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Immunotherapy in Lungander
Phase 1 Nivolumab (CA2@®3): 5-Year Estimates of OS
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aThere were 3 deaths between 3 and 5 years, all due to disease progression; 1 surviving patient was censored for OS prior

to 5 years (OS: 58.2+ months
Y ( ) Gettinger, S et al. J Clin Oncol 36:1-4684, 2018



Not all patients benefit in IO monotherapy
¥ "diine Phase Il Trial: OS & PFS
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Summary: phase Il studies of arfADL1

and anttPD1 therapies in previously treated NSCLC
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Response Rate around 209%vs 4.2
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CheckMate 05Y KEYNOTHL1® OAK
(n=582) (n=1033) (n=850)
Non-squamous All comers All comers

2.8vs 4.0

ORR, %

20% vs 9%

19% vs 12%

19% vs 10%

14% vs 13%

Minimum follow-up
24.2 months

Follow-up

Minimum follow-up
24.2 months

Median follow-up
19.2 months

Minimum follow-up
19 months
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Key Eligibility Criteria Pembrolizumab

AUntreated stage IV NSCLC 200 (r;sela\:s?sw
APD-LUTPT RS, O5 0 %
AECOG PS 0-1

ANo activating EGFR mutation
or ALK translocation

ANo untreated brain metastases Platinum-Doublet ppa Pembrolizumab
ANo active autoimmune disease Chemotherapy == =» 200 mg Q3W
requiring systemic therapy (4-6 cycles) for 2 years

Overall Survival: Updated Analysis
PFSPembro 10.3M Events,n HR (95% Cl)
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Reck M et al. N Engl J Med 2016; 375:18233



Frontline 10 monotherapy: IMpower 110

ﬂ:hemotherapy-naive\

PD-L1-selected?

Maintenance therapy
(no crossover permitted)

patients with stage IV
nsq or sq NSCLC

Stratification factors

* Sex

+ ECOGPS

» PD-L1 IHC expression®
» Histology

Arm A

Atezolizumab
1200 mg q3w

Arm B
Nsq: cisplatin/carboplatin
+ pemetrexed?
Sq: cisplatin/carboplatin +
gemcitabine®

Atezolizumab
1200 mg q3w

Nsq:
pemetrexed
Sq: best
supportive care

PD or loss
of clinical
benefit

Survival follow-up

N /

= Primary endpoint: OS in WT populationf

N = 572¢

4 or 6 cycles

Spigel DR et al ESM0O2019
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Overall Survival (%)

0

= Key secondary endpoints: investigator-assessed PFS, ORR and DOR (per RECIST version 1.1)

OS: TC3I1C3
Atezo 20.2M

Landmark

Arm A (atezo)
n=107

Arm B (chemo)
n=98

6-mo OS
(§5% Cl), %

76.3
(68.2, 84.4)

70.1
(60.8, 79.4)

12-mo 0OS
(95% CI), %

64.9
(55.4, 74.4)

50.6
(40.0, 61.3)

HR,? 0.59 (95% CI: 0.40, 0.89); P = 0.0106°

Median OS, 13.1 mo
(95% CI: 7.4, 16.5)

(95% CI: 16.5, NE)

Median follow-up,
L 15.7 mo (range, 0-35)

Median OS, 20.2 mo

0 2
No. at risk

Atezolizumab 107 94
Chemotherapy 98 89

4 6 8 10 12 14 16 18
Months

48 40 34 25
33 28 19 12

85 80 66 61
75 65 50 40

—

22 24 26 28 30 32 34 36 38

16

Median PFS, 5.0 mo
(95% Cl: 4.2, 5.7)

Median PFS, 8.1 mo
(95% Cl: 6.8, 11.0)

Progression-Free Survival (%)

Landmark

Arm A (atezo)
n =107

Arm B (chemo)
n =98

6-mo PFS
(95% CI), %

59.8
(50.4, 69.2)

38.3
(28.5,48.1)

12-mo PFS
(95% CI), %

36.9
(27.0, 46.9)

216
(12.6, 30.6)

HR,® 0.63 (95% Cl: 0.45, 0.88); P = 0.0070°4

PFS: TC3 IC

Atezo 8.1M
Chemo 5.0M

10 12 14 16
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No. at risk
Atezolizumab 107 82 72 60 45 31 25 21 16
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Survival

