yet
recruiting
Active





OPS/images/fonc.2021.559161/table2.jpg
Adjunct Therapy

Metronomic Vinorelbine

Metronomic Cyclophosphamide

Methotrexate, Etoposide, lfosfamide,
Dexamethasone, Pegaspargase
Nab-Paclitaxel, Epirubicin,
Cyclophosphamide

Carboplatin, Etoposide

Pegylated liposomal doxorubicin,
Cyclophosphamide

5-Fluorouracil, Irinotecan, Leucovorin
calcium, Oxaliplatin

Capecitabine, Carboplatin,
Gemcitabine Hydrochloride, Nab-
paclitaxel, Pegylated

Liposomal Doxorubicin Hydrochloride
ATRA

Lenalidomide

Lenalidomide, Pomalidomide,
Daratumumab, Dexamethasone

Vorinostat, Tamoxifen

Vorinostat
Guadecitabine

Azacitidine

Pegylated liposomal doxorubicin,
Cyclophosphamide

Selicrelumab, Cobimetinib,
Gemcitabine + Carboplatin or
Eribulin, Capecitabine, Bevacizumab,
Ipatasertib

Trabectedin

Trabectedin

Talimogene Laherparepvec

(Oncolytic Virus), Trabectedin
Letrozole, Palbociclib

Entinostat, Fulvestrant, Ipatasertib,
Exemestane, Tamoxifen, Abemaciclib
Cabozantinib

Pemetrexed, Carboplatin,
Bevacizumab

Radiation Therapy
Decitabine, Radiation Therapy

Dasatinib or Imatinib Mesylate or
Nilotinib

Multiple ICls
Multiple ICls
Iorutinib

lorutinib, Cetuximab

Fecal Microbiota transplant

ICI used

Atezolizumab

Pembrolizumab

Pembrolizumab

Pembrolizumab

Atezolizumab

Atezolizumab
Nivolumab

Durvalumab

Pembrolizumab
Nivolumab
Atezolizumab
Pembrolizumab

Pembrolizumab
Atezolizumab

Pembrolizumab
Nivolumab,
Ipilimumab
Atezolizumab

Nivolumab,
Ipilimumab
Nivolumab

Nivolumab

Pembrolizumab

Atezolizumab

Ipilimumab,
Nivolumab
Atezolizumab
Pembrolizumab
Pembrolizumab
Pembrolizumab
Durvalumab,
Tremelimumab
Pembrolizumab,
Ipiimumab
Pembrolizumab

Nivolumab

Pembrolizumab

Study Title

Trial to Evaluate Safety and Efficacy of Vinorelbine With Metronomic
Administration in Combination With Atezolizumab as Second-line
Treatment for Patients With Stage IV NSCLC (VinMetAtezo)
Evaluation of Pembrolizumab in Lymphopenic Metastatic Breast
Cancer Patients Treated With

Metronomic Cyclophosphamide (CHEMOIMMUNE)
Chemoimmunotherapy and Allogeneic Stem Cell Transplant for NK
T-cell Leukemia/Lymphoma

Neoadjuvant Study of Pembrolizumab in Combination With Nab-
paclitaxel Followed by Pembrolizumab in Combination With Epirubicin
and Cyclophosphamide in Patients With Triple-Negative Breast
Cancer

A Study of Atezolizumab in Combination With Carboplatin

Plus Etoposide to Investigate Safety and Efficacy in Patients With
Untreated Extensive-Stage Small Cell Lung Cancer (MAURIS)
Atezolizumab Combined With Immunogenic Chemotherapy in
Patients With Metastatic Triple-negative Breast Cancer (ALICE)
Nivolumab in Combination With Chemotherapy Before Surgery in
Treating Patients With Borderline Resectable Pancreatic Cancer
Durvalumab in Combination With Chemotherapy in Treating Patients
With Advanced Solid Tumors, (DURVA+ Study)

Pembrolizumab and All-Trans Retinoic Acid Combination Treatment of
Advanced Melanoma

