


 Author & Article Information

Cancer Res (2024) 84 (6_Supplement): 7535.

https://doi.org/10.1158/1538-7445.AM2024-7535

 Split-Screen

Abstract

Lectin-like transcript 1 (LLT1) interaction with CD161 receptor on NK cells facilitates tumor

immune escape. Hence, blocking LLT1-CD161 interaction could potentially activate NK cells

and resulted tumor cell cytotoxicity. ZM008 is a first-in-class anti LLT1 monoclonal antibody

with promising pre-clinical safety, efficacy data and received IND approval from USFDA.

Clinical study will start soon at multiple US sites. TCGA data analysis revealed high LLT1

gene expression in multiple solid cancers BRCA, CHOL, ESCA, GBM, HNSC, KIRC, KIRP,

LIHC, LUAD, STAD, SARC. Several immune checkpoint genes PDL1, LAG3, TIM3, TIGIT,

ICOS, B7-H3, are positively correlated (p<0.05) with high LLT1 expression. CIBERSORT

analysis of immune cells revealed significant presence of Treg and CD33+ immune cells

along with IL4, IL10, Arg1 and IDO1 in the TME with high LLT1 expression. Cox regression

analysis suggests high LLT1 is a risk factor for survival (p<0.05) in patients with COAD, KICH

and KIRC. High TMB and MSI scores were significantly correlated (p<0.05) with LLT1

expression in Colon and Kidney cancers, suggesting plausible biomarker application. Overall,

transcriptome data analysis strongly suggests immune repressive gene signatures are

prevalent with high LLT1 TMEs in multiple solid cancers. In vitro studies with human PBMC

revealed ZM008 activates immune cells by inducing expression of CD69, NKG2D, CD107a,

proinflammatory cytokines (IFN-γ, IL2, etc.,) secretion, and tumor cytotoxicity. In MLR assay,

ZM008 as a single agent or in combination with Pembrolizumab primed DCs to secrete IFNγ

and IL-2 which results in effector NK and T cells activation/proliferation Ex vivo studies with

biopsy samples from NSCLC and Bladder Cancer patients showed significant tumor reduction

and infiltration of patients’ immune cells with ZM008 monotherapy and ZM008 +

pembrolizumab combination. An open label, 3+3 design, multicenter dose escalation phase 1
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pembrolizumab combination. An open label, 3+3 design, multicenter dose escalation phase 1

trial for ZM008 is planned in patients with advanced/metastatic solid tumors with no

therapeutic standard alternative to evaluate the safety, tolerability and efficacy of ZM008, as

monotherapy and in combination with Pembrolizumab. FIH dosing of 0.15mg/Kg was

determined based on MABEL strategy. In silico data analysis showing high LLT1 expression in

patients non-responsive to immune checkpoint inhibitor treatments indicate the potential

benefit to the patients from ZM008 + pembrolizumab combination treatment. ZM008 treatment

will release the immune break, activate the infiltrated immune cells and provide anti tumor

effects in solid cancers either as a standalone treatment or combination therapy.

Retrospective analysis of patient samples pre and post ZM008 treatment will identify relevant

biomarkers for patient recruitment and better prediction of prognosis.

Citation Format: Maloy Ghosh, Anurag Tiwari, Ashvini Kumar Dubey, Sanghamitra

Bhattacharjee, Yogendra Manjunath, Shalini Kashipathi, Subith Krishna, Tirtha Mandal, M. S.

Madhusudhan, Golding Rodrigues. First-in-human phase 1 clinical trial of ZM008, a

monoclonal IgG1 targeting LLT1, monotherapy and in combination with pembrolizumab in

advanced solid tumors [abstract]. In: Proceedings of the American Association for Cancer

Research Annual Meeting 2024; Part 1 (Regular Abstracts); 2024 Apr 5-10; San Diego, CA.

Philadelphia (PA): AACR; Cancer Res 2024;84(6_Suppl):Abstract nr 7535.

©2024 American Association for Cancer Research

Advertisement

View Metrics

Citing Articles Via

Web Of Science (1)

Google Scholar

 Email Alerts

Article Activity Alert

Online First Alert

eTOC Alert

Editors' Picks Alert

Cancer Discovery News Alert

Latest News

Autonomous AI System Takes On Cancer Treatment

Planning

Weizmann Institute Cancer Labs Destroyed, Damaged

by Iranian Missile

This site uses cookies. By continuing to use our website, you are agreeing to our

privacy policy.

Accept

Abstract 7535: First-in-human phase 1 clinical trial o... https://aacrjournals.org/cancerres/article/84/6_Suppl...