Combination immunotherapy for better OS

Improvement of immunotherapy

by combinationimmunotherapy
Nonresponders convert to responder

N

Months Standard therapy Current immunotherapy
(e.g. Chemotherapy / molecular target therapy) (e.g. anttCTLA4 / PD1 Ab)



Canceammunity cycle

@ Priming and activation
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Cancer antigen f
Lymph node

Recognition of cancer
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Recognition

Antigen rele

@ Release of cancer
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ing of cancer cells

Killing

Chen & Mellman. 201Bnmunity 2013;39:¢10



CombinationStrategyfor immunotherapy

@ Priming and activation
Anti-PD1

Infiltration of T cells into
tumours
Anti-VEGF
Blooi1 vessel
@ Cancer antigen J

Recognition of cancer
cells by T cells
CARs

-

@ Release of cancer
Chemotherap

N ing of cancer cells
Radiation therap 9

_Target_ed therapy ':r;]ttll TD[[))Lll
\Comblnatlon strate IDO inhibitors

TIM-3, LAG3 inhibitors
Chen & Mellman. 201Bnmunity 2013;39:¢10



Immunosuppressive cells , Indirect immunostimulation

5-Fluorouracil Bevacizumab
MDSCs Tieq Cells Cyclophosphamide Dasatinib
ol Docetaxel Decitabine
M2 Gemcitabine Lapatinib
TAMs Oxaliplatin Sorafenib
Paclitaxel Sunitinib

Immune effector cells <«——— Direct immunostimulation
CTLs Gemcitabine Dasatinib

Cells

O Paclitaxel Imatinib
NK o O Pemetrexed Sorafenib

Poorly immunogenic tumor <@——— Increased immunogenicity

5-Fluorouracil Cetuximab
Doxorubicin Dabrafenib
Gemcitabine Decitabine
Idarubicin Erlotinib
Oxaliplatin Gefitinib
Radiation Trametinib

Galluzzi L, et al. Cancer Immunol Res; 4(11x385 2016 AACR



Anticancer agents have both tumor promoting and
Inhibitory effects

w / KSY2UKSNJ LJBZ NI RAL
targeted drugs generate hoshediated
pro-tumorigenicand pro-metastaticeffects

w ¢ K Sndcddi®ost effects support
angiogenesismetastasis andresistance

w | -@&véd tumor accessory cells and
various secreted factors contribute tamor

recurrence

w .fdzyUAy3d GKSaSsS OSft ¢
mediated effects generated by anticancer
drugs might improve overall therapeutic
outcomes

Yuval ShakeNat. Rev. Clin. Oncdl3, 611626 (2016).



Immune-modulatory effects

Chemotherapy
Targeted therapy
Anti-angiogenesis

Radiotherapy



Immune-modulatory effects

Chemotherapy
Targeted therapy
Anti-angiogenesis

Radiotherapy



Chemotherapy induced more genetic and
epigenetic change: more resistance to treatment

De novo mutations

Normal cell type e
P Initial events leading to

primary tumor

\i’ \ Progression
- Additional genetic and epigenetic

Primary CSC ™ changes due to chemotherapy
and disease prograssion

Predictabla
developmental -
behaviors b
4 -~

fj@tﬂer;'?;;pegegtjs y 1 Secondary and
A metastatic CSC
varying mutations A

\’

Chemotherapy Highly

variable
properties

Science&24:16701673 (2009)



Immunotherapy + Chemotherapy

A To enhance chemotherapy effect
_»> Chemotherapy + immunotherapy
> Chemotherapy
Platinum doublet chemotherapy !
A To enhance immunotherapy effect
_» Immunotherapy + chemotherapy

= Immunotherapy

Platinum doublet chemotherapy ?



Immunosuppression!

Chemotherap><

Immunostimulatiorn?