Nivolumab and Lenalidomide in Treating Patients With Relapsed or
Refractory Non-Hodgkin or Hodgkin Lymphoma

A Study of Atezolizumab (Anti-Programmed Death-Ligand 1 [PD-L1]
Antibody) Alone or in Combination With an Immunomodulatory Drug
and/or Daratumumab in Participants With Multiple Myeloma (MM)
Reversing Therapy Resistance With Epigenetic-Immune Modification
Pembro and Vorinostat for Patients With Stage IV NSCLC

A Study Evaluating the Safety and Pharmacology

of Atezolizumab Administered in Combination With
Immunomodulatory Agents in Participants With Acute Myeloid
Leukemia (AML)

Azacitidine and Pembrolizumab in Pancreatic Cancer

Phase lIb Study Evaluating Immunogenic Chemotherapy Combined
With Ipilimumab and Nivolumab in Breast Cancer (ICON)

A Study Evaluating the Efficacy and Safety of Multiple
Immunotherapy-Based Treatment Combinations in Patients With
Metastatic or Inoperable Locally Advanced Triple-Negative Breast
Cancer (Morpheus-TNBC) (Morpheus-TNBC)

SAINT: Trabectedin, Ipiimumab, and Nivolumab as First-Line
Treatment for Advanced Soft Tissue Sarcoma

Combined Treatment With Nivolumab and Trabectedin in Patients
With Metastatic or Inoperable Soft Tissue Sarcomas (NiTraSarc)
Talimogene Laherparepvec, Nivolumab, and Trabectedin for Sarcoma
(TNT)

Pembrolizumab, Letrozole, and Palbociclib in Treating
Postmenopausal Patients With Newly Diagnosed Metastatic Stage IV
Estrogen Receptor-Positive Breast Cancer

A Study of Multiple Immunotherapy-Based Treatment Combinations
in Hormone Receptor (HR)-Positive Human Epidermal Growth Factor
Receptor 2 (HER2)-Negative Breast Cancer (MORPHEUS HR+BC)
Combined Immunotherapy and Targeted Therapy for Hepatocellular
Carcinoma

Carboplatin Plus Pemetrexed Plus Atezolizumab Plus Bevacizumab in
Chemotherapy and Immunotherapy-naive Patients With Stage IV
Non-squamous NSCLC

Pembrolizumab With or Without Radiation in Patients With Recurrent
or Metastatic Adenoid Cystic Carcinoma

Pembrolizumab in Combination With Decitabine and Hypofractionated
Index Lesion Radiation in Pediatrics and Young Adults
Pembrolizumab and Dasatinib, Imatinib Mesylate, or Nilotinib in
Treating Patients With Chronic Myeloid Leukemia and Persistently
Detectable Minimal Residual Disease

Neoadjuvant Immunotherapy With Durvalumab and Tremelimumab for
Bladder Cancer Patients Ineligible for Cisplatin (NITIMIB)

Low Dose Ipilimumab With Pembrolizumab in Treating Patients With
Melanoma That Has Spread to the Brain

Pembrolizumab in Combination With lbrutinib for Advanced,
Refractory Colorectal Cancers

Trial of lbrutinib Combined With Nivolumab or Cetuximab to Treat
Recurrent/Metastatic HNSCC

Fecal Microbiota Transplant and Pembrolizumab for Men With
Metastatic Castration-Resistant Prostate Cancer.