2 of 4 07/07/25, 12:36

https://googleads.g.doubleclick.net/pcs/click?xai=AKAOjstOE2yzCI1B5n40bX-CTrSOTZ73f7gjc364LyssElbwK1Jh5hnm3WICbv1Em7929ch6TMA8LyjEIn5r1Nx1ARW2wWpEMYzT4JBKzqwjW_JZAvT79p8iGuLIOmxq9CQ77bkN9ctM76cu0MWEP1oatm5jpnyuim4wLrOK-qPTT7GkBYMGGwLPweQr1Ph9LFIwZKXEmMQE1_Cr9zVoNUxIMHx9EkUz_4hQb-QZxr3-rm0wDM7O5hWuVzvKVseQ_baovgtLgU-xDI6dLBrw0myakI4hRrQlUSQBTwbS6ZGkPtkyk9Yh4PV45ycgQKmkhqMunlX5rNbBTNzIXSoTS0HGcHi_kDiHiNj6J0QtofMXSE_Gl1EsSQHi4vHZAtP3Fw&sai=AMfl-YRNT1BPDVntlcf7uJE9CdB9F8wTm0PIFISYJzdDtk3PPq6_E1GhP9rhh6K-pW3_6rd5o80kFaTbeFJLIC1wOAzwblKZcj5L3BgRdvdYSzYTXJxNdWnOWBk65ZakxU3gA0cp26V-eJ-LCasym0KV&sig=Cg0ArKJSzEctbNyM5o1S&fbs_aeid=%5Bgw_fbsaeid%5D&adurl=https://www.linkedin.com/company/aacrjournals/&nm=2
https://googleads.g.doubleclick.net/pcs/click?xai=AKAOjstOE2yzCI1B5n40bX-CTrSOTZ73f7gjc364LyssElbwK1Jh5hnm3WICbv1Em7929ch6TMA8LyjEIn5r1Nx1ARW2wWpEMYzT4JBKzqwjW_JZAvT79p8iGuLIOmxq9CQ77bkN9ctM76cu0MWEP1oatm5jpnyuim4wLrOK-qPTT7GkBYMGGwLPweQr1Ph9LFIwZKXEmMQE1_Cr9zVoNUxIMHx9EkUz_4hQb-QZxr3-rm0wDM7O5hWuVzvKVseQ_baovgtLgU-xDI6dLBrw0myakI4hRrQlUSQBTwbS6ZGkPtkyk9Yh4PV45ycgQKmkhqMunlX5rNbBTNzIXSoTS0HGcHi_kDiHiNj6J0QtofMXSE_Gl1EsSQHi4vHZAtP3Fw&sai=AMfl-YRNT1BPDVntlcf7uJE9CdB9F8wTm0PIFISYJzdDtk3PPq6_E1GhP9rhh6K-pW3_6rd5o80kFaTbeFJLIC1wOAzwblKZcj5L3BgRdvdYSzYTXJxNdWnOWBk65ZakxU3gA0cp26V-eJ-LCasym0KV&sig=Cg0ArKJSzEctbNyM5o1S&fbs_aeid=%5Bgw_fbsaeid%5D&adurl=https://www.linkedin.com/company/aacrjournals/&nm=2
javascript:;
javascript:;
javascript:;
https://www.altmetric.com/details.php?domain=aacrjournals.org&doi=10.1158%2F1538-7445.am2024-7535
https://www.webofscience.com/api/gateway?GWVersion=2&SrcApp=silverchair&SrcAuth=WosAPI&KeyUT=WOS:001253000906344&DestLinkType=CitingArticles&DestApp=WOS_CPL
https://www.webofscience.com/api/gateway?GWVersion=2&SrcApp=silverchair&SrcAuth=WosAPI&KeyUT=WOS:001253000906344&DestLinkType=CitingArticles&DestApp=WOS_CPL
http://scholar.google.com/scholar?q=link:https%3A%2F%2Faacrjournals.org%2Fcancerres%2Farticle%2F84%2F6_Supplement%2F7535%2F741520
http://scholar.google.com/scholar?q=link:https%3A%2F%2Faacrjournals.org%2Fcancerres%2Farticle%2F84%2F6_Supplement%2F7535%2F741520
javascript:;
javascript:;
javascript:;
javascript:;
javascript:;
javascript:;
javascript:;
javascript:;
javascript:;
javascript:;
https://aacrjournals.org/cdnews/news/2485/Autonomous-AI-System-Takes-On-Cancer-Treatment
https://aacrjournals.org/cdnews/news/2485/Autonomous-AI-System-Takes-On-Cancer-Treatment
https://aacrjournals.org/cdnews/news/2485/Autonomous-AI-System-Takes-On-Cancer-Treatment
https://aacrjournals.org/cdnews/news/2485/Autonomous-AI-System-Takes-On-Cancer-Treatment
https://aacrjournals.org/cdnews/news/2475/Weizmann-Institute-Cancer-Labs-Destroyed-Damaged
https://aacrjournals.org/cdnews/news/2475/Weizmann-Institute-Cancer-Labs-Destroyed-Damaged
https://aacrjournals.org/cdnews/news/2475/Weizmann-Institute-Cancer-Labs-Destroyed-Damaged
https://aacrjournals.org/cdnews/news/2475/Weizmann-Institute-Cancer-Labs-Destroyed-Damaged
https://aacrjournals.org/privacy-policy
https://aacrjournals.org/privacy-policy
https://aacrjournals.org/privacy-policy
https://aacrjournals.org/privacy-policy
javascript:;
javascript:;