Cellular and molecular host factors generated In response
to chemotherapy with poor immunemodulatory effects

Host cell

Accompanied factor(s)

Cytotoxic or cytotoxitike drugs

Human/mouse

w /20f2LK2aLIKFYLRS wot 5 DO

EPCs Not applicable o -A/QXi4503 M
EPCs/CECs SDFL, GCSF w tI Of APIOK&O3 w / I n H/M
EPCs/CECs MMP-9, VEGIA Ca4P/OXi4503 M
Pulmonary ECs VEGFR1 w /[ AaALXFGAY w tlF OfAGEESE M
CD34+/CD133+ cells VEGFA/G-CSF Ca4P/OXi4503 H
Thymic ECs TIMR1/IL-6 Doxorubicin , _ _ \Y
IL-6 w /AaL I UGAY w 52E2NMHz0A OAY |H
TAMs (antinflammatory) CXCR4+ cdVEGRA © /[ eOot2LK2Z2alKFYARS o -62EaN,,,
Paclitaxel
TAMs (M2/CD68/CD163) Not applicable w [/ AaLXFGAY - 52E2NHz0 A OAY |H
MDSCS IL-6/1L-8/GM-CSF w DSYOAUGRUBAYS w p Y
GM-CSF Gemcitabine H
Myeloid/macrophages Cathepsins w 52E2NUHz0AOAY w tF Ot All ESEM
Myeloid/macrophages Cathepsins w 52E2NHz2AOAY w tI Ot AGI ES{H
Antigenpresenting cells Not applicable Epirubicin M
BMDCs MMP-2/MMP-9 w tlFOftAGIFESt w Ch[ Ch- M
MDSCs/macrophages -1 w DSYOAGC'!o Aoy St [OfpA G EST M
CD4+ T cells IL-17 w DSYOAGRUGAYS w p M
MSCs Polyunsaturated fatty acids Cisplatin H/M

Yuval ShakeNat. Rev. Clin. Oncdl3, 611626 (2016).



T cell Activity: Control vs. Chemotherapy

Control Chemotherapy D6 Chemotherapy D21
Unstlmulated Stllated Unstlmulated Stlmulted Unstlmated Stllatd

Early activation|§ |

INF
Function

Granzyme -:Ef._j | _
Function (RIS SEPAEEREE I ¥ 1. | .»f s

Day3 CFSE. M‘ET‘L_.-!ED

CD25 I
Early activatiogs

0
PE-A
Dayd CFSE-SAMPLE-STIMULATED

CFSE
Proliferation

Ho et al. Ublished Data



Chemotherapy

A In the past decades, chemotherapy was considered an
Immunosuppressive modality in the treatment of cancer.

A However, accumulating evidence indicates positive
Immunologic effects of chemotherapeutic agents.

Hato SV, et al. Clin Cancer Res 2014;20: &3l .



DNA damaging agents affect the immunogenicity
of tumors

DIRECTLY INCREASING
ANTIGENICITY OF TUMOUR

Immunogenic cell death

Tumour cells >
"‘ Expand neoantigen repertoire

.| O
®) O O
Ooo0d
Neoantigens

Cystotolic DNW

STING activation
4
U

CTLA4
Inhibit Tregs | 4 . class 1
8 § 3 Effector TC

R
T cells Activate dendritic cells
Increase MHC expression
Inhibit MDSCs

Increasing cross-presentation
INDIRECTLY LIFTING IMMUNOSUPPRESSION of antigens

@ Modes of action for the direct and indirect immune effects of DNA damaging agents

Regulatory T cells

STING: stimulator of interferon genes BrownJS et al. Br J Cancer 2018; 118¢322



Chemotherapy stimulated immundvased anti
cancer activity

A Chemotherapy may stimulate the immune system by
i Lysing tumor cells to release cancer cell antigen
i Activating dendritic celfs
i Depleting immunosuppressiviegsat low dose$
i Increasing tumainfiltrating lymphocytes (TILS)

IT-TIL changes

CT increased TIL number following
neoadjuvant therapyn 278 patients
with TNBC

Bracciet al. Cell Death Differ 2014
Mellmanet al. Nature 2011

Tanaka et al. Cancer Res 2009

Banisset al. Cancelmm Immunother2009
Dieciet al. Ann Oncol 2014

oo

pre-NACT post-NACT



@ Immunologic effects of platinum

- (@) chemotherapeutics
Enhanced DC activation

through immunogenic Enhanced sensitivity on the tumor microenvironment.
cell death M6P receptor/]( " to T cell-secreted

.,  granzyme-B A ATP release from cells dying
\ from platinum exposurettracts
DCswhich take up parts of
dying cells that have cell surface
expression of calreticulin.
The maturation of DCs in the
presence of platinum drugs
results indownregulation of PD
recognition and Killing L1 and PEL20on the DCS’
due to PD-L2 increasing their Tell activation

Immature DC

Enhanced T-cell )Y (=% \\ potential.
SONGE =S\, N
activation through - '

7 - - B I Platinum drugsnactivate STAT6
ownregulation of { W4l . _
PD-L1 and PD-L2 : = in the tumor cells, leading to

Mat DC .
on DCs arure decreased P2 expression,

resulting in enhanced
recognition and killing by the
Activated . g
tumor-specific tumor-specific T cells.

