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Safe Harbor Statement
This presentation contains forward-looking statements within the meaning of U.S. federal securities laws and Israeli securities laws that involve risks and uncertainties.  

These forward-looking statements include, but are not limited to, statements about our market opportunities, our strategy, our competition, the further development and  

potential safety and efficacy of our product candidates, our projected revenue and expense levels and the adequacy of our available cash resources. Some of the  

information contained herein is based upon or derived from information provided by third-party consultants and other industry sources. We have not independently  

verified and cannot assure the accuracy of any data obtained by or from these sources. Drug discovery and development involve a high degree of risk. Factors that  might 

cause material differences between expected and actual results include, among others, risks relating to: the successful preclinical development of our product  

candidates; the completion of clinical trials; the successful completion of the regulatory process with the FDA and other regulatory bodies, including the FDAôs review of  

any filings we make in connection with treatment protocols; uncertainties related to the ability to attract and retain partners for our technologies and products under  

development; infringement of our intellectual property; market penetration of competing products; raising sufficient funds needed to support our research and  

development efforts, and other factors described in our public filings. Although we believe that the expectations reflected in these forward-looking statements are  based 

upon reasonable assumptions, no assurance can be given that such expectations will be attained or that any deviations will not be material. No reliance may be  placed 

for any purpose whatsoever on the information contained in this presentation or on its completeness. No representation or warranty, express or implied, is given  by us or 

on our behalf and/or our subsidiaries or any of our directors, officers or employees or any other person as to the accuracy or completeness of the information or  opinions 

contained in this presentation. Neither we nor any of our subsidiaries, directors, officers, employees or any other person accepts any liability, whatsoever, for  any loss 

howsoever arising, directly or indirectly, from any use of such information or opinions or otherwise arising in connection therewith. This presentation does not  constitute 

or form part of, and should not be construed as constituting or forming part of, any offer or invitation to sell or issue, or any solicitation of any offer to purchase  or 

subscribe for, any of our shares, nor shall any part of this presentation nor the fact of its distribution form part of or be relied on in connection with any contract or  

investment decision relating thereto, nor does it constitute a recommendation regarding our securities.
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ÅWe are a small molecule 

biopharmaceutical oncology 

company

ÅWe have two programs, and are 

focused on pan-RAS inhibition

Å Our team has a record of successful 

small molecule cancer therapy 

development leading to FDA and 

global approvals in their prior 

experience

Å Mutations in the RAS family of genes 

(KRAS, HRAS, and NRAS) are the 

most frequent oncogenic mutations 

known and are present in more than 

30% of all cancer cases 

Å There are currently no approved RAS-

directed therapies, and there is an 

opportunity to target all active forms of 

RAS

Å In our lead program, we have identified 

and are developing a series of 

molecules that are selective and potent 

pan-RAS inhibitors

Å Genetic alterations in the 

Wnt/APC/ɓ-catenin pathway occur 

in approximately 90% of colorectal 

cancers

Å We are developing a suite of 

molecules in this second program 

which counter the oncogenic 

activation of Wnt/ɓ-catenin 

signaling through selective and 

potent inhibition of PDE10
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Anchiano Therapeutics Pan-Mutant RAS Program PDE10/ɓ-catenin Program
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We Aim to Develop Transformative Therapies Targeting the 

Genetic Basis of Cancer



Scientific Advisory Board

World authorities on the basic and clinical science of targeting signaling pathways

Channing Der, PhD

Professor of Pharmacology at the Lineberger

Comprehensive Cancer Center, University of 

North Carolina at Chapel Hill, expert in RAS 

signaling

Julian Adams, PhD

CEO at Gamida Cell, former Head of R&D at 

Infinity, and SVP of Drug Discovery at 

Millennium Pharmaceuticals, expert in signal 

transduction

Ross Camidge, MD, PhD

Director of Thoracic Oncology Program, 

Professor of Medicine-Medical Oncology at 

University of Colorado, authority in 

targeted therapies for lung cancer

Daniel Von Hoff, MD

Physician in Chief, Distinguished Professor at 

the Translational Genomics Research Institute; 