Online ISSN 1538-7445 Print ISSN 0008-5472

Blood Cancer
Discovery

Cancer Discovery

Cancer
Epidemiology,
Biomarkers &
Prevention

   

GLP-1 Drugs May Play Modest Role in Cancer

Prevention

Breaking

EGFR Inhibitor Crosses Finish Line

T-Cell Engager Gets Accelerated Approval

Judge Blocks Some DHHS Layoffs

Research Watch

Tryptophan Metabolism Regulates Tertiary Lymphoid

Structure Maturation

Nucleoside Analogues Exhibit Distinct Effects on

Neuronal DNA Repair

Diet–Microbiome Interactions Limit PI3K Inhibitor

Efficacy in Cancer

Advertisement

View more recent articles 

View more recent articles 

View more recent articles 

This site uses cookies. By continuing to use our website, you are agreeing to our

privacy policy.

Accept

Abstract 7535: First-in-human phase 1 clinical trial o... https://aacrjournals.org/cancerres/article/84/6_Suppl...

3 of 4 07/07/25, 12:36

https://aacrjournals.org/bloodcancerdiscov
https://aacrjournals.org/bloodcancerdiscov
https://aacrjournals.org/bloodcancerdiscov
https://aacrjournals.org/bloodcancerdiscov
https://aacrjournals.org/cancerdiscovery
https://aacrjournals.org/cancerdiscovery
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://aacrjournals.org/cebp
https://www.aacr.org/
https://www.aacr.org/
http://www.twitter.com/aacr
http://www.twitter.com/aacr
http://www.twitter.com/aacr
http://www.twitter.com/aacr
http://www.linkedin.com/company/american-association-for-cancer-research
http://www.linkedin.com/company/american-association-for-cancer-research
http://www.linkedin.com/company/american-association-for-cancer-research
http://www.linkedin.com/company/american-association-for-cancer-research
http://www.facebook.com/aacr.org
http://www.facebook.com/aacr.org
http://www.facebook.com/aacr.org
http://www.facebook.com/aacr.org
http://www.youtube.com/user/AACRNews
http://www.youtube.com/user/AACRNews
http://www.youtube.com/user/AACRNews
http://www.youtube.com/user/AACRNews
https://aacrjournals.org/cdnews/news/2457/GLP-1-Drugs-May-Play-Modest-Role-in-Cancer
https://aacrjournals.org/cdnews/news/2457/GLP-1-Drugs-May-Play-Modest-Role-in-Cancer
https://aacrjournals.org/cdnews/news/2457/GLP-1-Drugs-May-Play-Modest-Role-in-Cancer
https://aacrjournals.org/cdnews/news/2457/GLP-1-Drugs-May-Play-Modest-Role-in-Cancer
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=News
https://aacrjournals.org/cdnews/news/2490/EGFR-Inhibitor-Crosses-Finish-Line
https://aacrjournals.org/cdnews/news/2490/EGFR-Inhibitor-Crosses-Finish-Line
https://aacrjournals.org/cdnews/news/2482/T-Cell-Engager-Gets-Accelerated-Approval
https://aacrjournals.org/cdnews/news/2482/T-Cell-Engager-Gets-Accelerated-Approval
https://aacrjournals.org/cdnews/news/2480/Judge-Blocks-Some-DHHS-Layoffs
https://aacrjournals.org/cdnews/news/2480/Judge-Blocks-Some-DHHS-Layoffs
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Breaking
https://aacrjournals.org/cdnews/news/2494/Tryptophan-Metabolism-Regulates-Tertiary-Lymphoid
https://aacrjournals.org/cdnews/news/2494/Tryptophan-Metabolism-Regulates-Tertiary-Lymphoid
https://aacrjournals.org/cdnews/news/2494/Tryptophan-Metabolism-Regulates-Tertiary-Lymphoid
https://aacrjournals.org/cdnews/news/2494/Tryptophan-Metabolism-Regulates-Tertiary-Lymphoid
https://aacrjournals.org/cdnews/news/2496/Nucleoside-Analogues-Exhibit-Distinct-Effects-on
https://aacrjournals.org/cdnews/news/2496/Nucleoside-Analogues-Exhibit-Distinct-Effects-on
https://aacrjournals.org/cdnews/news/2496/Nucleoside-Analogues-Exhibit-Distinct-Effects-on
https://aacrjournals.org/cdnews/news/2496/Nucleoside-Analogues-Exhibit-Distinct-Effects-on
https://aacrjournals.org/cdnews/news/2489/Diet-Microbiome-Interactions-Limit-PI3K-Inhibitor
https://aacrjournals.org/cdnews/news/2489/Diet-Microbiome-Interactions-Limit-PI3K-Inhibitor
https://aacrjournals.org/cdnews/news/2489/Diet-Microbiome-Interactions-Limit-PI3K-Inhibitor
https://aacrjournals.org/cdnews/news/2489/Diet-Microbiome-Interactions-Limit-PI3K-Inhibitor
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Research+Watch
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=News
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=News
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=News
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Breaking
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Breaking
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Breaking
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Research+Watch
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Research+Watch
https://aacrjournals.org/cdnews/search-results?f_ArticleTypeDisplayName=Research+Watch
https://aacrjournals.org/privacy-policy
https://aacrjournals.org/privacy-policy
https://aacrjournals.org/privacy-policy
https://aacrjournals.org/privacy-policy
javascript:;
javascript:;


