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Table 1. Immunotherapies Approved in the Frontline Setting for the Treatment of Advanced/Metastatic NSCLC o | ® 28-8
PD-L1 Expression Regimen® Pivotal Trial Histology . - :E;’;g -
PD-L1 = 1%™¢ Nivolumab + ipilimumab CheckMate 227 NSQ/SQ E 21 o 73-10
Pembrolizumab monotherapy KEYNOTE-024 KEYNOTE-042 NSQ/SQ ":
PD-L1 > 50%° ¢ Atezolizumab monotherapy IMpower110 NSQ/5Q § g &
Cemiplimab-rwlc monotherap?f EMPOWER-LUNG 1 N5Q/SQ E
Pembrolizumab monotherapy’ KEYNOTE-024 NSQ/5Q
Regardless of PD-L1 Atezolizumab + bevacizumab, paclitaxel, and carboplatin IMpower150 NSQ T |
expression” %' Atezolizumab + paclitaxel protein-bound and carboplatin IMpower130 NSQ
Nivolumab + ipilimumab + 2 cycles platinum-doublet CheckMate 9LA NSQ/5Q L
chemotherapy o : . |
Pembrolizumab + pemetrexed and platinum chemotherapy KEYNOTE-189 NSQ 0 20 40 B0 80
Pembrolizumab + carboplatin and either paclitaxel or KEYNOTE-407 5Q Capes
paclitaxel protein-bound
Sintilimab + pemetrexed and platinum chemotherapy ORIENT-11 NSQ
Sintilimab + gemcitabine and platinum chemotherapy ORIENT-12 SQ MSCLC, Cytology excluded
Tislelizumab + platinum-based chemotherapy RATIONALE 304 NSQ g
Tislelizumab + carboplatin-based chemotherapy RATIONALE 307 s5Q -
Camrelizumab + pemetrexed and carboplatin CamelL NSQ ® 22C3
Camrelizumab + paclitaxel and carboplatin Camel-5q 5Q 3 ® 28-8
® SP142 * .
2 SP263 =
Type of PD-L1 assay g = = =
. . 5
Type of tissue tested (fresh vs. archival). 5g
PD-L1 expression cutoffs ’
. . =]
Type of cells (tumor vs. immune vs. both) tested for PD-L1 expression.
Vary between tumor sites (primary versus metastases) N =L = i )
Temporal dynamism (previous therapies). 0 10 20 30 a0 50
Cases ;
Mino-Kenudson. JTO 2022. Tsao. J Thorac Oncol. 2018 research



TMB

Table 2. Tissue-Based Evaluation of TMB as Predictive Biomarker for ICl Therapies in Phase 3 Trials Involving NSCLC

