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TACTI-002: Eftilagimod Alpha Plus Pembrolizumab in
NSCLC or HNSCC*

= Nonrandomized, parallel assignment, open-label phase Il trial

Part A:
Patients with newly

diagnosed locally _ . .
advanced or metastatic Part A: 1L NSCLC Combination Treatment Monotherapy

NSCLC, not amenable to —> [RSI=Ila(=lo Riela D K| 8 cycles* O cycles * 16 cycles *

ALK/EGFR inhibitor tx or (n=114)
tx with curative intent,

ECOG PS 0/1, availability
of tumor tissue Part B: 2L NSCLC

1/PD-L1 tx (n = 36) Upto 1yr Upto lyr |

"Pembrolizumab Q3W B "Pembrolizumab Q3W

+ .
*Eftilagimod alpha Q2W*Eftilagimod alpha Q3W Pembrolizumab Q3W

Parts B and C:
Patients with previously

treated NSCLC or HNSCC, *Each cycle is for 3 wk. tol

ECQB PS 0/1, availability . Part C: 2L HNSCC after "Pembrolizumab given at 200 mg (1V).

" Erimary.€napoi t platinum-based tx *Eftilagimod alpha given at 30 mg (SC).

= Secondary endp (n=39) , PFS, OS, DoR, safety and PK/PD (including potential
biomarkers)
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LAG-3: Varied Biologic Effects

= Negatively regulates cellular proliferation and activation'-?
— Similar to, but not redundant with PD-1, CTLA-4

= LAG-3 is expressed on multiple cell types including CD4+ and CD8+
T-cells and T-regulatory cells, and helps maintain self and tumor

tolerance3*#
= The major ligand for LAG-3 is MHC class II°

~10
Slide credit: clinicaloptions.com

1. Workman. J Immunol. 2004;172:5450. 2. Workman. J Immunol. 2005;174:688. 3. Huang. Immunity. 2004,21:503.
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Eftilagimod Alpha Dimeric Recombinant LAG-3

Eftilagimod Soluble LAG-3 (natural sequence)
Alpha D4 D3 D2 D1

= Recombinant, soluble LAG-3 fusion

prOtEin Dgl ;---\MHCIIblndmgsne
= Mechanism of action is different .

from antibodies or bispecific FingSY 1 Human IeG1
antibodies targeting LAG-3 cH3
» MHCclass Il agonist ciogimod Demarticcal
— Binds to MHC class Il on APC leading )\ *
to APC activation / T-cel

= Activated APCs leads to increased
T-cell activation

N
/ ‘
MHC I Q
Activated dendritic cell Natural Killer Cell Monocytes

APC activation clo

Slide credit: cIinicanptions.tOm

Felip. ASCO 2020. Abstr 3100. Clay. ASCO 2021. Abstr 9046.
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Figure 1. efti‘s mechanism of action

“Pushing the accelerator on immune responses’ — APC activation

ll_.
MHC Il

LAG-3Ilg, an MHC Il agonist (eftilagimod alpha)

Figure 3. Difference to anti-LAG-3

“Releasing the break on the T-cell” — blocking the interaction
LAG-3 mAb

LAG-3

S

. o

MHC i

LAG-3 antagonist antibodies




Rationale ?

* |n combination with pembrolizumab, which is more of a cytotoxic T-cell stimulatory
agent at the site of cytotoxic T-cell tumor interactions, eftilagimod alpha works
upstream at the antigen-presenting cell and T-cell interface to increase the overall
Immune response

e Stimulation of the dendritic cell network and the subsequent T-cell recruitment caused
by eftilagimod alpha could help combat resistance to anti-PD-1 agents

* Synergistic In combination with pembrolizumab



Methods

Study design and patients

® Non randomised, Phase Il, open label, multinational trial

Figure 4. Study design ERi A [ 1

18t line NSCLC unselected
for PD-L1
KEY ELIGIBILITY CRITERIA

COMBINATION THERAPY MONOTHERAPY
PART B ONLY .
* Metastatic NSCLC (SQ & NSQ) Part B (N=36) - efti Q2W + pembrolizumab (pembro)
« Failure of first-line treatment after at ' Q3W for 8 cycles '
least 2 cycles of any PD-X-based 2" line NSCLC .

| - pembro Q3W for PFS&0OS
therapy refractory to PD-X » Then efti + pembro both Q3W for 9 16 cycles follow up
» Confirmed PD on 2 consecutive

based therapy cycles
scans on prior PD-X-based therapy

< — uptolyear ———————» < up to 1 year >

. efti: eftilagimod alpha, 30 mg, subcutaneous admin

Part C (N=39 pembro: pembrolizumab, 200 mg, intravenous admin
. ond [; Q2W/ Q3W: every 2/ 3 weeks

« ECOG PS 0-1 Part C: 2™ line HNSCC

. 1 cycle= 3 weeks
» Tumor tissue available for central after platinum based
PD-L1 testing

ALL PARTS |
» Measurable disease per RECIST 1.1

therapy

* Primary Endpoint: Objective response rate (ORR), as per IRECIST.

» Secondary Endpoints: Progression free survival (PFS), overall survival (OS), safety and tolerability,
pharmacokinetic/pharmacodynamic and exploratory biomarkers.