Clinical Trial
Reference

NCT03801304

NCT03139851

NCT03719105

NCT03289819

NCT04028050

NCT03164993

NCT03970252

NCT03907475

NCT03200847

NCT03015896

NCT02431208

NCT02395627

NCT02638090
NCT02892318

NCT03264404
NCT03409198

NCT03424005

NCT03138161

NCT03590210

NCT03886311

NCT02778685

NCT03280563

NCT01658878

NCT03713944

NCT03087019

NCT03445858

NCT03516279

NCT03234153

NCT03873818

NCT03332498

NCT03646461

NCT04116775

Phase

Phase 2

Phase 2

Phase 1

Phase 2

Phase 3

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 1

Phase 2

Phase 2
Phase 1

Phase 2
Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Phase 2

Status

Recruiting

Active

Recruiting

Active

Recruiting

Recruiting
Recruiting

Recruiting

Recruiting
Recruiting
Active
Active

Recruiting
Completed

Recruiting
Recruiting

Recruiting

Recruiting
Recruiting
Recruiting

Recruiting

Recruiting

Active

Recruiting

Active
Recruiting

Recruiting

Active
Active
Active
Recruiting

Recruiting
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Immune therapy

Enhancer

‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4"
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4’
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4"
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4"
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4’
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4’

‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4"
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4’
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4"
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4"
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4’
‘Immune checkpoint Inhibitors’, ‘anti-PD(L)1", ‘anti CTLA4’

“Chemotherapy” OR “metronomic chemotherapy”

“Epigenetic therapy” OR “hypomethylating agents” OR “Histone deacetylase inhibitors”
“Anti-angiogenic therapies” OR “Tyrosine Kinase Inhibitors” OR “Bevacizumab”
“Microbiota” OR “gut microbe” OR “microbiome”

“Oncolytic Virus” OR “Talimogene Laherparepvec” OR “Coxsackie virus”

“Targeted therapy” OR “CDK4/6 Inhibitors” OR “PARP Inhibitors” OR “Other small molecule inhibitors” OR
“Bruton Kinase Inhibitors” OR “selective estrogen down regulators”

“Radiation” OR “Radiotherapy” OR “abscopal effect”

“T cell co-stimulator” OR “Nectin 4” OR “Enfortumab Vedotin” OR “Interleukin 6”
“Drugs targeting renin-angiotensin system OR Losartan”

“Drugs targeting autonomous nervous system” OR “Beta Blockers”

“Oral hypoglycemic agents” OR “Metformin” OR “Rosiglitazone” OR “pioglitazone”
“Drugs targeting Myeloid-derived suppressor cells” and Tregs”
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Included

Records identified through
database searching
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Additional records identified
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l l

Records after duplicates removed
(n=162)

y

Records screened
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Records excluded
(n=20)

y

Articles assessed for
eligibiity o

(n=142)

Articles excluded, with
reasons
(n=11)

v

Studies included i review
(n=131) along with
conference and clinical
trial updates
(n=20)
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Records identified from Records identified from
‘Wallis et al and Wang et al database searching (n= 6231):

Identification

Records after duplicates removed
(n=3176)

Records screened (n=3055)

Records excluded after title/abstract

] review (n=2951)
Full text artcles assessed for Full text artcles excluded, with
eligibilty (1-104) reasons (1=90):
19 Retrospective analysis
| 7 Single-am studies
v ] 34 NO sufficient OS/PFS data

Studies included (n-= 15) Studies included (n=14) 28 No OS/PFS subgroup for sex.

2 10510
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PD-L2

High Moderate Low
Tumor 29/45 (64.44%) 11/45 (24.44%) 5/45 (11.11%)
Serous 18/26 (69.23%) 4/26 (15.38%) 4/26 (15.38%)
Clear cell 3/7 (42.85%) 3/7 (42.85%) 1/7 (14.28%)
Mixed 8/12 (66.66%) 4/12 (33.33%) 0/12 (0%)
Peritumoral tissue 1/4 (25%) 2/4 (50%) 1/4 (25%)
Normal endometrium 0/2 (0%) 1/2 (60%) 1/2 (60%)
FIGO stage
Stage I 13/17 (76.47%) 3/17 (17.64%) 1/17 (5.88%)
Serous 7/9(77.77%) 1/9 (11.11%) 1/9 (11.11%)
Clear cell 1/2 (50%) 1/2 (50%) 0/2 (0%)
Mixed 5/6 (83.33%) 1/6 (16.66%) 0/6 (0%)
Stage Il 7/16 (43.75%) 7/16 (43.75%) 2/16 (12.5%)
Serous 5/10 (60%) 3/10 (30%) 2/10 (20%)
Clear cell 0/2 (0%) 2/2 (100%) 0/2 (0%)
Mixed 2/4 (50%) 2/4 (560%) 0/4 (0%)
Stage IV 9/12 (75%) 1/12 (8.33%) 2/12 (16.66%)
Serous 6/7 (85.71%) 0/7 (0%) 1/7 (14.28%)
Clear cell 2/3 (66.66%) 0/3 (0%) 1/3 (33.33%)
Mixed 1/2 (50%) 1/2 (50%) 0/2 (0%)
Age
<68 11/19 (67.89%) 5/19 (26.31%) 3/19 (15.79%)
>68 18/26 (69.23%) 6/26 (23.07%) 2/26 (7.69%)