Hazard Ratio

Line of Tx  Clinical Trial Analysis  Study Therapy Reference Therapy Assay Cutpoint Survival High TMB Low TMB Ref
Anti-PD-1 or PD-L1 vs. chemo
1L CM-26 E Nivo Chemo WES 243 mut/exome  PFS 0.62 (0.38-1.00) 1.82 (1.30-2.55) 160
1L E Pembro Chemo WES 175 mut/exome PFS 0.75 (0.59-0.95) 1.27 (1.04-1.55) 181
1L E Durva Chemo F1CDx 10 mut/Mb 0s 0.70 (0.47-1.06) 1.26 (0.90-1.77) 29
2L E Pembro Chemo WES 175 mut/exome  PFS 0.59 (0.40-0.87) 1.09 (0.72-1.63) 161
2/3L E Atezo Chemo F1 16.2 mut/Mb PFS 0.49 (0.19, 1.3) 1.28 (0.77, 2.12) 162
9.9 mut/Mb PFS 0.49 (0.25-0.93) 2.41 (1.24-4.67)
Anti-PD1 or PD-L1 + anti-CTLA-4 vs. chemo
1L P Nivo + Ipi Chemo F1CDx 10 mut/Mb PFS 0.58 (0.41-0.81) 1.07 (0.84-1.35) 27,28
10 mut/Mb 0s 0.68 (0.51-0.91) 0.75 (0.59-0.94)
1L E Durva + Treme Chemo F1CDx 10 mut/Mb 0s 0.72 (0.48-1.09) 1.39 (1.00-1.92) 29
Anti-PD1 + chemao vs. chemo
1L E Pembro + Chemo Chemo WES 175 mut/exome  PFS 0.32 (0.21-0.51)  0.51 (0.35-0.74) 163
1L E Pembro + Chemo Chemo WES 175 mut/exome PFS 0.57 (0.41-0.81) 0.68 (0.48-0.96) 163
1L RATIOMALE-307° E Tisle + Chemo Chemo OncoScreen 10 mut/Mb PF5 0.44 (0.27-0.72) 0.57 (0.36-0.91) 32
12 mut/Mb 0.34 (0.19-0.62) 0.61 (0.40-0.93)
14 mut/Mb 0.29 (0.13-0.65) 0.57 (0.39-0.82)
Anti-PD-1 + anti-CTLA-4 + chemo vs. chemo
iL E Mivo + Ipi + Chemo Chemo F1CDx 10 mut/Mb PFs 0.74 (0.51-1.08) 0.75 (0.55-1.02) 33
0s 0.49 (0.34-0.70) 0.83 (0.63-1.10)
Anti-PD-L1 + anti-CTLA-4 vs. ICI
1L MYSTIC E Durva + Treme Durva F1CDx 10 mut/Mb 0s 1.00 (0.65-1.54) 1.09 (0.79-1.50) 29

“Enrolling squamous cell carcinoma only.

Tx, therapy; L, line; E, exploratory; P, prospective; ICl, immune checkpeint inhibitor; chemo, chemotherapy; nivo, nivolumab; pembro, pembrolizumab; durva, durvalumab; atezo, atezolizumab; ipi, ipilimumab;  dopor

treme, tremelimumab; tisle, tislelizumab; F1, FoundationOne; F1CDx, FoundationOne CDwx; PD-1, programmed cell death protein 1; PF5, progression-free survival; TMB, tumer mutational burden; 05, overall survival; .3
PD-1, programmed cell death protein 1; WES, whole exome sequencing; KM, KeyMote; CM, CheckMate.
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TMB

B-FAST
PFS and OS in the bTMB 216 population
| Atezo Chemo ‘ Atezo Chemo
| n=145 (n=146) | n=145 (n=146)
| PFS events, n (%) | 119(82) 124 (85) | OS events, n (%) 82 (57) 88 (60)
| Stratified HR (95% CI) | 0.77 (0.59, 1.00); P=0.053 Stratified HR (95% CI) | 0.87 (0.64, 1.17); P=0.35°
E‘ 100 4 100 4
s o g w0 Median OS (95% CI), 13.3 mo (6.6, 18.4)
3 ] Median PFS (95% Cl), 4.5 mo (3.9, 5.6) 2 Median OS (95% C1),10.3 mo (8.5, 13.8)
g - Median PFS (95% Cl), 4.3 mo (4.2, 5.5) § o
_E g —— AlEZO % = i
8 204 T Chema g
=]
0 . 4 & 8 10 12 14 16 18 20 22 M4 X 28 I{TJ 5 -:r I; E 11|:I '-TE 'IT-‘-I 1TE 'I‘B 1;3 212 21-1- ETE E.EI
Time (months) Time (months)
Wo. at risk No. at nsk
Alezo 145 101 B3 04 46 32 2 18 10 @ 5 i 2 1 Abero 145 131 108 33 81 67 55 44 33 26 20 14 | 4 1
Chemo 146 113 81 38 15 11 6 3 3 i 0 0 0 ] 0 Chamo 146 120 115 93 T6 62 43 35 29 22 17 12 1
Although progression rates were initially higher in
i } ° e . Drganizado por:
the atezo vs chemo arm, PFS benefit was seen Confirmed ORR for bTMB 216 was 25.5% (95% CI: >0