CSO of US Oncology and Professor of 

Medicine at the Mayo Clinic, innovator in the 

development of multiple cancer therapies
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Pipeline

Focus on pan-mutant RAS-inhibitor development, second program targets b-catenin
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Indication
Hit 

Conformation

All Lead 

Generation

Candidate Drug 

Nomination

IND-enabling 

Studies

Clinical 

Development

Pan-mutant 

RAS 

program

HRAS, KRAS, 

and NRAS 

mutated cancers

PDE10/ɓ-

catenin 

program

Advanced 

cancers

Familial and 

sporadic 

polyposis



ÅRAS resides at the center of the key pathways that transduce 

signals from the surface of the cell to its interior, resulting in 

survival, proliferation, or other responses to the cellular 

environment

ÅMost cancers carry activating mutations in this pathway; such 

mutations can involve an upstream cell-surface tyrosine kinase 

such as EGFR (shown), or downstream molecules such as 

RAF or PI3K 

ÅThe most common mutations are in one of the RAS isoforms 

themselves  

ÅMany successful oncology drugs have been developed to 

target the mutated proteins: inhibitors of EGFR, PDGFR, PI3K, 

RAF, and MEK, for example; targeting the mutated proteins is 

the basis of precision oncology 

ÅUntil recently, RAS has been refractory to direct inhibition in 

clinical studies; in the last year success has been achieved in 

inhibiting RAS proteins specifically

6

RAS is Central to Malignancy
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Human cancers with >5% RAS 

mutation frequency

ÅMutations in the RAS family of genes (KRAS, HRAS and 

NRAS) are the most frequent oncogenic mutations known and 

are present in over 30% of all cancer

ÅThere is a need and opportunity for agents that target all 

isoforms of RAS and all activating mutations

ÅInvestigational compounds that selectively target the KRAS 

G12C mutation have shown anti-tumor activity in the clinicð

validating RAS as a therapeutic target 

o These drugs are mutation specificðwith G12C 

representing ~11% of KRAS mutations

ÅWe have identified a series of molecules that are pan-mutant 

RAS inhibitors

7Source: Cox et al., Nat Rev Drug Discov, 2014; Vasan et al., Clinical Cancer Research, 2014.

RAS is the Most Frequently Mutated 

Oncogene in Human Cancer
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Because RAS is so frequently mutated in multiple cancer types, the market for a RAS-specific therapy is large, relative to other

targeted therapies in oncology: this is an opportunity for a multi-billion-dollar drug

Å In the US, there are ~180 K total addressable patients annually with RAS mutations, ~165 K total with RAS mutations across all solid 

tumors, and ~130K with RAS mutations across NSCLC, CRC, and pancreatic cancer (PAC) indications

Å The ANC program addresses the broad spectrum of mutations in KRAS and other RAS isoforms (left); ANC programs address all of the

patients in the chart. By contrast, KRAS G12C mutations account for about 9% of overall RAS mutations

By comparison:

Å Considering only the diagnoses of PAC, CRC, and NSCLC (right) , ANC programs address ~130,000 patients annually. The KRAS G12C-

specific indication in NSCLC, CRC, and PAC has a total addressable population of ~26K in the US. The advanced EGFR mutant NSCLC 

population in the US is ~16K annually

The Pan-Mutant RAS Market Opportunity

8
* ñTotal addressable patientsò represents the total treatable advanced/metastatic patient population, and does not consider market dynamics (e.g., therapy line, pref. share, market access, etc.)

Source: 2019 SEER Data; Garrido et al., Ther Adv Med Oncol, 2017; Roman et al., Mol Cancer, 2018; Cox et al., Nat Rev Drug Discov, 2014; 

Waters et al., Cold Spring Harb Med, 2018; Prior et al., Cancer Res, 2015.
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Source: Hermann et al., Oncogene 1998; Waldmann et al., Agnew Chem. Int. Ed. 2004  

Sulindac sulfide,

but not sulindac,

binds directly to

Ras

It was first shown in 1998 by Hermann and colleagues (left)  

that sulindac sulfide inhibits the transforming ability of 

mutant RAS, is selective for RAS mutant cells, reversibly 

binds RAS, inhibits the interaction of RAS with GAPs, GEFs, 

and RAF, and inhibits RAS signaling, but at high 

concentrations approaching 100 mM 

Background: Sulindac-Derived Compounds Inhibit RAS
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Later work showed that more potent related compounds could be 

synthesized, with similar activity against RAS, but at 30 mM.

