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Part A- Patients receiving ADXS31-142 will receive antibiotics 72 hours after each ADXS31-142 infusion.

Phase 1, open-label, multicenter, nonrandomized, dose-determining trial of ADXS31-142 monotherapy in patients l(f needed, po;ients will behaﬁmini)stferﬁd addi’rihonlaA] doses OFANSA}_DS ([approximately every four hours) and antiemetics
- approximately every eight hours) tollowing the ADXS31-142 infusion.
In 2015, the National Cancer Institute’s Surveillance, Epidemiology, and End Results Program estimates there will be with mCRPC PP Y SR Y |

220,800 new cases of PC and 27,540 deaths from the disease. The starting dose (Dose Level 1) for ADXS31-142 will be T x 107 colony-forming units (CFU) every 3 weeks (Q3W) PATIENT ELIGIBILITY

Approximately 14% of men will be diagnosed with PC at some point during their lifetime' for 3 doses in a 12-week cycle

Dose will be escalated (5 x10? CFU, T x 10'° CFU), remain the same, or be de-escalated based on the Key patient eligibility criteria are described in Table 3.
predefined dose-limiting toxicity (DLT) criteria in accordance with the modified toxicity probability interval
(mTPI) design (see Figure 3)

In recent years, treatment options for men with mCRPC have improved. However, the outlook for patients remains
poor, with overall survival reported to be approximately 2 years.?

Table 3. Key patient eligibility criteria

PC generates prostate tumor-specific antigens such as prostate-specific antigen (PSA), prostatic acid phosphatase

PAP), and prostate-specific membrane antigen.’ Compared with the 3 + 3 design, the mTPl method exposes fewer patients to toxic doses above the

maximum tolerated dose (MTD) and yields similar probabilities in identifying the correct MTD even with
Given that the prostate is a dispensable organ, any potential autoimmunity to prostate cells generated from matched sample sizes'®

Key inclusion criteria

mrgmoﬂ;e.ropy do:s not |r.npict patient sof?fy, rr;\aklnil directed m;rrfunother(c;py G.qulblj trec’rm:n.t option | The targeted DIT rate for monotherapy will be <25% Adult male patients (=18 years)
Studies of immunofherapy in the freafment of PC ave emonstrated improved survival (4.1-month improvement in Up to 21 patients will be enrolled with a minimum of 6 patients treated at the recommended phase Il dose Progressive mCRPC on androgen deprivation therapy identified by either
median overall survival when compared to placebo) ) . . Loy ) .
(RP2D) before proceeding to the next phase e PSA progression of 25% increase over baseline (increase in absolute value of at least 2 ng/mlL) confirmed by
ADXS31-142 is a live, attenuated, bioengineered Listeria monocytogenes (Lm/isteriolysin O (LLO) immunotherapy Part B- a second measure within a 1-week interval OR
designed to target PSA for the treatment of PC.58 h. abel mulf domized. dosed o A of | ol ] ® Progression of nodal metastasis assessed within 1 month prior to screening with CT or MRI of abdomen and pelvis OR
ADXS31-142 secretes an antigen-adjuvant fusion protein ({LLO-PSA) consisting of a truncated fragment of LLO (iLLO) Phase 1/2, open-label, multicenter, nonrandomized, dose-determining frial of ADXS31-142 plus pembrolizumo * Progression of evaluable bone disease

fused to the human PSA, which is rapidly taken up by APCs, stimulating adaptive immunity and resulting in the in potients with mCRPC. This dose-determining phase will be followed by an expansion cohort phase Discontinued antiandrogens (bicalutamide, nilutamide) >6 weeks and enzalutamide >4 weeks prior to day 1 of trial

generation of a new population of tumor antigen-specific cytotoxic T lymphocytes (CTLs).? The dose-determining phase will identify a RP2D for the combination therapy; dose escalation/de-escalation treatment

