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Forward-Looking Statements

!ŘǾŀȄƛǎΣ LƴŎΦ όǘƘŜ ά/ƻƳǇŀƴȅέύ Ƙŀǎ ŦƛƭŜŘ ŀ ǊŜƎƛǎǘǊŀǘƛƻƴ ǎǘŀǘŜƳŜƴǘ όƛƴŎƭǳŘƛƴƎ ŀ ǇǊƻǎǇŜŎǘǳǎύ ŀƴŘ ǿƛƭƭ 
ŦƛƭŜ ŀ ǇǊŜƭƛƳƛƴŀǊȅ ǇǊƻǎǇŜŎǘǳǎ ǎǳǇǇƭŜƳŜƴǘ ǿƛǘƘ ǘƘŜ {ŜŎǳǊƛǘƛŜǎ ŀƴŘ 9ȄŎƘŀƴƎŜ /ƻƳƳƛǎǎƛƻƴ όά{9/έύ  
for the offering to which this presentation relates. Before you invest, you should read the 
prospectus and the preliminary prospectus supplement in that registration statement and other 
documents the Company has filed with the SEC for more complete information about the 
Company and the offering.

This presentation contains forward-looking statements, including, but not limited to: statements 
regarding Advaxis' ability to develop the next generation of cancer immunotherapies; and the 
safety and efficacy of Advaxis' proprietary immunotherapy, axalimogene filolisbac. These 
forward-looking statements are subject to a number of risks, including the risk factors set forth 
from time to time in Advaxis's SEC filings, including but not limited to its report on Form 10-K for 
the fiscal year ended October 31, 2015, which is available at http://www.sec.gov. 

Advaxis undertakes no obligation to publicly release the result of any revision to these forward-
looking statements, which may be made to reflect the events or circumstances after the date 
hereof or to reflect the occurrence of unanticipated events, except as required by law. You are 
cautioned not to place undue reliance on any forward-looking statements.



Opening Remarks

άWhile our data is preliminary, in several patients we saw increased T cell 
response, evidence of epitope spreading, and signs of increased immune 
activation consistent with expansion and infiltration of activated T cells into 
the tumor. We also saw trends towards a reduction in immuno-suppressive 
Tregs. 

Importantly, in several patients, when compared to pre-treatment tumor 
tissue, post-treatment tissue analysis showed conversion of the TME into a 
site of active inflammation characterized by infiltration of activated T cells, 
and increased expression of activation markers including PD-1, PD-L1.  

The fact that we are seeing these trends at this preliminary point in the study 
is very encouraging, and suggests that AXAL has the potential to generate 
beneficial immunologic responses in patients with HPV+ head and neck 
ŎŀƴŎŜǊΦέ

Dr. Andy Sikora, Baylor College of Medicine, Advaxis Press Release 4/18/16
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9ŦŦŜŎǘǎ ƻŦ !ŘǾŀȄƛǎΩ [Ƴ LƳƳǳƴƻǘƘŜǊŀǇȅ ƻƴ ǘƘŜ {¢LbD tŀǘƘǿŀȅ

Cancer Neoepitope Immunotherapy: An Update on ADXS-Neo



Advaxis 

Immunotherapies ς

Not Wǳǎǘ ŀ ά±ŀŎŎƛƴŜέ

Robert Petit, PhD
Advaxis



Here Is a Picture of aȅ άIŜŀǘŜǊέ Φ Φ Φ όbƻ?)

ÅHeater?
ÅAir conditioner? 
ÅUmbrella?
ÅRadio?
ÅStorage space?
ÅBed?
ÅTransportation? 

Å Although it does these things, together it is much more
Å Advaxis Constructs are:

Adjuvants, immune stimulators, STING agonists, 
vaccines, epitope spreading, T-cell infiltration, reduce immune tolerance 
in tumor microenvironment

Å /ƻƳōƛƴŀǘƛƻƴ ƛƳƳǳƴƻǘƘŜǊŀǇȅ ά!ƭƭ-In-hƴŜέ Φ Φ Φ
Å Advaxis Constructs are NOT just vaccines 



Fundamental Challenges of Cancer Immunotherapy

Å Immunologic tolerance  

ï Multiple mechanisms 

ï Peripheral and central

ÅWeak antigenic targets

Å High number of mutations

Å Heterologous cell populations

Å Suppressive TME

ÅLƳƳǳƴŜ ǎȅǎǘŜƳ Ƴǳǎǘ άǎŜŜέ ǘǳƳƻǊǎ ŘƛŦŦŜǊŜƴǘƭȅ

ï How does biology meet this challenge?

