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BACKGROUND METHODS

* Immune activation is important for survival in cancer. (1) Study Design and Patients » For the correlation of ALC response with clinical response (N=574), patients with confirmed response

« Mechanism of action: Eftilagimod alfa (E) is an antigen-presenting cell (APC) activator that binds to a subset of MHC class Il molecules on « 5 studies (AIPAC, NCT02614833; AIPAC-003, NCT05747794; TACTI-mel, NCT02676869; (CR or PR) as best overall response (cBOR) were considered as responders.
APCs (2) to mediate lymphocyte, e.g., T cell (CD4/CD8), recruitment and activation (Figure 1). TACTI-002, NCT03625323; and TACTI-003, NCT04811027) with a total of 592 pts were included. » For the correlation of ALC response with OS (N=569), pts whose OS exceeded the arithmetic median

« Clinical studies of E in combination with different standard of care (SOC) treatments like PD-1 antagonist (P; pembrolizumab) or « 30 mg E in combination with SOC was administered SC biweekly for 6 months (mo), then every 2-3 weeks for were considered to have a survival benefit. The median OS for each cancer type and treatment line was
chemotherapy (C; paclitaxel) have shown promising results.(3)-(5) another 6-18 mo (max 24 mo in total) in pts with metastatic non-small cell lung cancer (NSCLC), calculated separately to categorize pts with or without a survival benefit.

. We present cumulative correlation analyses of immune activation in the blood of late-stage cancer patients (pts) Tumor head and neck squamous cell carcinoma (HNSCC), melanoma (MM), or breast cancer (MBC). « The TH1 biomarkers interferon gamma (IFN-y) and C-X-C motif chemokine ligand 10 (CXCL10) were
with clinical efficacy after treatment with E + SOC. « SOC was either P (IV at 200 mg q3w or 400 mg q6w or 2 mg/kg q3w) or C (80 mg/m2 day 1, 8, 15, g4w). assessed in peripheral blood pre-dose and within 96 hours after 15'E administration in patients

with PK sampling (N=79).
 Peripheral blood samples for gene expression profiles (GEP) were taken pre-treatment and after 3 mo

(prior to E dose 7) in pts receiving E + SOC (N=111; pts with NSCLC treated in 15t line setting,

. . . . ] , . , TACTI-002), assessed using NanoString® nCounter® PanCancer Immune Profiling Panel and analyzed
* As ALC was assessed immediately prior to dosing, i.e. two weeks after the preceding administration, the using nSolver software. Correlations between pathways/cell types and confirmed clinical response per

observed changes reflect sustained pharmacodynamic effects throughout the dosing interval. iRECIST were investigated. Gene sets used to define pathways were per manufacturer (54-gene set
« ALC response was pre-defined as a change of >0.2 x 10%/L within 3 months on study (up to dose 7). for T-cell functions).

 Clinical efficacy was assessed locally by RECIST1.1 or iRECIST as per study protocol and overall survival (OS).

Assessments and Statistical Analyses:

» Absolute lymphocyte count (ALC) was taken before dosing (on day 1 of each cycle). Subjects with a least one
post-baseline assessment were included (N=575).
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RESULTS
SIGNIFICANT INCREASE IN ABSOLUTE LYMPHOCYTE Figure 3. ALC change from baseline by clinical response Figure 5. Overall survival by ALC response and by treatment RAPID INCREASE OF TH1 BIOMARKERS FOLLOWING CLINICAL RESPONDERS TO E + SOC TREATMENT SHOW
COUNTS (ALC) WITH E + SOC BUT NOT SOC ALONE 0s p=0.0042 E +SOC TREATMENT WITHE + SOC INCREASE IN T-CELL FUNCTIONS SCORE
» Treatment with E + SOC led to a significant ALC gain = 3 ' 100 ; ; L » The soluble TH1 biomarker IFN-y increased rapidly in peripheral » On-treatment score related to T-cell functions was increased in
compared to SOC (Figure 2). 228 ] 90— L QLC reSpongerS blood after 1st treatment with E + SOC (Figure 6). clinical responders to E + SOC compared to non-responders
» These substantial residual pharmacodynamic effects were = "_|6 0.3- ! ! on-responders » A comparable effect was observed for CXCL10 (data not shown). (Figure 7).
observed at pre-dose, indicating a sustained effect %"g - ° » These effects were observed across indications and different * A similar pattern was observed with other immune related
throughout the dosing interval. g E 0.2 =~ combination partners and correlated with survival benefit pathways or cell types including cytotoxicity, NK cell functions,
* These effects were evident from treatment initiation and sustained g % ] g (data not shown). TH1 cells or CD8 T cells (data not shown).
over the complete E treatment duration (data not shown). ?5' 5 0.1— %) Figure 6. IFN-y after 1st treatment with E + SOC Figure 7. T-cell functions score before and at 3 months of
* In the E + SOC group, 54.1% of pts were ALC responders and g £ ‘5 3.0— treatment with E + SOC
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) 0.3 indicates the cutoff of 0.2 x 10%/L. Wilcoxon rank-sum test p values are indicated. 0 ; ; o L 2 . T'-' ! - R o R !
£ | | | | | | | | o I T 3 Tl g 3 2 B S
29 Figure 4. ALC change from baseline by survival benefit 0 6 12 18 24 30 36 42 48 Z 10 = e | . u Ul |
82 . . e i N : o | .
£ S 0.2 o 04— p=0.0082 At risk Time / months N o « L.
Eo T4 £ i 24h 48h 72h 96h ' ' | |
o 2 ] _8 - ALC responders 222 197 152 122 95 60 43 21 13 Nle?ae pOfSt doise1 gg ;; 52 ‘7“; 22 6 74 56 56 Non-responders Responders Non-responders Responders
g E ] 8 g 0.34 Non-responders 186 144 103 76 50 33 23 7 5 Mean and standard G:Of;f()rez\?vz}ﬁd changes of IFN-y in peripheral blood of patients treated with E + SOC. Values of a 54-gene T-cell functions score at baseline (left) and at 3 months (right), by clinical response to E + SOC.
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SOC  E+S0C T < 0 80— P in 592 late-stage cancer patients across 5 independent studies in 4 indications.
Number of patients 161 414 RE 2 o : . e : :
Patients wih ALC response 65 224 £% .. = 70- L Compared to SOC, E + SOC led to consistent ALC responses: early, significant and sustained increases
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POSITIVE CORRELATION OF ALC RESPONSE WITH Nurber of patients 69 o e 5 BO— - R ALC response V\_/as_assocnate_d significantly with clinical response and significant OS improvement
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« Clinical response correlated significantly with ALC response indicates the cutoff of 0.2 x 10°/L. Wilcoxon rank-sum test p values are indicated. % 304 FoIIowing treatment with E + SOC, Circulating TH1 biomarkers showed a rapid increase which was
ly in pts treated with E + SOC (p=0.0042) but not in pt = Lo : : -y
e aOe (\g;o 2307 Fi gfﬂe 3) ) but notin pts PROLONGED OVERALL SURVIVAL IN ALC RESPONDERS TREATED S - associated with clinical response.
« Survival benefit correlated significantly with ALC response only V\I"Tt': E;f‘gg CBUT NOE;’QCA‘OL‘(';ONE ’ anificant 10— - L Gene Expression Profiling indicated increases in T-cell functions score in responders to
in pts treated with E + SOC (p=0.0082) but not in pts treated nine group, n responders was signiticantly Lo treatment with E + SOC.
with SOC (p=0.2389; Figure 4) prolonged compared to that in non-responders 0 i i i i i i i ,
’ (median 23.4 vs. 15.7 mo; HR=0.69; p=0.0017; Figure 5). 0 6 2 18 24 30 36 42 48 Conclusion: E on top of different SOC treatments induced immune activation at different levels
' ngsffﬁ]cet ;’r‘:‘;‘;cz*t’izir‘(’s:t:;%Stﬁcc;‘xﬁ;’f the combination partner At risk Time / months (number of circulating immune cells, cytokine and gene expression levels) which was associated
: ALC responders 65 60 49 37 24 14 7 - ini I - I
« In the SOC group, there was no difference in OS between ALC Nomroeondore o0 oo oo i : ; ; W|th_ favoral?le f:llnl_cal response (cBOR and OS) compared to SOC alone in late-stage cancer patients
responders and non-responders (median 17.5 vs. 20.4 mo; HR=0.98; Kaplan-Meier plots for overall survival by ALG response and by treatment received. of different indications.
p=0.93; Figure 5).
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