Sk T cells , Platinum induces upregulation of
v : © Calreticulin MG6P receptor on tumor cells,
cD80/86 ['E*MHC

CD28TCR j!! s :T"ﬁ)GB‘1 which leads teenhanced tumor

o cell lysis by granzym®
Naive/T cell .
secretedby the activated T cells.

Hato SV, et al. Clin Cancer R
2014:20: 283¢

Lymph node




Enhanced antigen cross-presentation
Chemotherapy
(mutagenic)

Cl
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increased neoantigen
generation and presentation

o

| PD-1/PD-L1
inhibitor

< Tumour
4w [. @l\’ peptides
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N
s
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%
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v/4

Cell-cycle arrest
and apoptosis

Medulation of the immune contexture by
depl:! ng immune-suppressive regulatory T-cells
and myeloid-derived cell types; and normalisation

NH; of tumour neovasculature

Increasing the mutational load
in cancer cell§Szikrisz2016;
McGranahar2016;Pardoll2012;
Rizvi 2015; Snyder 2014; Syn
2017a; Van Allen 2015).
Depleting or reducing the
activity of immunesuppressive
regulatory T-cells and myeloid
derived cell subset@Kodumudi
2010; Nowak 2002; Pol 2015;
Zitvogel2008).

Normalizing thetumour neo-
vasculatureallowing greater
CD8+ Tcell infiltration.(Schwartz
2009;Motz 2014).

Augmenting major
histocompatilibity complex class
| expressior(de Biasi2014;
Galluzzp012).

Enhancing the cross presentation
of neoantigens through inducing
immunogenic forms ofumour
cell death(GalluzzR017;
Pfirschke2016; Pol 2015).
Increasing the sensitivity of
tumour cells to interferon
gamma(Hato2014).

Syn NLX, et al. Cochrane Database of Systematic Reviews 2018, Issue 4. Art. No.: Cl




IO+ CTvs. CT
Meta-analysis: ITT group

CT + Immuno - PFS

No. patients
Immuno Control

IMPOWER 150!

IMPOWER 132

KEYNOTE 189

IMPOWER 130

Total

Heterogeneity

1553

: p=0.42, I*=0%

HR [95% CI]
Immuno vs. control

0.62 [0.52:0.74]

0.60 [0.49:0.72]

0.64 [0.54:0.77]

0.60 [0.54;0.65)

p<0.0001

1.0 2.0
Immuno better | Control better

IMPOWER 150!

IMPOWER 1502

IMPOWER 132

KEYNOTE 189

IMPOWER 130

Total

Heterogeneity

CT + Immuno - 0OS

No. patients HR [95% CI]
Immuno  Control Immuno vs. control % of cross over

0.78 [0.64:0.96]
0.88[0.72;1.08]
0.81[0.64:1.03]
0.49 [0.38;0.64]

0.79 [0.64;0.98]

’ 0.76 [0.69;0.83]
1955 1520
p<0.0001

:p=0.007, F=T1% 7 . — L.Arm B vs. Arm (

Immuno better | Control better 2 Arm A vs. Arm (

Modified from BenjamirBesseeSMO 2018



IO+ CTvs. CT
Meta-analysis: PEL1 €) group

PD-L1 NEGATIVE - PFS PD-L1 NEGATIVE - OS

No. patients HR [95% CI]

Immuno Control Immuno vs. control No. patients HR [95% Cl]

Immuno Control Immuno vs. control % of cross over

IMPOWER 150! ) 0.77 [0.61,0.99
' [ ] IMPOWER 150! 191 0.82[0.62;1.08]

IMPOWER 132 0.45[0.31,0.64]
KEYNOTE 189 127 > Y 0.59[0.38:0.92]

KEYNOTE 189 2 0.75[0.53;1.09]

IMPOWER 130 0.81[0.61;1.08]

IMPOWER 130 23 0.72 [0.56;0.91]

Total 553 0.77 [0.64,0.92]
=0.005
Total 641 0.69 [0.60;0.80]
p<0.0001 Heterogeneity : p=0.42, I*=0% 10 20
Heterogeneity : p=0.10, I’=52% 0.2 Immuno better | Control better

2.0

Immuno better | Control better

Modified from BenjamirBesseeSMO 2018



Immunotherapy + chemotherapy
Chemotherapy backbone?