Assessment and Statistical analysis

ORR as per IRECIST

PFS and other efficacy parameter, safety and tolerability and other
exploratory biomarkers

® (Central assessment of PDL-1 after enrollment
® |maging performed every 9 weeks and reported according to IRECIST and RECIST v1.1
® Safety and efficacy analysed based on intent to treat principle

® [Data cut off Jan 21, 2022 (min 5 months of follow-up)




Table 1. Baseline characteristics (N=36)

Age (years), median (range) 67 (46-84)

Female 14 (38.9)
Male 22 (61.1)

FCOG O 12 (33.3)
ECOG 1 24 (66.7)

Current or Ex-smoker 31 (86.1)
Non-smoker 5 (13.9)

Sgquamous r (19.4)
Non-squamous pathology 28 (rr.8)
Unknown 1 (2.8)

Prior PD-1/PD-L1 therapy 36 (100)
with chemotherapy 26 (r2.2)

Liver metastasis 4 (11.1)

Tumfjr re3|sta|:1t:e 11 (30.8)
Primary resistance
i 24 (66.7)
Secondary resistance

PD-L1 (TPS)
<1%6 13 (36.1)
1-49%0 12 (33.3)
=50%0  (19.4)
Not evaluable/not yet 4 (11.1)




Efficacy

Table 2. Best overall response (iIRECIST), N=36

Complete Response
Partial Response

Stable Disease

Progression
Not Evaluable™

Overall Response Rate (ITT 2/36 (5.6)

Disease Control Rate (ITT 13/36 (36.1)

) (

) (
Overall Response Rate (evaluable pts) 2/35 (9.7)

) 13/35 (37.1)

Disease Control Rate (evaluable pts




Efficacy

Figure 3. Spider plot (N=34)** Figure 4. Waterfall plot (N=34)**
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** 21 treatment and 21 post-baseline tumor staging + measurable target lesion post baseline

® 26 % progression free at 6 months ® /3 % alive at 6 months




Tumour growth kinetics (TGK)

® (btained as comparative ratio of the difference of the sum of the largest diameters of the target
lesions in the pre and post baseline settin

® /3./% of evaluable patients had post-treatment TGK shrinkage or deceleration

Table 3. Tumor growth kinetics, N=19" Figure 5. Tumor growth kinetics (N=19)"

100%

80% :
—— TGKr Shrinkage
——  TGKr Deceleration
— TGKr Acceleration

Shrinkage 4 (21.1)
Deceleration 10 (52.6)
Acceleration 5 (26.3)

IRECIST)

|
o
-
2

#...evaluable set (N=19): 21 pre- and post-baseline scan following the same tumors

o
-2
&=

Variation of sum of best target lesions (%

PRE STUDY START ON STUDY

[+]
5.0 4.0 30 20 1.0 0.0 1.0 2.0 3.0
Months from baseline




Exposure and Safety

Table 4. General overview of adverse events (N=36)

Patients with any TEAE 35 (97.2)

Patients with any SAE 8 (22.2)
thereof related to efti/pembro 1(2.8)/1 (2.8)

Patients with any grade =3 TEAE 13 (36.1)

thereof related to efti/pembro 1(2.8)/3 (8.3)
Patients with fatal TEAES™ 3 (8.3)"
thereof related to efti /pembro 0

Patients with TEAES leading to discontinuation of any stuady
treatment

3 (8.3)

*... metastatic neoplasm; dyspnea, acute respiratory failure (each occurring once)

Pts received a median of 5 (range 2-31) pembrolizumab and 7 (range 2-22) efti administrations



Common TEAE

Table 5. Frequent treatment-emergent adverse events occurring 215% (N=36)

Dyspnoea 12 (33.3) 2 (5.0)
Decreased appetite 12 (33.3)

Cough J (25.0)
Asthenia 8 (22.2)
Fatique 6 (16.7)
Weight decreased b (16.7)




Figure 6. Single case #1

 71-year-old female diagnosed with metastatic NSCLC (NSQ) in Sep 2016.
» Received 15t line carboplatin + pemetrexed + pembrolizumab for 18 months > stopped

due to PD.

At study entry: ECOG 1, non-evaluable PD-L1 TPS, EGFR/ALK negative, ex-smoker

Started TACTI-002 in Feb 2020 and is still on therapy (Jan 2022) with confirmed
ongoing partial response (-87%)

PRE-STUDY (DEC 2019)

PD on basis of skeletal metastases.
No supraclavicular
lymphadenopathy seen at this point

BASELINE (FEB 2020)

Further PD confirmed with new
left supraclavicular lymph node
measuring 1.5cm

POST 3 CYCLES (APR 2020)
Left supraclavicular node shrunk

to 5Smm (-67%)

Lymph Node Lesion




Case 2

* 6/ years old female, MNSCLC, Diagnosed in Aug 2019

* Recelved Pembrolizumab + Cisplatin + Pemetrexed for
8 months, discontinuing after progression

* At study enrolment, ECOG 0, PD L1 80%, EGFR/ALK
negative, non-smoker, several metastatic sites (lung,
lymph nodes)

e Started TACTI-002 in Apr 2021 and is still on therapy
(Jan 2022) with confirmed partial response (-38 %)

PRE-STUDY
(Feb 2020)

BASELINE
(APR 2021)

POST 12
CYCLES
(JAN 2022)

Lung Lesion







Update-Aug 2022

Figure 6. Overall survival, ITT (N=36)*

Median OS was 9.7 months
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*2 patients censored at 32.4 and 39.6 months.
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My take

® Patients with post progression on immunotherapy, unmet need

® Efti gives an option to continue chemotherapy free treatment for a longer period - beyond
progression

® First ling or second line - randomisea, larger trials in both the settings with comparative arms



® [hankyou :)
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