Structural studies using protein NMR (right) showed that the most 

potent of these compounds interacted directly with RAS, between 

the Switch I and II regions, in the site bound by GTP

Our compounds share the indene core, and exhibit similar 

characteristics to sulindac, but are 10,000 times more potent

Alteration of the NMR spectrum of Ras residue K16 by

compound, and location of the residue relative to Ras

Switch 1 (red) and Switch II (blue)
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Our RAS Inhibitor Discovery Strategy

We screened candidate inhibitors from 

a custom library of compounds having 

an indene core, as illustrated at left 

The primary screen involved high-

throughput dose-response experiments 

utilizing cell lines with mutant RAS (HCT-

116) and wild-type (WT) RAS (HT29)

Optimization involved engineering COX 

inhibiting activity out of candidate 

compounds; resulting compounds are 

not COX inhibitors 

Sulindac Indene library Initial hit

Primary Screen

K-Ras mutant HCT116 vs. WT Ras Raf mutant HT29

~ 1500 compounds ADT - 004
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Our Compounds Demonstrate Potent, Selective Pan-Mutant RAS Inhibition

Source: Keeton et al., AACR 2019; Mattox et al. AACR 2019; McConnell et al. AACR 2017; Data on File

Mutation Status
IC50, Cell-based 

Assay (nM)
Cell Line Tumor Origin Genotype

KRAS G12C 2.1 Mia PaCa-2 Pancreatic

Mutant RAS

KRAS G12D 2.4 PANC-1 Pancreatic

KRAS G12D 6.3 SW-1990 Pancreatic

KRAS G12S 6.8 A549 Lung

KRAS G12V 5.8 CFPAC-1 Pancreatic

KRAS G12V 6.5 SW480 Colon

KRAS G13D 3.6 MDA-MB-231 Breast

KRAS G13D 4.7 HCT116 Colon

HRAS G12D 3.9 Hs578 Breast

NRAS Q61K 2.1 SK-MEL-2 Melanoma

NRAS Q61K 2.4 H1299 Lung

WT RAS 350 OV90 Ovarian

WT RAS
WT RAS 9600 H322 Lung

WT RAS 19100 NHAEC Normal Lung

WT RAS >25000 SK-MEL-28 Melanoma

WT RAS/ mut. BRAF 512 HT29 Colon WT RAS 

pathway activated 

downstream
WT RAS / mut. BRAF 2500 BXPC3 Pancreatic

WT RAS / mut. EGFR 3.9 H1975 Lung
RAS pathway 

activated upstream
WT RAS / mut. PDGFR 5.8 B16 Melanoma

WT RAS / mut. NF1 6.7 SKOV3 Ovarian

Our screening strategy resulted in a series of compounds 

with potent inhibitory activity against lines carrying RAS 

mutations

As illustrated at left for one lead compound, we observed 

<10 nM cellular potency in monolayer cultures of tumor 

cell lines harboring mutant KRAS, HRAS, and NRAS. 

Similar IC50s are obtained in spheroid cultures

Cell lines with WT RAS are >100-fold less sensitive. This is 

true in lines carrying downstream BRAF activating 

mutations 

Cell lines with WT RAS and upstream mutations (e.g. 