Non-squamous cell Squamous cell
A Pemetrexed + platinum maintenance A Paclitaxel + carboplatin
with pemetrexed A Nab-Paclitaxel + carboplatin

A Bevacizumab + paclitaxel + carboplatink Gemcitabine + platinum

maintenance with bevacizumab A Vinorelbine + platinum

Which Is better?



Immune effects of selected chemotherapy used in NSCLC

Chemotherapy  Setting Effect Reference
Paclitaxel Breast carcinoma Favourdumor infiltration by CD68 macrophages Denardoet al. 2011
Favourgumor infiltration by NK cells and CTLs Demaria et al. 2001
Transgenic breast Boosts DC maturation and cross priming Pfannenstiel et al. 2010
carcinoma
Transgenic murine Depletes circulating MDSCs Sevkeet al. 2013
melanoma
Docetaxel NSCLC Depletes circulatindreg Lietal. 2014
Vinorelbine NSCLC Increases CTI/egratio (reduced activity ofreg Roselliet al. 2013
Gemcitabine Transplantable murine lung Depletes circulating MDSCs Sawant et al. 2013
carcinoma
NSCLC Depletes circulatindreg Chen et al. 2015
Pemetrexed Pancreatic cancer Activates IFN gamma producing NK cells, but depleteBavis et al. 2012

CD45R0O+ memory T cells




IO + Chemo Phase 3 in N8Q

KEYNOTE189 BIRGassessed PFS and OS

Induction Phase Maintenance
021d, 4 cycles Phase g21d till PD

Pembrolizumab Pembrolizumab
Pemetrexed Pemetrexed

+ Cis/carbo

Placebo
Pemetrexed

Pemetrexed
+ Cis/carbo

INV-assessed ITT WTeffFH WT PF%MP ower130

IMPower150 TT WT OS

Induction Phase Maintenance
q21d, 4 cycles Phase g21d till PD

Atezolizumab
IA\fgal2 Carbo/Paclitaxel
Bevacizumab

Atezolizumab
Bevacizumab

Placebo
INN{il® Carbo/Paclitaxel
Bevacizumab

There is no intent to perform directly cressal comparison

Bevacizumab

IMPowerl132

INV-assessed PFS and OS

Maintenance
Phase g21d till PD

Atezolizumab
Pemetrexed

Induction Phase
g21d, 4 cycles

Atezolizumab
Pemetrexed
+ Cis/carbo

Placebo
Pemetrexed Pemetrexed
+ Cis/carbo

INV-assessed PFS and OS
ITFTWT

Maintenance
Phase g21d till PD

Induction Phase
g21d, 4 cycles

Atezolizumab
Nab Paclitaxel

Atezolizumab

Carbo

Nab Paclitaxel BSA or switch
Carbo Pemetrexed




IO + Chemo Iin Nosg: All regimens work

KN189 IMpowerl32

HR, 0.81 (95% CI: 0.64, 1.03)
P=0.0797
Minimum follow-up: 11.7 mo
Median follow-up: 14.8 mo

11.3 mo (8.7-15.1)

HR 0.49

Overall Survival (%)

13.6 mo 18.1 mo
(95% CI: 11.4, 15.5) (95% CI: 13.0, NE)

T T T T T T T T T T T T T T T
9 12 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
Months Time (months)

Overall Survival (%)

HR 0.78

' (95% CI: 0.64, 0.98)
Median in the BCP group, ;Median int P =0.033 Median: 13.9 mo
: % Cl, 13.3-16. '19. ! . -
14.7 mo (95% Cl, 13.3-16.9) 119.2 mo (9 (95% Cl: 12.0, 18.7) ! ! {957 CI: 16.0, 21.2)
L] L] 1 1 1 L] L}

1
1
1
I
HR: 0.79 1
1
1
1

! Median: 18.6 mo

N S S O ) FUS ) NN T ! W [N O
8 9 10 11 12 13 14 15 16 17 18 19 20 21 2 T Tt

— 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 3
onths
Months after randomisation

IMpowerl50 IMpowerl30




Chemotherapy immuneanodulatory effects

Increase Tumo

Turn to hot tumor:
neoantigen

Direct or indirect
stimulatory effects on
immune effectors

T cell function;

