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The purpose of the presentation is to provide an update of the business of ImmutepLimited ACN 009 237 889 
(ASX:IMM; NASDAQ:IMMP). These slides have been prepared as a presentation aid only and the information they 
contain may require further explanation and/or clarification. Accordingly, these slides and the information they 
contain should be read in conjunction with past and future announcements made by Immutepand should not be relied upon as an 
ƛƴŘŜǇŜƴŘŜƴǘ ǎƻǳǊŎŜ ƻŦ ƛƴŦƻǊƳŀǘƛƻƴΦ  tƭŜŀǎŜ ǊŜŦŜǊ ǘƻ ǘƘŜ /ƻƳǇŀƴȅϥǎ ǿŜōǎƛǘŜ ŀƴŘκƻǊ ǘƘŜ /ƻƳǇŀƴȅΩǎ ŦƛƭƛƴƎǎ ǘƻ ǘƘŜ !{· ŀƴŘ {9/ ŦƻǊ
further information.

The views expressed in this presentation contain information derived from publicly available sources that have not been 
independently verified. No representation or warranty is made as to the accuracy, completeness or reliability of the information.  
Any forward looking statements in this presentation have been prepared on the basis of a number of assumptions which may 
prove incorrect and the current intentions, plans, expectations and beliefs about future events are subject to risks, uncertainties 
and other factors, many of which are outside LƳƳǳǘŜǇΩǎcontrol. Important factors that could cause actual results to differ 
materially from assumptions or expectations expressed or implied in this presentation include known and unknown risks. Because 
actual results could differ materially to assumptions made and LƳƳǳǘŜǇΩǎcurrent intentions, plans, expectations and beliefs about 
the future, you are urged to view all forward looking statements contained in this presentation with caution. Additionally, the 
INSIGHT investigator sponsored clinical trial described in this presentation is controlled by the lead investigator and therefore 
Immutephas no control over this clinical trial. This presentation should not be relied on as a recommendation or forecast by 
Immutep. Nothing in this presentation should be construed as either an offer to sell or a solicitation of an offer to buy or sell shares 
in any jurisdiction.

Notice: Forward Looking Statements
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What is LAG-3?



4

S

S

S

S

S

S

NH2

V

C2

V

C2

COOH

S

S

CD4 LAG-3
ATG

TGA

1 kb

L   V     V    C     C              C Tm Cyt

Genomic LAG-3

ω4-IgSF domaintransmembraneproteins.

ωSamegenomicorganization
(intron in D1, duplication eventD1D2 vs D3D4).

ωClose proximityon 12p13.

ωShare the sameligands (MHC class II)

S

S

S

S

S

S

S

S

NH2

V

C2

C2

C2

COOH

Lymphocyte Activation Gene-3
(LAG-3 or CD223)

J. Exp. Med. 171:1393-1405, 1990
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Proposed evolutionary pattern for LAG-3/CD4

Immunogenetics 39:213-217, 1994

ωDuplication of a 2-IgSF domainancestor

ωThe LAG-3/CD4 subfamilyhas evolvedlike the 
CTLA-4/CD28 subfamily: one inhibitory and one 
stimulatoryreceptormodulatingTCR signaling

ωA yin/yang modulatorymachineryon T cells

Co-inhibitory                        Co-stimulatory

LAG-3                                       CD4
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T Cell
APC*

MHCII

LAG-3

LAG-3, an immune checkpoint, is widely expressed on tumor infiltrating lymphocytes 

(TILs) and cytotoxic T cells, and interacts with MHC class II molecules on APCs

Positive regulation of 

antigen presenting cells 

(APCs) Ą increase in 

antigen presentation to 

cytotoxic CD8+ T cells

LAG-3/MHC-II interaction is a Clinically Validated 

Therapeutic Target Central to Immune Activation

LAG-3 / MHC Class II Interaction

Notes: 

* APC: antigen presenting cell

Negative regulation of 

LAG-3+ T Cells

Å Relatlimab and ~25 more 

products globally

Å 3rd validated checkpoint in 

immuno-oncology



Eftilagimod Alpha

(efti or IMP321)
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Eftilagimod Alpha (efti / IMP321)

Efti is a soluble recombinant fusion protein consisting of the Fc portion 

of a human antibody and the four extracellular domains of human LAG-3
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Soluble LAG-3 (natural sequence)
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IMP321

ñLAG-3Igò

D4 D3 D2 D1

D1

D2

D3

D4

MHC II binding site

Dimeric, very stable, high affinity for dendritic cells

Antigen presenting cell (APC) activator

Unique mechanism of action and first-in-class
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Two endogenous non-TLR ligands (sLAG-3 and 

sCD40L) that induce DC maturation and migration

Immature DC

Peripheral tissues

CD80 + CD86 + CD40+

MHC I-II+ CD83-

Antigen capture+

CCR5+ CCR4-

Mature DC

CD80 + +  CD86 + + CD40 + +

MHC I-II + + CD83 +

Antigen capture -

CCR5- CCR7 +

Lymphoid chemokines, IL-12

Lymphoid organs

sCD40L

efti

Maturation & 

Migration

sCD40L and sLAG-3

are non-TLR ligands that 

activate DCs

Pathogens

Inflammation

CD8

Th Th1

CTL

T-cell

T-cell proliferation
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Efti: Mechanism of Action (MoA)

Eftiôs unique agonistic MoA leads to T cell expansion and proliferation

ĄñPushing the gas pedalò on the immune response!

Efti binds to MHC 

class II on APC

DC / monocyte 

activation induced Leads to T cell 

expansion and 

proliferation

Notes: 

https://www.youtube.com/watch?v=6EISCGYAGQw

Efti
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ÅMolecules associated with antigen presentation like MHC 

class II ïif enriched in the tumor microenvironment ïare 

predictive for PFS for PD-1 antagonists, but not for chemo.

ÅThis holds true irrespective of PD-L1 expression.

Ą APC activation and increased antigen presentation may 

be key for more responses to PD-1/PD-L1 antagonists.

Synergistic benefit of APC activation in 

combination with ICI in NSQ NSCLC

Phase III ORIENT-11 trial ïBiomarker analysis of chemo vs- chemo 

+ PD-1 antagonist in 1st line NSQ NSCLC (Yang et al 2021)

Notes:

Y Yang et al. Updated Overall Survival Data and Predictive Biomarkers of Sintilimab Plus Pemetrexed and Platinum as First-Line Treatment for 

Locally Advanced or Metastatic Non-squamous NSCLC in the Phase 3 ORIENT-11 Study. 2021 J Thor Onc.

DOI:https://doi.org/10.1016/j.jtho.2021.07.015

https://doi.org/10.1016/j.jtho.2021.07.015
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Å The only APC (MHC II) targeting LAG-3 product candidate currently in development

Å A unique approach (ñturning cold tumors into hot tumorsò with LAG-3)

Å Synergistic with other therapeutic agents and modalities e.g. IO agents and chemotherapy

Efti is an MHC II agonist

APC activator

Å Boosts and sustains cytotoxic T cell responses

Å Activates multiple immune cell subsets 

ñPUSHING THE ACCELERATOR ON IMMUNE RESPONSESòñRELEASING THE BRAKE ON THE T CELLò

LAG-3 antagonist, or blocking, antibodies:

Immune checkpoint inhibitor

Å Increases cytotoxicity of pre-existing CD8 

T cell response

Efti is an Innovative LAG-3 IO Product

Not a Checkpoint Inhibitor