18.7, 33.4) for atezo vs 17.8% (12.0, 25.0) for chemo

with atezo after 4 months '&
GecCP

DZiGdZiUSZkO, ESMO 2021 research



TMB

Establishing guidelines to harmonize tumor mutational burden (TMB): in silico assessment of
variation in TMB quantification across diagnostic platforms: phase | of the Friends of Cancer

Research TMB Harmonization Project NATIONAL CANCER INSTITUTE Home | St | Gortac 83
M) DCTD Division of Cancer Treatment & Diagnosis [ search this sit= |@

Home About BRP Research Area Online Sample Size Calculation Software Download Fublications and Reports

1. Reporting of TMB in mut/Mb to ensure

Software download

consistency. e T —
SR FOCR/NCI TMB Calibration Tool: tmbLab
. . . . . . DaOncopring Lisa McShane, Laura Yee, and Qlan Xie
2 . Sta n d a rd I Zatl O n Of a n a Iytl Ca | Va I I d at I O n St u d I e S ot/ This package generatas and apphes a calibration model as described in Phase 2 of the Friends of Cancer Resaarch (FOCR) tumar mutational
. . . OpenGeneied burden (TME) harmonization project. The software estimates a calibration curve with comresponding prediction limits to quanbfy the aver,
fo r TM B e Stl m atl O n to | n Cl u d e a Sse SS m e nt Of Optimal Two-Stage Phase i rela.ﬁnnzlw between WES and ‘:::al TMB assay values as well as variability arcund that cuI:\ne. Ininlﬂls of uncenﬂintyqale also pmme:gt:
. . . e . TR Fcocompany the comesponding WES-caliorated TMB values.
analytical accuracy, precision, and sensitivity. ety ey ] :
3. Assurance of consistency across panels by S . e > |
alignment of panel TMB values to whole %E,
exome sequencing—derived universal reference Fo
standards. vee |2 '
panel TMB

0 0% 20 30 40 50 GO
WES TMB (mut/Mb)

Merino DM. Journal for ImmunoTherapy of Cancer 2020. httpS ://b rb N Ci N | h .0 OV/tm b La bl
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Table 4. Main Transcriptomic Signatures Predictive of Response or Resistance to ICIs in NSCLC

Studies

Tumors (Mo, of
Cases With
RMAseq Data
Available)

Platforms or Panels

Transcriptomic Signatures (GEP)

Pathways Involved

Clinical Validation p Values, AUC,
and/or Hazard Ratios (95%
Confidence Interval)

Otk et al.™

Fehrenbacher
et al."

Higgs at al ™

[Iam-:ntel
et al.”

Hwang et al.**

Ranganath
at al.™
Leng et al.™

Jang et al.™

20 cancers including
SCLEC (n = 8)

HWSCLC (n = 124)

MSCLC {n = 97)

MSCLC {n = 38)

MSCLE {n = 1)

HSCLE (n = A7)

526 TCGA-LUAD and
438 LUAD cohort
data sets
(GSE3021%, 3121,
S0081)

MSCLE (n = &7
LUaDs, 101 SCCs,
and 35 NSCLCs for
validation)

Mano5tring platform
[custom &6ED-gene

panel)

Fluidigm-based gene
expression platform

Pan-transcriptome
SEQUETHCING

ManoStringPanCancer
10 360-gene panel

Oncomine Immune
Response Research
Assay (395 immune-
related gene panel}

In-house RT-qPCR panel

Pan-transcriptome
SEQUENCing

Pan-transcriptome
sequencing and
validation with the
Hanostring platform
(PanCancer Immune
Profiling Panel of 770
mAHA sets)