Induce a transient lymphodepletion
Refresh T cell

Modified from JAMA Oncol. 2019;5(11):161418



Immune-modulatory effects

Chemotherapy
Targeted therapy
Anti-angiogenesis

Radiotherapy



|Antitumour Cytotoxicity
1Tumor progression

EGFR-TKI
e
4

AREG—>

tPopulation Expansion >
tImmunosuppressive Effects
1Tumor progression

Treg cell

| Tumour Antigen
Cross-Presentation

tInhibition of
Tumour Cell Lysis

tlmmunosuppressive
Effects
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Blood Vessel
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|

tVessel growth
1 Tumor progression
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TCRR diversity index
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TCRp clonotypes of >1%

T cell receptor repertoires in EGFR + vs wild type
Less clonal expansion

-
o
1

o
040
—
. EE—
@
eo® ®
]

@ i
— 0400
A o
L XY olo0®
-l bl

um of frequencies of the
TCRp clonotypes of >1%

(] ——

o

Mutant Wild:type Mutant Wild-type
EGFR status EGFR status

Mutant Wild-type Mutant Wild-type
EGFR status EGFR status

Number of non-synonymous mutations
Number of predicted neoantigens

r=0.52, P=0.04 TCGA N=467

?<0.01

o.‘o’

o o
...:.....

Po0 8%

Mutant Wild-type

EGFRrdzi I GA2ya KIS | KA3IK
significantly lower numbers of predicted neoantigens
than those withoutE GFRnutations (median: 57
WNTMHHME @a®=88pT WONTTHNT
Low clonal T cell expansion in tumors WVHGFR
mutations might be a critical factor related to the
unfavorable response to ICI

Number of non-synonymous mutztions

T T T T 1 EGFR status
50 100 150 200 250
Number of non-synonymous mutations

MiyauchiE et al. Cancer Sci. 2019; 110:-864



EGFR mutation with low PID1 expression

EGFRWT
Events Total

EGFR MUT
Events Total Weight

6.1%
2.3%
7.2%
6.6%
7.7%
2.2%
9.1%
2.3%
9.3%
7.8%
8.4%
7.1%
8.5%
7.0%
8.4%

Study or Subgroup

Ameratunga 2015
Cooper 2015
Huynh 2016
Inamura 2016

Ji 2016

Kim 2015

Mori 2017
Rangachari 2016
Song 2016
Takada 2016
Tang 2015

Tsao 2017

Yang 2014

Yang 2015
Zhang 2014

87
36
97
18
76
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Total (95% ClI) 1050 100.0%

Total events 702 351

Odds Ratio

M-H, Random, 95% CI

2.16 [0.63, 7.41]
4.67 [0.27, 79.85]
7.54 [2.89, 19.69]
5.78 [1.89, 17.64]

2.85 [1.24, 6.56]

7.10 [0.40, 126.44]
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0.74 [0.27, 2.05]

1.02[0.53, 1.97]

1.79 [1.10, 2.93]

Heterogeneity: Tau? = 0.63; Chi? = 67.29, df = 14 (P < 0.00001); I =79%

Test for overall effect: Z = 2.33 (P = 0.02)
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P=0.014
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Dong ZY et al.

Oncoimmunology 2017,

6(11): 1356145



EGFR mutant tumors: a lack ofcell infiltration
and low shrink proportion of PEL1C/CD8C TILs
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Oncoimmunology 2017,
6(11): e1356145




EGFRIKIs affect the TME In NSCLC in¢&lmaical
model: Immunostimulatory effect

A Induction of class | (MHCI) and Il (MHCII) molecules

A Promoting Foxp3 degradation to attenuate the inhibitory
function of Tregs

A Reducing the infiltration ofregsin the TME and inhibiting
tumor growth

A Enhancing the cytotoxicity of cytotoxic T lymphocytes (CTLS)
A Reduce T cell apoptosis, and increase!IFNA SONB (1 A 2 v

Lin A et al. Molecular Cancer (2019) 18:139



EGFR TKI altered TME toward immunosuppressiot
- animal model
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Afatinib decrease CD8 T cell proliferation
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Afatinib effect on human CD8§ cell proliferation and activation

Identification of CAD as an afatifi@rgeted protein inJurkatT cells

Tu et al. unpublished data



