IMMUNOTHERAPY-
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SURVEILLANCE



1osurveillance

ed In 1957* by Macfarland Burnet (1960
the theory of induced immune
olid organ transplantation)

veillance = spontaneous host immune
response to cancer

*Burnet FM. Brit. Med. J. 1: 779. 1957



VAN ssassociated with the ability of T cells to
iNTtiltrate metastases

Patient Survival by Immunotype (n = 147)
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Separdte yet interlinking
responsibilities

The principal mechanisms of innate and adaptive immunity

¥ INNATE IMMUNITY ADAPTIVE IMMUNITY

http://www.brianlischer.com/portfolio/ucsd -infographic/



Different qualities of innate and
dadaptive immunity

Innate vs adaptive immunity

innate

adaptive

q self / non-self

discrimination

present, reaction is against foreign

present, reaction is against foreign

lag phase

absent, reponse is immediate

present, response takes at least a few days

specificity

limited, the same response is mounted
to a wide variety of agents

high, the response is directed only to the
agents that initiated it.

diversity

limited, hence limited specificity

extensive, and resulting in a wide range of
antigen receptors.

memory

absent, subsequent exposures to agent
generate the same response

present, subsequent exposures to the same
agent induce amplified reponses




Acute Innate sensing of pathogen

Cotmponents activates inflammatory
pathway and cellular recruitment

Nonspecific Inflammatory Response

1 When skin is cut, bacteria
penetrates the wound.

2 The presence of bactaria

. tolocal white blood cells,
., called mast cells, triggera
£ . release of histamine granules

e . tosurrounding tissue.

2L e et

3 Histamine granules are chemicals
that increase permeability to
local blood vessels & stimulate

other cells of immunity.

- -

{4 sincelocd blood vessels are Tt

dilated from histamine, plasma flow
e to area is increased, causing
\ ‘ redness, swdlling, and pain.

-



5ENsing Innate signals mobilizes
WC to the lymph node

Antigen Antigen capture Inflammatory Loss of DC
capture by dendritic cells (DC) cytokines adhesiveness

Immature DC
in epidermis
(Langerhans cell)

Migration
of DC

Maturation of
migrating DC

Antigen
presentation

Mature
dendritic cell
presenting
antigen to
naive T cell




AVitigen acquired in the periphery by DC
[B9Processed and presented on MHC
molecieles to I cells in the lymph node
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Heavy chain (HLA-A, MHC class Il
HLA-B, HLA-C) (HLA-DQ, HLA-DP, HLA-DR)

Nature Reviews | Inmunology



Antigen presentation, in the
dppropriate context, leads to the
activation of T cells

Medscapes www.medscape.com

Antigen Generates i CD28 Costimulation Provides
Signal 1 Signal 2

MHC class Il Antigen TCR

)

cDa0/ge CD28

Activated
T cell

7

http://images.medscape.com/pi/editorial/journalcme/2004/3709/art



piverse inflammatory signals lead to
thesnaturation of DC with promotes T
Almmunity over tolerance

immature DC mature DC

TLR/NLR agonists

Cellular components
pathogens

Innate responses
MATURATION

inflammation

Interferons

. NK cells
antigen uptake Activated antigen presentation

antigen processing CD4+ T cells costimulation
T cell activation




EHrector 1 cells @

A T cells expand and
cillerentiale inresponse
to extrinsic factors often Dendriticicel Svikings
derived from

. 4 - IFN-y
\ ! / - TNF-au
inflammation. ,

Chemokines
@ -MIP-1a/B
i . - ™ - RANTES
A They traffic to sites of ' “ e
infeCtion fOIIOWing Naive CD8+ Memory CD8+ Effector CD8+ c:::o intecte
: . - Perfori
ghemokine trails, and S
extravaste using adhesion S
molecules.
Cytokines induce
) transcription factors Th1 — ...,FNV Intracellular pathogens
A They perform the|r that drive the - LTap Activation of macrophages
effector functions upon —_
. " Naive Th2 — Extracelluar parasites
TCR engagement N the @fe ce - @ IL-13 Antibodypro‘:!uctionbyBoells
periphery; killing cells e
- = IL-17  Eytracelluar bacteria and fun
and SeCI’etIng CVtOkIneS 3 . Th17-'.' IL-21 :eum;:‘“a;imion i

0.0 IL-10

Tfth — (o) ' IL-21 Long term humoral immuinty
IL-4

http://ansel.ucsf.edu/mirnaintcells



Phases of a T cell response

Antigen Lymph e Antigen Contraction
recoggitlon )a’ct va?i%)t’wl elimingation (homeostasis)
Antibody- Effector T _— .
producing Elimination

cell @= — of antigens

A
A

Surviving

Cell-mediated dpubi-add
immunity

presenting
cell

3‘. N7 Naive B

Bz %) ¥ iymphocyte
|
0 7

Days after antigen exposure

£ Elsevier. Abbas et al: Cellular and Molecular Immunology 6€ - www, studentconsult.com



IFFIers to tumor

ic regulators o e function
Sic regulators of immune function



Weaknesses in tumor specific

mMmMomity that constrain responses

Extrinsic regulators

ARegulatory T cells
(TreQ)

Aviyeloid derived
suppressor cells
(MDSC)

Arumor associated
macrophages (M2)

Adntigen loss
Antigen
processing defect
Anhibitory
molecule
expression
ASuppressive
cytokine secretion
Asasculature