Å Infectious disease: Pathogens trigger multiple signals and pathways that indicate 
the type of response required to meet and eliminate the infection 

Data on file.



Immunotherapy Combination Considerations

Needed for Effective Immunotherapy Assoc. Treatment ADVAXIS Lm-LLO?

T cells specific against tumor targets Therapeutic vaccines
Yes: Specific CD8+, CD4+

CD8+, CD4+ adjuvants and/or co-stimulators of 
innate immunity

TLRs, adjuvants,etc
Yes: 10 inherent 
adjuvants 

Dendritic cells to present antigen and drive adaptive 
immunity

Dendritic vaccines Yes: ++ Co-stim

Increased numbers of CTLs against tumors 
Vaccines, cytokines, 
TILs

Yes: ++ Co-stim, ++ 
checkpoints

Overriding peripheral tolerance, without excessive 
autoimmunity

Checkpoint inhibitors Yes: ++ Checkpoints

Accommodation of antigen spreading to help 
eliminate resistance

Immunogenic death
Chemo,RT, onc virus Yes: Documented

Infiltration of CTLs into TME, while deactivating 
TME-specific tolerance (T regs, MDSC, etc) 

Chemokines, PD-1, 
CTLA-4, IDO, CPM

Yes: Chemokines, 
STING, dec. Treg, MDSC

Practical considerations: cost, retreatments, stage 
of disease, timeliness

Autologouscells $$$
Monoclonals $$
Vaccines $ 

Yes: Low COGs, onthe 
shelf, late-stage CRs + 
adjuvant Rx

Data on file.
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Data on file.



What You Will See Today

Å Multiple preclinical studies have shown 

ï Potent immune activation

ï Increased T-cell responses to tumor targets

ï Clear evidence of epitope spreading

ï Changes to the tumor microenvironment, which include

Á Increased expression of chemokines and receptors

Á !ōƛƭƛǘȅ ǘƻ ǊŜǾŜǊǎŜ άǘƻƭŜǊŀƴǘέ ǘǳƳƻǊ ƳƛŎǊƻŜƴǾƛǊƻƴƳŜƴǘ ƛƴǘƻ ƛƴŦƭŀƳƳŀǘƻǊȅ ¢a9 

Á Reduced TME suppression by reduction of Tregs and MDSCs

Á Increased infiltration of tumor-killing CD4+ and CD8+ T cells

Å Drs Sikora and Krupar are the first to clearly show these same effects in humans

Å Dr Mason has demonstrated much of the same data in canine patients

Å Some specific data demonstrating the contribution of STING agonism 

Å Preclinical data on ADXS-Neo



LmImmunotherapy: Impact 

Within the Tumor 

Microenvironment

Immunogenicity of Axalimogene 

Filolisbac in Head and Neck 

Cancer

(AACR abstract LB-095)

Rosemarie Krupar, MD
Postdoctoral Fellow
Andrew Sikora Laboratory
Baylor College of Medicine



HPV E7 antigen-expressing Listeria-based immunotherapy 
(ADXS11-001) prior to robotic surgery for HPV-positive 

oropharyngeal cancer enhances HPV-specific T cell 
immunity 

ADVAXIS

4/18/2016
Rosemarie Krupar, MD

Postdoctoral fellow
Andrew Sikora Laboratory



HPV-Related Oropharynx Cancer (HPVOPC)

Å Rapidly increasing in US 

Å 225% increase in incidence from 1988ς2004 

Å Much better prognosis (>80% 5 YS)

Å HPVOPC patients younger, higher SES

Å Expression of the viral oncoproteins E6 and E7

Sturgis EM, et al. J Natl Compr Canc Netw. 2011;9:665-673;
Chaturvedi AK, et al. J Clin Oncol. 2011;4294-4301.



Rationale for Immunotherapy in HPVOPC

Acute and chronic toxicity of intensive chemoradiotherapy

Å It±ht/ ǇŀǘƛŜƴǘǎ ǇǊŜǎŜƴǘ ŀǘ άŀŘǾŀƴŎŜŘέ ǎǘŀƎŜ όLLLΣ L±ύ

Å Treatment often involves very intense CRT regimens

Å Acute effects: Mucositis, neutropenia, malnutrition, dehydration

Å Chronic effects: Swallowing, speech, long-term PEG, dry mouth

Paradox: Good-prognosis disease being treated with intensive CRT

Paradox: Poor QOL outcomes in patients who will live for decades

Immunotherapy is one strategy for de-escalating toxicity of CRT



¢Ǌƛŀƭ /ƻƴŎŜǇǘΥ ά²ƛƴŘƻǿά ¢Ǌƛŀƭ ƛƴ It±ht/

Understand the immune 
mechanisms of action of ADXS11-001

Å Innate immunity 
(cytokines, etc)