Cancer
Immunology
Research

Cancer Prevention
Research

Cancer Research

Cancer Research
Communications

Clinical Cancer
Research

Molecular Cancer
Research

Molecular Cancer
Therapeutics

Information on

Advertising & Reprints

Information for

Institutions/Librarians

 RSS Feeds

Privacy Policy

Copyright © 2025 by the American Association for Cancer Research.

This site uses cookies. By continuing to use our website, you are agreeing to our

privacy policy.

Accept

Abstract 7535: First-in-human phase 1 clinical trial o... https://aacrjournals.org/cancerres/article/84/6_Suppl...

4 of 4 07/07/25, 12:36

https://aacrjournals.org/cancerimmunolres
https://aacrjournals.org/cancerimmunolres
https://aacrjournals.org/cancerimmunolres
https://aacrjournals.org/cancerimmunolres
https://aacrjournals.org/cancerimmunolres
https://aacrjournals.org/cancerimmunolres
https://aacrjournals.org/cancerpreventionresearch
https://aacrjournals.org/cancerpreventionresearch
https://aacrjournals.org/cancerpreventionresearch
https://aacrjournals.org/cancerpreventionresearch
https://aacrjournals.org/cancerres
https://aacrjournals.org/cancerres
https://aacrjournals.org/cancerrescommun
https://aacrjournals.org/cancerrescommun
https://aacrjournals.org/cancerrescommun
https://aacrjournals.org/cancerrescommun
https://aacrjournals.org/clincancerres
https://aacrjournals.org/clincancerres
https://aacrjournals.org/clincancerres
https://aacrjournals.org/clincancerres
https://aacrjournals.org/mcr
https://aacrjournals.org/mcr
https://aacrjournals.org/mcr
https://aacrjournals.org/mcr
https://aacrjournals.org/mct
https://aacrjournals.org/mct
https://aacrjournals.org/mct
https://aacrjournals.org/mct
https://aacrjournals.org/pages/advertising
https://aacrjournals.org/pages/advertising
https://aacrjournals.org/pages/advertising
https://aacrjournals.org/pages/advertising
http://www.aacrjournals.org/pages/subscribers-institutions-librarians
http://www.aacrjournals.org/pages/subscribers-institutions-librarians
http://www.aacrjournals.org/pages/subscribers-institutions-librarians
http://www.aacrjournals.org/pages/subscribers-institutions-librarians
https://aacrjournals.org/pages/rss
https://aacrjournals.org/pages/rss
https://aacrjournals.org/pages/rss
http://aacrjournals.org/pages/privacy-policy
http://aacrjournals.org/pages/privacy-policy
https://aacrjournals.org/privacy-policy
https://aacrjournals.org/privacy-policy
https://aacrjournals.org/privacy-policy
https://aacrjournals.org/privacy-policy
javascript:;
javascript:;