Arolerance; weak
TCR

Anergy: weak
activation
(DAMPs/PAMPS)
Anhibitory

molecules
AAMP



ACtivation of T cell responses to
tumors

Caspase-cleaved
tumor antigenic fragment

Tumor cells

Anthracycline T cell priming

(or Mitoxantrone)

Apoptotic
tumor cell

NK ligands

.. Late apoptotic

@ tumour cells

Early apoptotic
ly apop ATP- Calreticulin,

tumour cells (ﬁnd me signal) PtdSer
HSPs - (Eat signal)

- —

Caspases
(Digest signal)

Fragmented-
antigens "\

/HMGB1
7 (Danger signal)

Front. Immunol. 4:503. doi: 10.3389/fimmu.2013.00503



RECOgNITION of
anisipraned cells by
NETOT A diller

1) Missing:-selt
mutation; -induced
alteration/loss:In
MHCsmolecules
iIsisensed by NK
cells

2) Stress-induced
expression of
NK-ligands also
can make them &
target for NK
mediated lysis

Figure 17.13 The Immune System, 4th ed. (© Garland Science 2015)



MM uno- ——
EVasI0n: — .
W Omor
MICIro-
environmen
tresembles
a healing
wound

@) Keratinocyte G Mast cell Bl Fibrin clot/scab - Myofibroblast
- Transformed keratinocyte @ Macrophage [l Blood vessel <®»> Fibroblast
Many of the anti -inflammatory ® Migratory or @ Neutrophil Bl Stroma @ Differentiating
3 . hyperproliferative @ Lymphocyte  [] Granulation tissue keratinocyte
and immunosuppressive aspects |[IRESLESI |

Of a heallng _\NOUId a_re found In Nature Reviews | Molecular Cell Biology
the tumor microenvironment



Regulatory T cells suppress

tumor iImmunity

www.medscape.com
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Source: Nat Med © 2004 Nature Publishing Group

Tumors express
chemo-attractants
such as the CCL22
chemokine, which
decorates blood
vessels, and is
followed by CCRA4 -
expressing
regulatory T cells
to the tumor.

Once in the tumor
environment,
regulatory T cells
can prevent the
activation and
attenuate the
function of effector
T cells




mmature myeloid cells are

CD11b+
Gri+
CD115+
CD124+
RAE1+
TREM-1+

CD11b+
CD14-
CD33+
Lin-

HLA-DR-

CD66b+

iINOS
arginase1

ROS '
IL-13

IL-10

d by tumors

Immature
myeloid cells are
commonly
mobilized in
cancer patients .
They secrete
cytokines and
enzymes that can
suppress effector
T cell and NK cell
function and
promote the
development and
activity of
requlatory T cells.



Checkpoint molecules

Antigen-presenting cell ‘

PDL1orPDL2 o) e —>

PDL1 or PDL2 Jﬁﬁ:: POl ——>

CD80 or CD86 c::@m CD28 ———@—>

- A large array of molecules are

Coemeei c“’)"”‘ i expressed on the surface of
BrRe1 Tzzj:ucos —— activated T and NK cells in
o response to chronic stimulation
B7-H4 c:@: — N
- These molecules serve to prevent
e ):D T immunopathology; genetic
iy i _ knoqkouts qften develop
| R ) LAGH ——@—> autoimmunity or over -exuberant
CD137L -h CD137 =——@—> immune I‘eSpOI’]SGS.
OX40L ﬁh OX40 =@
coro -—L)_con - Antibodies blocking checkpoint
— —[|_.cm molecules have shown promising

efficacy in melanoma, NSCLC and
Hodgkins lymphoma and others.

GAL9 712”*:) M3 ———>

|
\bﬁ A2aR ———>

Adenosine

Nature Reviews | Cancer



Different checkpoints for
different functions?

acutely on T cells by initial TCR engagement and prevents
of naive T cells

K\ LA /Coso \ [CTiAdto
or(()86 CDZS ‘ cell surface

& |
@ 'Intracellular o
4 vesicle

Co-stimulating
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Nature Reviews | Cancer

PD-1 is upregulated over a period of 2-3 days and constrains effector T cell activity
against PD-L1 expressing cells in the periphery




ckpoint blockade is effective

Clinical activity of antibodies that block checkpoint molecules
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Wolchock et al http ://www.nejm.org/doi/full/10.1056/NEJMo0al1302369



SUmmary of adaptive immunity
LOYOmors and immune evasion

T-cell
{ Immunization

response
Antigen

processing

Antigen N3 Dendritic
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immunosurveillance sculpts the

b “Oanger” IntFingic WMo Suppression
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http://www.sciencemag.org/content/331/6024/1565/F3.large.jpg
http://www.sciencemag.org/content/331/6024/1565/F3.large.jpg

IVIMIUNESTHERAPY: NEXT-GEN

IMPROVEMENTS

Genetic modification of lymphocytes to
introduce new recognition specificities

Tumor-Ag-specific TCR

Costimulatory molecules (CD8, 41BB)
Genetic modification of lymphocytes to Cytokines (IL-2, IL-12, IL-15)

alter function functions of T cells Homing molecules (CD62L, CCRY7)
Prevention of apoptosis (Bcl-2)

Modify host lymphodepletion Selective depletion of CD4+ cells or T regulatory cells

Block inhibitory signals on reactive

Antibodies to CTLA-4 or PD-1
lymphocytes

Administer vaccines to stimulate

Recombinant virus, peptides, dendritic cells
transferred cells

Administer alternative cytokines to

support cell growth Jiteh (et 55

Stimulate antigen presenting cells Toll-like receptor agonists

Overcome antigen escape variants NK cells




| Combinatorial therapy