18-gene T-cell-inflamed GEP {CD2D, IDO1,
€IITA, CO3E, CCL5, GIMK, €D2, HLA-DR,
CXCL13, IL2RG, NKGZ, HLA-E, CXCRS,
LAG3, TAGAP, CXCL10, STATY, GZMB)

B-Gene T-effector and IFM-y GEP (CD8A,
GIMA, GIMB, IFNy, EOMES, CXCLS,
CXCLT0, and TEBX21)

4-Gene IFN-y GEP (IFNy, CD274, LAG3,
and CXCLY)

5-Gene TIS (CXCLY, CXL1O, CXELTT, TAPT,
and PSMBY)

Mi (CELE, CCR7, CD27, CD48, FOXOT, FYB,
HiLA-
B, HLAG, IFIHT, [KZF4, LAMP3, NFRKBIA,
and 5AMHDT) and peripheral T cell (HLA-
DOoA, GPRTE, and 5TATT ) signatures

27-Gene 10 score

7 Genes (DUT, TYMS, YWHAG, MGMT, POLH,
RAD1, and RADI7) from 8 DDR GEPs

59-Gene signature (IR score)

T-cell-activated TME, IFM-v
signaling, antigen
presentation,
chemokines, T-cell
cytotoic activity, and
adaptive immunity

T-effector and IFH-+
signaling

IFM-+ signaling

IFM-+ signaling and antigen
processing

T-cell activation, antigen
presentation, tumor-
associated macrophages

DDR pathways

Good TiME (higher
expression of immune-
regulatory molecules,
increased cytolytic
activity, higher
interferon-g signature,
and abundant immune
cells) vs. bad TIME

Higher scores associated with ORR (p =
0.012) and longer PF5 (p = 0.0M7) in
patients treated with pembrolizumalk
{KEYMOTE-028 trialh

Higher Teff/IFM-y scores associated
improved 05 [HR Q- 43 [0.24-0.77]) vs.
Teff/IFH-v low (HR 1-10 [0.68-1.76])
im patients treated with atezolizumab
{FPOPLAR trial}

IFM-¢+ (vs. IFM-¢—} scores associated
ORR 37.5 (21.7-56.3) vs. 6.2 (2.0-
15.8); median 05: 22.7 mo {%.5-MR)
v, 6.5 (4.3-14.2); median PF5: 7.5
meo (I.7-14.6) vs. 1.4 {1.3-2.4) in
patients treated with durvalumab

High TI5 scores associated with
improved 05 (HR = 0.36 [0.14, 0.590],
o= 0.02) in PD-1 inhibitor responders

Longer PFS associated with high M1 and
peripheral T-cell GEP scores (p =
T.B4e—5and p = 8.2%2—3) in patients
treated with anti-PD-1 monotherapy.

Paositive predictive values (ALIC) for
peripheral T-cell signature: 0.%4.

I score associated with PFS (HR 0.21
[0.085-0.54], p < 0.001)

Low-risk score associated with better
survival (HR 1.912 [1.421-2573]);
positive predictive values [AUC) 0.71

“Good-TIME" associated with high
response score to PD-1 inhibitors;
positive predictive values [ALC)
0.702 {p = 0.039)

Organizado por:

lung cancer
research
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PIONeeR Comprehensive biomarkers analysis to explain resistances to PD1-L1 ICls: The precision
immuno-oncology for advanced non-small cell lung cancer (PIONeeR) trial
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PIONeeR Comprehensive biomarkers analysis to explain resistances to PD1-L1 ICls: The precision
immuno-oncology for advanced non-small cell lung cancer (PIONeeR) trial
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PIONeeR Comprehensive biomarkers analysis to explain resistances to PD1-L1 ICls: The precision

immuno-oncology for advanced non-small cell lung cancer (PIONeeR) trial
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The best predictive model includes markers of
diverse origins: immune, vascular, biochemical.