Å Adaptive immunity 
(T-cell responses)

Å Blood

Å Tumor

Å Draining lymph nodes

Safety, tolerability, feasibility in 
HPVOPC population



Window of Opportunity Trial: Neoadjuvant ADXS-HPV Prior to 
Robot-Assisted Resection (TORS) of HPVOPC

Trial Design

Å Single-ŀǊƳ {ƛƳƻƴΩǎ 2-stage design

Å Intrapatient comparison of pre- and post-treatment values

Å Observational cohort ςno ADXS11-001

Primary Aims

Å To determine the immunogenicity of ADXS11-001 vaccination in patients with 
HPVOPC

Å To evaluate the tolerability, safety, and nature and degree of toxicity of ADXS11-
001 in HPVOPC

Primary Endpoints

Å The change in HPV E6/E7-specific CD8+ cytotoxic T-lymphocyte (CTL) responses 
in the peripheral blood at time of surgery, with respect to baseline

Å Toxicity (NCI Common Terminology Criteria for Adverse Events version 4.0)



Window of Opportunity Trial: Neoadjuvant ADXS-HPV Prior to 
Robot-Assisted Resection (TORS) of HPVOPC

Window of Opportunity Trial
Oropharyngeal Squamous Cell Carcinoma (N = 22)

Mt Sinai Medical Center
Á Primary stage 2ς4 oropharyngeal squamous 

cell carcinoma (OPSCC)
Á HPV+

Observational Arm: No Treatment Controls   
Á Routine surgical preparation

Study Arm: ADXS-HPV Alone
Á 2 doses of 1 × 109 CFU as an 80-mL infusion over 15 minutes

Surgery

Study Arm
N = 22
ADXS 
Neoadjuvant

Observe
N = 10 
No Treatment

HPV test ADXS ADXS

HPV test

Treatment

Biopsy 1

PBMCs PBMCs PBMCs

PBMCs PBMCs PBMCs

PBMCs

PBMCs

(Biopsy 2)



Assay Question Answered

ELISPOT for HPV E7-reactive T cells in blood
Does ADXS11-001 induce robust, systemic antigen-specific 
immunity?

IHC/IF for tumor-infiltrating CD8+ T cells and 
other immunocytes

Do vaccine-induced T cells make it into the tumor? 
Is the overall balance of suppressor and effector immune cells in the 
tumor microenvironment improved after treatment? 

Immunophenotyping of suppressor and 
effector immune cell subsets in blood by flow 
cytometry

Does ADXS11-001 improve the systemic balance of suppressor and 
effector immunocytes?

Seroreactivity to HPV antigens and HNSCCA-
associated cancer-testis antigens in blood

Does targeting a foreign viral antigen (E7) lead to epitope spreading 
and induction of a broad-based response to self-derived tumor 
antigens? 

Immune gene expression signatures in tumor 
microenvironment by Nanostring

Is ADXS11-001 ŀǎǎƻŎƛŀǘŜŘ ǿƛǘƘ ŀƴ άimmune-response ǎƛƎƴŀǘǳǊŜέ ƻŦ 
altered gene expression? 
Can we identify potential molecular targets for combination therapy? 

Multiplex serum cytokine and soluble 
immunomodulator levels by Luminex analysis

Does ADXS11-001 induce durable inflammatory/immune cytokine 
signature? 

T-cell receptor diversity profiling by 
ImmunoSEQ TCR deep sequencing

How does ADXS11-001 treatment affect the depth and breadth of 
the tumor-infiltrating T-cell repertoire? 

Laboratory Assays



Current Status of the Trial 

Å 8 study patients have completed ADXS11-001 administration
andtumor resectionby TORS

Å 6 observational patients have completed tumor resection
by TORS

Å 3 adverseevents (AEs)grade III have been observedin the
studypatients(vomiting,hypertension)

Å RemainingAEshavebeengradeIςII



Current Status of Laboratory Assays

Å Tumor immune microenvironment (TIME) profiling of biopsies before 
ADXS11-001 administration (preADXS) and of surgical resection 
specimen (postADXS) has been completed for 8 study patients

Å E6/E7-specific T-cell response has been analyzed in 8 study patients 
preADXS, postADXS,and postTORS(after tumor resection)

Å Serum cytokines preADXS, postADXS,and postTORShave been 
measured in 7 study patients 

Å Currently, completion of immunophenotyping for 8 study patients and 
3 control patients preADXS, postADXS, and postTORS