Percentages of samples according to different clinicopathological characteristics.
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USP10
USP11
UsP15

UsP17
UsSP18

UsP25
uspP47
A20

DUBA
Otud7b
OTULIN

Function

Sunvival of immature NKT cells
T cell activation

Thymocyte development

Treg development

Tut7 differentiation

Treg function

inflammasome activation
Thymocyte maturation

TCR signaling and central tolerance
Unknown

Immune response

T-cel activation and differentiation
Tut7 differentiation

Tu17 differentiation

Ty17 differentiation

Innate immune response

Innate immune response
Inflammasome activation

NKT cell differentiation

CD4 T-cell survival

Tcel survival

CD8 T-cell activation/Treg

development/cell-extrinsic regulation of

Tut and Tu17 cell differentiation
T-cell activation and differentiation
Ty17 differentiation

Innate immune response

BRCC3/ Inflammasome activation

ABRO
Zranb1

Target

IKK
TAK1/IKK

LoK
IKK/Smad7
RORyt

Foxp3/ Tip60
NLRP3
CHMP5
Bcl10/Zap70/Theris
T-bet

NF-cB pathway
MDM2

RORyt

RORyt

RORyt

IFN-y pathway
TLR pathway
NLRP3

MALT

RIPK3
mRORC1
NF-xB pathway

UBRS
Zap70
NF-cB pathway
NLRP3

Cell-extrinsic regulation of Ty 1 and Ty17  Jmjd2b

cell differentiation





OPS/images/fonc-10-01289/fonc-10-01289-t002.jpg
Name

PR-619

P5001 (P005091)

P22077
HBX41108
HEX19818
HEX28258
9-ox0-9H-indeno

1 2-blpyrazine-2,3-
dicarbonitrile

b-AP15
VLX1570
Degrasyn (WP1130)

w1
pimozide
GW7647
Isatin O-acyl oxime

Target(s) Efficacy
ATXNG, BAP1,  EC50: 1-20M
JOSD2, OTUDS,

UCH-L1, UCH-L3,

UCH-LS/UCHS7,

USP1,2,4,5,7,8,
9X, 10, 14, 15, 16,
19,20, 22, 24, 28,

47, 48, VCIP136,

YODH, PLpro,

DEN1, SENP&

UsP7, 47 EC50: 4.2uM,
43pM

USP7, 47 EC50: 8tM

usP7 1050: 0.27 uM

Usp7 1050: 28.1 M

usP7 1050: 22.6 M

USP7, USP8 1C50: 35 M,
0.29uM

UCHLS 1C50: 2.1 uM

USP14,UCHLS ~ EC50:29nM

USPS5, USPOX,  1C50: 1-5uM

USP14, UCH37

USP14 1050: 4.7 uM

USP1/UAF1 1050: 2 M

USP1/UAF 1050: 5uM

UCHL1, UCHL3 1C50: 0.80-0.94 uM,

derivatives (30, 50, 51) 17-25uM

AZA USP25,USP28  1C50: 0.62 M,
0.7uM

ML364 USP2, USP8 1C50: 1.1 M,
0.95uM

ML323 USP1-UAF1 1050: 76nM

TCD UCH-L3 1050 0.6uM

Vialinin A USP4, USP5 1050: 1-25 M

XL188 UsP? 1C50: 90-190nM

Chalcone derivatives DUB 1050: 1-13pM

(AM148, RA-9, RA-14)