Lm-LLO immunotherapies stimulate both innate and adaptive tumor-specific immunity. They direct antigen-presenting will be examined using the mTP! design

cells (APCs) to stimulate and activate the immune system and also reduce tumor immunosuppression in the tumor '.I'he.s’rcr’ring dose for ADXS31-142 will be one level below the RP2D established for monotherapy, or 1x10” CFU, FCOGPS <]

microenvironment by neutralizing regulatory T cells (Tregs) and myeloid-derived suppressor cells (MDSCs) (Figure 1) if this dose was the MTD for monotherapy Adequate hematologic, hepatic, and renal function
Pembrolizumab (MK-3475), a humanized monoclonal antibody of the IgG4k subclass, blocks the binding of The dosing frequency will remain the same as it is in Part A: Q3W for three doses in a 12-week cycle Key exclusion criteria
programmed cell death protein-1 (PD-1) receptor to its ligands PD-L1 and PD-L2.1° ADXS31-142 doses will be escalated, remain the same, or be de-escalated based on the predefined DLT criteria . _ _ . . . . —
By blocking PD-1, pembrolizumab activates antigen-specific T cells including CD8-positive T cells (inhibition mediated in accordance with the mTPI design (Table 2) Recgwej >3 prtfr SﬁSten.“C trﬁotmir‘\t reglm?ns wilh chgmtc;]fherofy,th?rmofr;.ql, or immunotherapy in the metastatic sefting or
via binding of PD-L1) as well as immune T cells in lymphoid organs (inhibition mediated via binding of PD-L2), thus The dose for pembrolizumab will remain fixed at 200 mg and will be administered at the same frequency as recelvEe more T T priof SREMOTETApeiic TEgimen I e METEHIEe SETng
enhancing the cytotoxic effect of antitumor T cells. ADXS31-142 Received prior chemotheropy, targeted smal!—molecule therapy, or radiation therapy within 2 weeks prior to study day 1 or
It is hypothesized that the combination of a PD-1 receptor antibody with Lm-LLO immunotherapy that generates PSA- The targeted DLT rate for combination therapy will be <30% IS el [Tl 2, < greet | or e pgsalie] o Al

specific cytotoxic T cells could benefit patients with diseases where PD-1 therapy has not previously exhibited activity. Has known active central nervous system metastases and/or carcinomatous meningitis or an additional malignancy that is
progressing or requires active treatment (except basal cell carcinoma/squamous cell carcinoma of the skin or superficial

urothelial cancer 2 years posttherapy)

Either the MTD or the maximum allowable dose for the combination will be the RP2D for the dose-expansion cohort
This hypothesis is supported by the results of several preclinical studies in mouse tumor models in which antibodies

oD o PDLT L o i fivity 121 The expansion cohort will enroll up to 30 patients at the RP2D determined in the dose-determination phase to
against PD-1 or PD-L1 demonstrated antitumor activity.!'*

further assess the safety and clinical activity of combination therapy
Diagnosed with immunodeficiency or received systemic steroid therapy, abiraterone acetate, or other androgen synthesis

inhibitors or immunosuppressive therapy within 7 days, or a monoclonal antibody within 4 weeks prior to study day 1, or
a live vaccine within 30 days of first trial dose

Hence, combination therapy with an Lm-LLO immunotherapy targeting PSA and a PD-1 inhibitor has the potential Adverse events (AEs) will be monitored throughout the study and graded according to the National Cancer
to effectively freat patients with PC Institute’s Common Terminology Criteria for Adverse Events version 4.0 (NCI CTCAE v4.0)
The present phase 1/2 trial (NCT02325557) has been initiated to determine the safety, tolerability, and efficacy of

In both parts/phases:
ADXS31-142 administered as monotherapy and in combination with pembrolizumab to patients with mCRPC. n both parts/phases

Has an active autoimmune disease requiring systemic treatment within the past 2 years or evidence of interstitial lung

Patients Yvill receive mono’rheropy.or combinqtion therapy until one of the Fo!lgwing occurs: documgn’red gliseose disease, or active noninfectious pneumonitis
progression, unacceptable AE(s), intercurrent illness that prevents further administration of treatment, investigator’s o o .
decision to withdraw the patient, patient withdraws consent, patient experiences a complete response and receives Known contraindication to study antibiotics or NSAIDs and allergy to any component of the study drug(s) formulations

Figure 1. Step-by-step Lm-LLO immunomodulation

one additional cycle of treatment, noncompliance with trial treatment or procedure requirements, completion of 24