It highlights the complexity of ICl-response and
the complementarity of blood and tumor samples
for its prediction.
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Predictive mutation signature of immunotherapy benefits in NSCLC based on machine learning
algorithms

A B
= Immunotharapy cohort i notherapy
Flowchart of study design —_— oshort
£
- discovery data source E jood 1
5 Discovery data source M ion d : E 1004, H-;Dq ‘\q\
5 OAK trial (n=642) * ICI group (n=429) i m_l L pod N
a POPLAR trial (n=211) Chemo group (n=424) H 3 c, gy
so4 | z 604 b2 =
! S ;
R e = === === === === === === === m == ===y 404 | T 404 i,
Mutation signature selection To di a list of candidate i ol . ey, E = —
' Data: IC] dataset (n=429) . genes that predict for benefits | T —
? : M““: m!mn wr..} fm I.D 1'“ : n L L] l.“ . L] 1 n L L] L] L] L]
| | 0 & 12 18 24 30 0 8 12 18 24 30
- e i : Follow up (months) Foliow up (months)
L] & H 1 S i i L ITERIERRRRNaNN.. - S — e ——————————
E ' fra R w'd“;hn 03 : “m i (T4 1%) T (78 %) L -raar-baierarl (T4 S ThA- o | T 0%
- Tram l Optimize | i s BCH bt (13 %) TlBragn (24 0% s Bl (25 Th-high (24 P%)
' - ! i cagerawa Pad) 0011 L rwed ) (i Liag-rank ol 07 Lag-nank PP 7
T et et ) o sscrs @asn e 681 a8 8100 0N MCN BT it 104 HORBH1 4
,,,,,,,,,,,,,, l il e ey c Chemaotherapy cohorn D Chemotherapy cohort
: To further validate the ! £ ool
. DAK+POPLAR cohorts (n=853) * predictive value of ] ‘\ JE:
; ML-signature ] sod | £
i i L :
i % 4 ' i A E
e
o : g e : COiE
2 mener Non-benef B e | | £\ :
2 ey group Function analysie | 2 404 % s _
' ; 1 ."1.-‘-\- H g h""-_
g : L L : ? 2':"' I‘—\._-:\‘L ‘i B e x“\._,__,‘__ _“:-?'i."#.;
| Good efficacy Poor efficacy : 0 — ey ' 0 . ’ . v .
e I e : ] [ 12 18 24 30 0 ] 12 18 24 a0 Organizado por:
T T A Tl | Follow up (monthe) - Follow up (monthe) é
' ICI-treated cohorts stz 3 o et (68 U TR i (T TH) [EPemr——— TMDow (11 7%) |
- g independent cohorts 1 < kbl (X1 V%) too TAES-nagh (8 TN . |-:|.i:.n m 1In.. mn::n 8 I
T e e Logrrane Pl 007 Logvued Pl 30 Log-rank P 00T Lag-rank P=( 021 GeCP
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. lung cancer
Liu. Front Immunol 2022 research



Posibles genes de resistencia a ICl

FDA pooled anlalysis: Outcomes of 1L therapy in patients with advanced NSCLC according to KRAS
mutation status & PD-L1 expression.

Study Interpretation of ORR Median OS, mo
Therapy Response KRASwt | KRASm KRASwt | KRASm
IC| alone KRASwt < KRASm 299, 57% 15 28 ‘ Herbst et al Ann. Oncol. 2019
(n=127) (n=30)
ICl+chemo Kﬁ‘“i‘;‘? o ’fﬂg;‘sm 48% 41% 23 21 ‘ Gadgeel et al Ann. Oncol. 2019
n= n=

Nakajima. ASCO 2022 research




Posibles genes de resistencia a ICl

FDA pooled anlalysis: Outcomes of 1L therapy in patients with advanced NSCLC according to KRAS
mutation status & PD-L1 expression.