GRLO617

PLpro EC50: 10-15uM

References

(113)

(114, 115)

(113, 116)
(117)
(118)
(118)
(119)

(120)
(121)
(122, 123)

(124)
(125)
(125)
(126)

(127)
(128)
(129)
(126)
(130)

(131)
(132)

(133)
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Variable Study No.  Participants, Pooled HR (95%Cl) for OS Study No.  Participants, Pooled HR (95%Cl) for PFS

(%) No. (%) No.
Men Women Men Women P Men Women Men Women P
value value
Overall 19 8286 3751 0.73(0.67- 0.73(0.61- 0.965 14 4852 2088 0.62 (0.55- 0.68 (0.55- 0.427
0.79) 0.85) 0.70) 0.81)
Immune target
PD-L1 8 2872 1210 0.80(0.74- 0.73(0.63- 0.258 9 2864 1212 0.70(0.63-  0.67 (0.48- 0.784
0.87) 0.83) 0.77) 0.87)
PD-1 8 2977 1494 066 (0.57- 0.68(0.46- 0.916 4 1484 661 0.60 (0.49- 0.72(0.51- 0.313
0.75) 0.89) 0.70) 0.94)
CTLA-4 1 635 114 0.85 (0.69- 1.33(0.70- 0.112 T s = ] &
1.00) 1.97)
PD-1+CTLA-4 2 1282 603 0.67 (0.58- 0.80(0.60- 0.236 1 504 215 0.58 (0.44-  0.49 (0.24- 0.593
0.76) 1.00) 0.71) 0.75)
line of therapy
1 12 5297 2213 0.70 (0.63-  0.75(0.55- 0.649 10 3384 1441 0.60 (0.51-  0.67 (0.50- 0.471
0.78) 0.95) 0.69) 0.84)
>1 7 2989 1538 077 (0.68-  0.71(0.62- 0.307 4 1468 647 0.69(0.61- 0.72(0.47- 0.824
0.86) 0.79) 0.77) 0.96)
study methodology
I0+chemo vs chemo 5 2270 1181 0.81(0.74- 0.61(0.43- 0.093 6 2157 899 0.65(0.562- 0.63 (0.42- 0.877
0.89) 0.80) 0.78) 0.83)
10 vs chemo 10 4255 2095 0.69 (0.60- 0.78(0.68- 0.158 8 2695 1189 061 (0.52- 0.72(0.56- 0.238
0.77) 0.87) 0.70) 0.89)
10+10 vs chemo 1 635 114 068 (0.56- 0.89(0.68- 0.076 = = = 5 -
0.80) 1.10)
Pathological type
Squamous NSCLC 4 1855 408 076 (0.61-  0.69(0.40- 0.702 4 1438 317 0.63 (0.565- 0.59 (0.43- 0.671
0.91) 0.98) 0.70) 0.75)
Non-squamous NSCLC 4 1466 989 0.80(0.69- 0.61(0.33- 0.290 4 1466 989 0.68 (0.60-  0.61(0.40- 0.567
0.92) 0.89) 0.76) 0.81)
NSCLC 1" 4965 2354 0.70 (0.63- 0.78(0.68- 0.176 6 1948 782 0.60 (0.45- 0.82(0.56- 0.138
0.77) 0.88) 0.75) 1.07)

Chemo, Chemotherapy; IO, Immunotherapy; NSCLC, Non-small cell lung cancer; PD-L1, Programmed cell death 1 ligand 1; PD-1, Programmed cell death protein 1; CTLA-4, Cytotoxic
T - Lymphocyte Antigen 4.
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