Known history of listeriosis, human immunodeficiency virus, and/or known active hepatitis B or C

months of treatment with ADXS31-142 and pembrolizumab, or administrative reasons f 7
: . . : .. :
m are aenstically aliered The programmed CTLs seek . . . .. . . Has an active intection requiring systemic thera
sty o me b e by out and filrcre the umor, All patients will be monitored for a minimum period of 30 days for AEs or 90 days for serious AEs or events of quiring sy Py
and destroy the cancer cells clinical interest (ECls) AEs, adverse events; CT, computed tomography; CTCAE, Common Terminology Criteria for Adverse Events; ECOG PS, Eastern Cooperative Oncology
X PR Y SN Group performance status; mCRPC, metastatic castration-resistant prostate cancer; MRI, magnetic resonance imaging; NSAIDs, nonsteroidal anti-
€ pacreria are rurrner moairies P4 b 4 . ofe .
to develop a veclor fargefing f /_‘ T cells . .. . mFlammotory drugs; PSA, prosto’re—speaﬁc anfigen.
o spectic mor ofnred AT TME Figure 3. mTPI decision tables for selection of dose for Part A and Part B of the study
(L ENDPOINTS
The bioengineered Lm \) N 1<l
enter 1hekb|ood Efre:r;CG"d / Pl 8 | The LLO-TAA counteract the tumor’s mTPl deCISIon tqbles Part B Sqfety
are taken up by s 5 \J protective immunosuppressive
APC - N shisld within the TME ESCALAT ESCALATE Safety will be assessed by grading AE severity as per NCI CTCAE v3.0 for treatment and as per NCI CTCAE
4 [ nide the APC, they s——— . DEESCALATE 1 DEESCAIATE v4.0 for concomitant medications. Endpoints will also include physical examinations, vital signs, biochemical
secrete LLO tfo escape The highly immunogenic UNACCEPTABLE g UNACCEPTABLE . . ] . .
e phagalysosome UOTAA commnicale | Teg o 3 o parameters, DLTs, serious AEs, ECls, and irECls experienced by patients who have received ADXS31-142 alone
with the immune system DSCs ample >ize = . ample 1z = " . . . . .
to generate CTls B DU 00U U DU G BB Jorge Toicy Probabily - 0.25 ; oS Pty = 03 or in combination with pembrolizumab
5 . DU DU DU DU DU DU DU DU DU DU Epsilon 2 = 0.05 7 DU DU DU DU DU DU DU D Epsilon 2 = 0.05
Once in the Cyios‘)lr DU DU DU DU DU DU DU DU DU DU DU DU 8 DU DU DU DU DU DU DU DU DU D Eff' .
mu|ﬁp|e copies of fusion 9 Resulting i d in th DU DU DU DU DU DU DU DU DU DU DU DU DU 9 DU DU DU DU DU DU DU DU DU DU DU ICGCY'
protein (LLO-TAA) ‘:f” 'f”_g ina ecre‘i‘s‘:_ n ‘TI DU DU DU DU DU DU DU DU DU DU DU DU 10 DU DU DU DU DU DU DU DU DU DU DU D . . . .
ore rleased rafoof immune fegulaing cells G181 ) ) 861 L] G 6 1 ) 0 81 T Serum levels of biomarkers such as PSA/PAP and other serum markers of PC, PSA doubling time, and computerized
- 13 - tomography (CT) and magnetic resonance imaging (MRI) scans will be used to assess antitumor activity
DU DU DU DU DU DU DU 15 DU DU DU DU DU DU DU
DU DU DU DU DU DU 16 DU DU DU DU DU DU 1 1 1 1
APC, antigen-presenting cell; CTL, cytotoxic T lymphocyte; LLO, listeriolysin O; Lm, Listeria monocytogenes; MDSCs, myeloid-derived suppressor cells; TAA, 7 Bl Bl i 1 Measura.ble and evaluable disease assessmer?ts such as tumor respopse, fime fo fumor prog resspn (progressmn-
tumor-associated antigen; tLLO, truncated LLO; TME, tumor microenvironment; Tregs, regulatory T cells. 19 free survival [PFS] up to 24 months), and survival up to 24 months will also be used to assess efflcacy
20
= Pharmacokinetic and antidrug antibody determinations will be assessed from blood samples in the pembrolizumab

arm
mTPl, modified toxicity probability interval. .
Immunologic:

T cells will be assessed for their specific response to PSA, PAP, and others using enzyme-linked immunosorbent

The study objectives are outlined in Table 1. DOSE'LIMITING TOXICITIES assay (ELISA) and/or ELISpot

DLTs will be graded in both parts of the study using NCI CTCAE v 4.0 after administration of two doses of each drug Serum cytokine and chemokine changes will also be assessed for immune stimulation as a function of treatment
Table 1. Study objectives (period of four weeks).
STATISTICAL METHODS

The occurrence of any of the toxicities outlined in Table 2 will be considered a DLT if judged by the investigator to be

Part A (Phase 1 Part B (Phase 1/2 : o ot - e : " :
ADXS(31-]42 ) ADXS3]-]42(+ embr/olgzumob possibly, probably, or definitely related to the combination therapy. Descriptive statistics will be used to summarize and evaluate the safety and tolerability of ADXS31-142 alone and in
P combination with pembrolizumab.
* Evaluate safety and folerability of * Evaluate safety and tolerability of Table 2. D limiti iciti All patients who received at least one dose of ADXS31-142 or pembrolizumab will be included in the safety analyses
ADXS31-142 ADXS31-142 + pembrolizumab <129 22 EEEATTIT I Ler Gl 25 P . pembro 12U ! . yses,
Primary objective(s) , , P o while those patients who complete at least one cycle of treatment will be included in the efficacy analyses.
e Determine the RP2D of ADXS31-142 e Determine the RP2D of the combination .. : . . . . _ . . . o .
for Part B of ADXS31-142 + pembrolizumab Toxicity categories | Criteria for dose-limiting toxicity Safety data will be summarized by evaluating physical examinations, serum chemistry values, and hematology values
q b * Evaluate antitumor activity and PFS of ADXS31-142 monotherapy and ADXS31-142 + G | Prolonged delay (>2 weeks) in initiating the second dose due to treatment-related toxicity and compared fo baseline or historical controls.
Secondary objective : L : : . enera Efficacy will be assessed by evaluating changes in PSA and tumor response, with data from CT/MRI scans and use
embrolizumab combination therapy using RECIST v1.1, irRECIST, and PCWG?2 criteria . : : - Y It Y evail g g , ponse,
- sl Missing the second dose of ADXS31-142 or pembrolizumab as a result of AEs during the first cycle of RECIST criteria, irRECIST criteria, and overall survival compared to historical controls.
- *  Evaluate associations between biomarkers of immunologic response (serum PSA| with Grade 4 hematologic toxicity Immunology will be assessed by comparing pre- and postireatment cytokine values, flow cytometric analysis of
Exploratory objective tumor response and PFS of ADXS31-142 monotherapy and ADXS31-142 + pembrolizumab . ) P . : :
o : : : ; . s 5 peripheral blood mononuclear cells, and the response of T cells to antigen-specific stimulation. Correlations will be
combination therapy Febrile neutropenia (defined as ANC <1000/mm? at a single temperature of >38.3° C [101° F] or de between oo d clinical
. tained t N £538° C [100.4° F1 lasting | than 1 h made between immunologic responses and clinical responses.
irRECIST, immune-related Response Evaluation Criteria In Solid Tumors; PFS, progressionfree survival;, PCWG2, Prostate Cancer Working Group 2; HemamIog'c @ susiained femperaiure o [ ] asting fonger han Our)
PSA, prostate-specific antigen; RECIST, Response Evaluation Criteria In Solid Tumors; RP2D, recommended phase 2 dose. Grade 3 thrombocytopenia lasting >72 hours
Grade 4 thrombocytopenia
> Grade 3 nonhematologic toxicity (excluding nausea, vomiting, and/or diarrhea lasting <3 days Five of the nine trial centers in the United States are recruiting patients for the study, and as of October 20135,
and reversible with medical intervention) five patients have been enrolled.