Study Interpretation of ORR Median OS, mo

Therapy Response KRASwt | KRASm KRASwt | KRASm

iCl alone | KRASWt<KRASmM | 590 579, 15 28
(n=127) (n=30)

ICI+chemo KRASwt = KRASm 48%, 41% 23 21 ‘ Gadgeel et al Ann. Oncol. 2019

(n=145) {n=59)

Herbst et al Ann. Oncol. 2019

12 Randomized 1L Trials of ICI+Chemo, ICl Alone, or Chemo Alone Arms thfgﬁgt H;‘;gg: KRS?1?;EC
Submitted for Marketing Approval - ) L
N = 8888 Gender 64 54 55
Male, %
KRAS mutation status reported Age, median (range) 65 (32 - 87) 64 (32 - 89) 66 (39 - 86)
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Posibles genes de resistencia a ICl

FDA pooled anlalysis: Outcomes of 1L therapy in patients with advanced NSCLC according to KRAS
mutation status & PD-L1 expression.

(95% CI
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FDA pooled anlalysis: Outcomes of 1L therapy in patients with advanced NSCLC according to KRAS
mutation status & PD-L1 expression.
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FDA pooled anlalysis: Outcomes of 1L therapy in patients with advanced NSCLC according to KRAS
mutation status & PD-L1 expression.

KRAS was only determined in 16% of patients (157 ptes with G12C mut)
Co-mutations with KEAP1, ST11 or TP53 were not studied.

All subgroups appear to benefit from the addition of IT regardless of PDL1 expression and KRAS
mutational status.

Data will be needed later to define and determine if there is a subgroup of KRAS mutated patients

who will benefit more from a targeted therapy than from treatment including first-line ICl

Organizado por:

S
GecC

lung cancer
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Posibles genes de resistencia a ICl
Association Between KRAS/STK11/KEAP1 Mutations and Outcomes in POSEIDON: Durvalumab +/ -
Tremelimumab + Chemotherapy in mNSCLC

OS by KEAP1 Mutation Status

OS benefit observed for T+D+CT vs CT in KEAP1m with HR 0.43 (small sample size)

KEAPTm KEAP1wt
T+D+CT D+CT cT T+D+CT D+CT cT
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Association Between KRAS/STK11/KEAP1 Mutations and Outcomes in POSEIDON: Durvalumab +/ -
Tremelimumab + Chemotherapy in mNSCLC

OS by STK11 Mutation Status

QS benefit observed for T+D+CT vs CT in STK11m with HR 0.56 and estimated 32.3% alive at 2 yrs vs 4.5%
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Association Between KRAS/STK11/KEAP1 Mutations and Outcomes in POSEIDON: Durvalumab +/ -
Tremelimumab + Chemotherapy in mNSCLC

OS by KRAS Mutation Status

OS benefit observed for T+D+CT vs CT in KRASm with HR 0.56 and estimated 51.7% alive at 2 yrs vs 25.6%

KRASmM KRASwt
T+D+CT D+CT CT T+D+CT D+CT CT
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mOS, mo (95% Cl) 25.7(9.9-36.5) 12.6 (7.5-16.9)  10.4 (7.5-13.6) mOS, mo (95% Cl) 171 (13.4-20.1) 17.1(12.3-22.6) 14.4 (12.6-18.3)
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Predictors of survival to immunotherapy and chemoimmunotherapy in non-small cell lung cancer: A

ICl vs ChT

meta-analysis

A Grroup N af triaks FProgression-Free Survival Hazrard ratic  p-value
(95% CI)
Overall 7 - 081 (067, 0.99) 0.04
Histolegy
MNon-squamous 4 —1 0.7E (055, 1.11) a17
Squamous 4 OG0 (044, DR 001
Sex
Mlalke 3 —4 0.60 (0,33, 1.07) 0,08
Female 3 —— 0.97 (063, 1.50) 090
<65 years old 3 — 07200410, 1.24) 0.24
=68 wears old 3 | 0.T0(0.3%, 1.27) 0.24
ECOG FS
o 3 —_— 078 (034, 1.80) 056
1 2 -+ 052 (042, 0.64) =0.001
Smoking siatus
Mever 2 —_— 230(1.23, 430) Ll
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TME
High 3 i 0L (0.60, 0.79) <0.001
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0.02 U | 1 10 20
Favours 10 Favours CT
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Group N af trials Orverall Survival Hazard ratic p-value
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KEAFIL
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Predictors of survival to immunotherapy and chemoimmunotherapy in non-small cell lung cancer: A