EGFR) that signal through RAS display similar IC50s to cell 

lines with mutated RAS

Taken together these observations are consistent with the 

inhibition of RAS regardless of isoform, and regardless of 

the mutations tested; in addition, they suggest that the 

activation of RAS (by mutation or upstream signaling) is a 

key feature of selectivity
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Potent, Selective Pan-Mutant RAS Inhibition of Monolayers and Spheroids

Source: Keeton et al., AACR 2019; Mattox et al. AACR 2019; Data on File 12

Growth inhibitory activity in monolayer cultures for 

ANC 007 is illustrated in Figs. A and B, left, for both 

colon cancer (A) and pancreatic cancer (B) cell lines; 

in these examples selectivity is 93-fold and 540-fold, 

respectively

Activity is similar against spheroid culture (C) and 

monolayers (D)

Colony formation assays are consistent with the 

observation in monolayer cultures (E, left); colony 

formation is inhibited at concentrations of <10 nM

Figures. A,B,C,D, Growth inhibitory activity of ANC 007 was tested using the

CellTiter-Glo luminescence assay; E, Inhibition of colony formation was tested from

ANC-007. One-way ANOVA ; *p<0.05 vs. DMSO for each indicated cell line. BcPC-3

is a pancreatic cell line with WT RAS. Others carry RAS mutations.
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Potent and Selective Pan-Mutant RAS Inhibition in Lung Cancer

Source: Data on File 13

B

ANC 007 uM

A

Growth inhibitory activity in monolayer cultures for ANC 007 is illustrated in several lung cancer cell lines 

with the genotypes indicated in the figure (A)

Activity is similar in spheroid culture (B)
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Figures: Methods as in the previous slide. 



ANC 007 Inhibits Colony Formation of Mutant KRAS Cells with 

Nanomolar Potency: Comparison with AMG 510
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ANC 007 and 

AMG 510 tested 

against HCT116 

cells carrying 

KRAS G13D

ANC 007 and 

AMG 510 tested 

against MiaPaCa2 

cells carrying 

KRAS G12C

ANC 106 (PDE10 

inhibitor) images 

not shown



Selective Inhibition is Conferred to Insensitive Cells by Transduction of 

Mutant RAS

Source: Data on File 15CORPORATE PRESENTATION   |  

Sensitivity to RAS can be conferred by transduction of HT-29 colon cancer cells (WT RAS, BRAF V600E) with 

mutant HRAS G12V (A). Similarly, in a lung cancer line, sensitivity to RAS can be conferred by transduction of 

H322 lung cancer cells (WT RAS) with mutant KRAS G12V (B). These data provide strong evidence that activated 

RAS is essential for tumor cell sensitivity
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Methods: Replication incompetent retrovirus encoding HRAS-G12V or KRAS G12V mutant or empty vector was prepared by transfection of A293T cells with packaging and envelope plasmids. Crude 

supernatant collected and used to tranduce HT29 colon cancer cells (A) or H322 lung cancer cells (B). Additional methods as per prior figures
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Source: Mattox et al. AACR 2019; Data on File

Figure: ANC 007 inhibits growth of KRAS mutant HCT-116 tumor cells in a

subcutaneous mouse xenograft model. Athymic nude mice were implanted in the

right flank with 10 million tumor cells per mouse. Mice were treated once daily by

intratumoral administration. Control mice received vehicle only (5% DMSO/5%

cremophor EL/90% water) once daily by intratumoral administration. N=8 mice for

vehicle group, n=7 mice for 5 mg/kg ANC 007 group, n=4 mice for 10 mg/kg ANC 007

group.

ANC 007 inhibits tumor growth in 

KRAS mutant HCT-116 colon tumor 

xenograft model

ANC 007 Exhibits In Vivo Anti-tumor Activity in Mutant RAS-driven Tumor 

Models
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In Vivo Anti-tumor Activity in Mutant RAS-driven Tumor Models

Day 17 ïTx Start on Day 6

ANC 007 suppressed tumor growth in 

a CT26 colon tumor mouse xenograft 

model by subcutaneous delivery

Representative control (Left) and ANC 

007 animals (Right) shown in the 

figure

Figure: Mice were implanted in the right flank with 1 million CT-26 tumor cells per mouse.

ANC 007-treated mice received 5 mg/kg ANC 007 twice daily by peritumoral

administration. Vehicle-treated mice received 5% DMSO/5% cremophor EL/90% water

once daily by peritumoral administration. Shown on left is control (vehicle-treated) mice

and on the right are mice treated with ANC 007.
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