STU DY DESIGN Grade 3 nonhematologic laboratory value that does not downgrade to grade 2 within 3 days after
Nonh oo onset despite optimal medical management
The study is divided into two parts: Part A (phase 1 design) and Part B (phase 1/2 design) (Figure 2). onhematologic
4 P (P gn) (P / gn) (Fig ) Listeremia: persistent (for 48—72 hours postdose) symptoms consistent with listeremia (eg, fever and
. . muscle OCheS, often preceded by diarrhea or other gos’rrointestin0| sym pfomS) National Cancer Institute. Surveillance, Epidemiology, Advaxis Immunc?therapies. Advaxis Submits Investigational Copies Of this poster
Fiqure 2 Si‘Udy de5|gn and End Results Program. 2015. New Drug Application for ADXS31-142 (ADXS-PSA for the obtained through
g * 8 0 . . . . http://seer.cancer.gov/statfacts/html/prost.html. Treatment of Metastatic Castration Resistant Prostate Cancer Quick Response
Grade 3 cytokine release symptoms lasting >24 hours after ADXS31-142 administration despite Accessed October 12, 2015 (press release]. hitp://ir.advaxis. com/ press-releases/detail/854. (QR) Code are for
Phase I/Il: ADXS31-142 + Pembrolizumab (MK-3475) in mCRPC symptomatic treatment Eﬁ;ﬁri/(\j.eLcL{nec:gr]ﬁlegggg;e1 Obdodl llg\;;?iiei,oe(t:tglk.)%li]nz(,:c?r?c]e?'Res 2015;21:4286.93. personal use only
_ Kantoff PW, et al. N Engl J Med 2010;363:411-22. Hiraoka N. Int J Clin Oncol 2010;15:544-51. and may not be
Part A: ADXS31-142 (mTPI) AEs, adverse events; ANC, absolute neutrophil count. Gunn GR, et al. J Immunol 2001;167:64719. Hirano F, et al. Cancer Res 2005;65:1089-96. reproduced without
'S\AGCLGS PCt, |eth:lll. CanclerQIE)e]SQZ]Oé)g;]6258?266-75. I(\SfidY' et T(I. Proi ITlotJI écodISé:é)ggssAs 27(282599:12293-7. permission from the
N cle in , et al. J Immuno ; : 2. udaira K, et al. Int nco ;39! 9. .
Ix10CR | Cydel Part B Expansion INTE RVE NTION s Hussain SF & Paterson Y. | Immunother 2004;27:339-46. Zhang C, et al. Cytotherapy 2008;10:711-9. avthors of this poster.
o W Cycles 2+ (n=30) Ji'Y & Wang SJ. J Clin Oncol 2013;31:1785-91. http://bit.ly/sitc-2015-advaxis-posters
In Part A, patients will receive ADXS31-142 on day 1 of week 1, 4, and 7, and in Part B patients will receive ADXS31-
V" e 142 at the same frequency along with pembrolizumab Q3W in each 12-week treatment cycle.
T PSS TV PR ADXS31-142 will be administered as a 60-minute intravenous (IV) infusion, while pembrolizumab will be administered
art B: ~ombo - embro 'ZlémT [MK-3475) (mTPI) as a 30-minute IV infusion Editorial and medical writing assistance was provided by Siddharth Mukherjee, PhD, TRM Oncology, The Netherlands, funded by Advaxis. The authors are fully responsible
Part A: ADXS31-142 Dose Level 1 el ) ‘ for all content and editorial decisions for this poster.
2oy every 3 et por Pesx oy J A anx A Cycles 2+ Nonsteroidal anti-inflammatory drugs (NSAIDs), antihistamines, and antiemetics will be administered to all patients
MK3475 200 mg 30 minutes prior to the ADXS31-142 infusion.
Day 1, every 3 weeks per MK MK MK MK
12:week cycle In Part B, there should be approximately 60 minutes between the end of the first infusion and the start of the
_ : .. : : ' _ " . second infusion. Patients will receive the pembro“zum(]b infusion first, followed by administration of NSAIDs and oral Advaxis Disclosures: Advaxis, Inc. and Merck & Co., Inc. provided financial support for the study and participated in the design, study conduct, analysis and interpretation of
ﬁgﬁaﬁﬁési:e:\i% CFU, colony-forming units; mCRPC, metastatic castrate resistant prostate cancer; MK, MK-3475; mTPI, modified toxicity antiemetics within 30 minutes prior to the ADXS31-142 infusion. data, as well as the writing, review, and approval of the poster. ADXS31-142 and pembrolizumab are being developed by Advaxis, Inc. and Merck & Co., Inc respectively.
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