meta-analysis
ICl + Cht vs ChT

Croup N of trials Progression-Free Survival Harard ratio p-value Group N of trials Owverall Survival Hazard ratio p-valoe
(95% CI) B (95% CI)
Owerall 19 * 0558 (034, 0.63) <(001 Owverall 17 t 0.74 (0,69, 0.79) <0001
Histology Hlnfninn
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B35 years ald 11 06T (058, 0.76) <001
<65 years old 13 + 0.53(047,089) <0001 265 years old 1 e 0,79 (0.72, 0.88) <0.001
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Predictors of survival to immunotherapy and chemoimmunotherapy in non-small cell lung cancer: A

meta-analysis
ICl + Cht vs ICI

Group N of trials Progression-Free Survival Hazard ratio p-value Group N oof trials Overall Survival Hazard ratio p-value
(95% CI) (95% CI)
Owverall 2% =+ 142 (1.19, 1.69) <0.001 Owerall 24 ¥ 1,06 (0,94, 1.20) 0.36
Histology Histology
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Diminished Efficacy of Programmed Death- (Ligand)1 Inhibition in STK11- and KEAP1-Mutant Lung
Adenocarcinoma Is Affected by KRAS Mutation Status

A B M Median PFS [85% C1) c M Median 05 (95% Cl)
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- KRASWTISTRI TATIKEARMT &7 1.6 manths (1.3-2.1) . KRASWTISTHI MTTKEAPTAT g7 4.4 months (2.7-7.4)
g < 0,000 p < 0.0001
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ctDNA

NADIM |l
TABLE 1. HR and Corresponding 95% Cl According to Each Biomarker (TMB, PD-L1, and ctDMNA levels at baseline)
Biomarker No. Deaths Progressions HR (PF5)* 95% CI* P* HR (DS5)° 95% CI P*
TMB = 10 mutyMb 29 & B 1.67 0.41 to 6.83 474 2.13 0.37 10 12.40 399
PD-L1 = 1% 28 s 8 0.64 0.17 to 2.40 508 0.35 0.06 to 2.12 252
GeCP
Provencio. JCO 2022 rosenen



ctDNA
NADIM II

TABLE 1. HR and Corresponding 95% Cl According to Each Biomarker (TMB, PD-L1, and ctDMNA levels at baseline)

Biomarker No. Deaths Progressions HR (PF5)* 95% CI* P* HR (DS5)° 95% CI P*
TMB = 10 mut/Mb 29 & B 1.67 0.41 to 6.83 A74 2.13 0.37 10 12.40 399
PD-L1 = 1% 28 5 g 0.64 0.17 to 2.40 008 0.35 0.06 to 2.12 292
Pre-treatment ~ ctDNA  levels  were c D
significantly associated with tumor size
(maximum diameter 2 70mm) 1.00 . 1.00
diameter.70- CtDNA al basaline o
diameter 70 53 0w | »=7imm
= 0.75 - — 0.75 -
5 Wikeaxon, p = 0.0052 % g
(1] '8 MU A
) S 050- S 050-
= =
= 8
Ea 0.25 4 Log-rank HR = 1.0 (ref) 0.25 4 Log-rank HR = 1.0 {ref)
'a FP=.054 HR = 0.26 (0.07 to 0.93) F=.004 HR = 0.04 (0.00 to 0.55)
z;
1 0 10 20 30 20 50 0 10 20 30 20
— Time (months) Time (months)
il No. at risk: No. at risk:
<T0mm »=70mm 27 27 24 23 7 0 27 27 26 26 5
diameter 70 — 13 10 10 7 4 0 — 13 12 11 9 2

MEdian fD”DW Up‘ “me was 26 1 “OH 1? 6‘30 g] mﬁnths Postneocadjuvant sample —+— Undetectable ctDNA —+— Detectable ctDNA Postneoadjuvant sample —+— Undetectable ctDNA —+— Detectable ctDNA




TI LS —| TILs distribution across different tissue sites |—
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Digital quantification of lymphocytic infiltration on routine H&E images and | =
immunotherapy response in NSCLC

TILs per mm2
-

PF% and O5 to ICls
Method e
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treated with PD-(L)1 inhibitors at DFCI, who also had Oncopanel (panel ;3 median| 363 | 202 | 342 | a0s | oo | ao0 | 407

NGS) analysis. Clinicopathological data and clinical endpoints (PFS,
0S5, ORR) were retrieved from each patient's chart. PD-L1 protein
expression by IHC and TMB were also obtained, having been previously
performed.

HR: 074 [95%C1 0.61-0.90] P=0.003

3. 41- 29 13- 26- 52 12-

1
"N8% | 3125 | 1266 | 3553 | 4282 | 364 | 2717 | 1342
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CD8

Efficacy of anti-PD1/PD-L1 immunotherapy in non-small cell lung cancer is dependent upon
Immunoscore immune checkpoint CD8 and PD-L1 status

Immunoscore IC IHC Staining

Digital Pathology Detection

PD-L1+ cell nucleus detected by Immunoscore IC software analysis

'::3 CD8+ cells detected by Immunoscore IC software analysis
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Microbioma
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Microbioma

Intestinal Akkermansia muciniphila predicts clinical response to PD-1 blockade in advanced non-
small cell lung cancer patients.
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SCLC

Molecular Subtypes of Surgically Resected Small Cell Lung Cancer: Expression Pattern and
Prognostic Relevance

Survival according to subtype-specific proteins

ASCL1 expression NEUROD1 expression POU2F3 expression YAP1 expression
High —— High —— i
Low ——
1.00 1.00 p=0.048
0.75 0.75
0.50 0.50 i
0.25 0.25
0 . 0 i —— r
120 0 30 60 90 120 0 30 60 g0 120
Time, months Time, months Time, months

Survival according to subtype-specific proteins

Variable M HR: pevalue
Agn i3] || 1.05 (1.01, 1.0) oo
Surgery typa Anafomic & ] Frdnmnon
Wi g il 1.2 (048, 3.44) ne2
Gender Fermale a7 ] Feterance
Mala A1 —— 0,58 (0.56,1.71) 084
COPD COFD 44 [ | Heterenca
Mo COPD a5 —a— 0.61 (037, 1.02) ooe
Staga Earny Fjd| Fe'erencs
T Aduvant chero Adpnart chera 71 [ ] Faference
Mo, ol risk Ime, Mo Mo aduvant chamo 27 Vo 2.45(1.44,4.18) =0.001
—_ EE_I: A 5i 73 T % i} ASCLT epreasion High 43 [ ] Feference
e B . G -. : Lerws s —E 053 (0.30,084)  0.09
SCLG 3 £ L MELIROID expression High [ ] ELbg Organizado por:
——  SCLC-M 4 o 0 0 i Lo 71 —— 0.91 (081, 163 078 raenizace pa
—=— SCLC-F 8 & 4 2 POLUZFI espression  High 19 ] Fefererca }
oW 79 —m—  1.85(0.93,371) 008
us Gecp

lung cancer

MegyESfG/Vi. IASCL 2022 research



.. conclusiones

(1 PDL1 continuda siendo el biomarcador méas empleado.
1 Enfoque combinado de multiples biomarcadores para un mejor desempefio predictivo.

J Biomarcadores practicos y facilmente implementables en la practica clinica.

1 Estudios prospectivos de validacion.
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